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Our business is subject to numerous risks and uncertainties, including those highlighted in the section of this report captioned “
Risk Factors. ” The following is a summary of the principal risks we face: « We have incurred significant losses since our
inception and anticipate that we will continue to incur significant losses for the foreseeable future. « We will need to raise
additional funding, which may not be available on acceptable terms, if at all. Failure to obtain neeessary-capital when needed
may force us to delay, limit or termmate our product dlscovery and development programs or commercrallzatlon effort% or other
operatroni T : B

veﬁdeie Our bu%rnes% %ubqtantlally depend% upon the quccessful development of XENl lOl lf we are unable to obtam
regulatory approval for, and successfully commercialize, XEN1101, our business may be materially harmed. ¢ Clinical trials
may fail to demonstrate adequately the safety and efficacy of our, or our collaborators’, product candidates at any stage of
clinical development. Terminating the development of any of our, or our collaborators’, product candidates could materially
harm our business and the market prrce of our common %hares . We or our collaboratorq may find it difficult to enroll patients

in our clinical trials which could delay or prevent the successful
completion of clinical trials of our product candrdates * We, or our collaborators may incur unexpected costs or experience
delays in completing, or ultimately be unable to complete, the development and commercialization of our, or our collaborators’,
product candidates. * The regulatory approval processes of the FDA, EMA and regulators in other foreign jurisdictions are
lengthy, time- consuming and inherently unpredictable. If we, or our collaborators, are unable to obtain regulatory approval for
our product candidates in a timely manner, or at all, our business ##-may be substantially harmed. ¢ If ;ithe-fature;-we are
unable to establish our own sales, marketing and distribution capabilities or enter into agreements for these purposes, we may
not be successful in independently commercializing any future products. * Our prospects for successful development and
commercialization of our partnered products and product candldateq are dependent upon the research development and
marketmg effort% of our collaborators ——W -

W 7 v v an ] . * Our relrance on thlrd parties to
manufacture our product candidates may increase the risk that we erl not have sufficient quantities of our product candidates,
raw materials, APIs or drug products when needed or at an acceptable cost. * We rely on third parties to conduct our pre- clinical
studies and clinical trials. If these third parties do not successfully carry out their contractual duties , including to comply with
applicable laws and regulations or meet expected deadlines, our business could be substantially harmed. * We could be
unsuccessful in obtaining or maintaining adequate patent protection for one or more of our products ¢, product candidates or
future products . < We may not be able to protect our intellectual property rights throughout the world . « Our business and
operations could suffer in the event of an actual or perceived information security incident such as a cybersecurity
breach, system failure or other compromise of our systems and / or information, including information held by a third-
party contractor or vendor . « The market price of our common shares may be volatile, and purchasers of our common shares
could incur substantial losses. ¢ Future sales and issuances of our common shares or securities convertible into or exchangeable
for common shares would cause our shareholders to incur dilution and could cause the market price of our common shares to
fall. Our Risk Factors are not guarantees that no such conditions exist as of the date of this report and should not be interpreted
as an affirmative statement that such risks or conditions have not materialized, in Whole or 1n part. ltem 1. Busrneqs We are a
elinteal-stage-neuroscience- focused biopharmaceutical company committed to

improving the lives of patients-people living with neurological and psychiatric disorders. We are advancing a novel product
pipeline efneuretogy—foeused-theraptes—to address areas of high unmet medical need, including with-afeeus-on-cpilepsy and
depression . In addition to our proprietary product candidates, we also have partnered programs with academic and industry
collaborators, including Neurocrine Biosciences, Inc., or Neurocrine Biosciences. Our Strategy Our goal is to build a fully-
integrated and profitable biopharmaceutical company that drqcover% developg and commercrallzeq 1nnovat1ve therapeutics to
impreve-the-health-treat a range of neuroscience diseases pa W ; : .
components of our strategy include: ¢ Leveraging our discovery capabilities — Wl’llCl’l were founded upon our understandmg of
the genetics of channelopathies combined with proprietary biology and medicinal chemistry assets and know- how — to identify
product candidates for development, drug targets and / or new indications for our existing product candidates; * Advancing
selected proprietary product candidates through clinical development; ¢ Selectively establishing collaborations that allow us to
potentially expand our internal capabilities and / or address broader commercial opportunities than may be possible
independently; ¢ Identifying opportunities to further expand our pipeline though indication expaniion acquisition, or in-
licensing of external product candidates; and * Commercializing product candidates alone or in collaboration with others. Our
Pipeline Our Product Candidates Overview-of XENHOHAKv7 Potassiunm-ChannelOpener-XEN 1101 is a differentiated-novel,
potent Kv7 potassium channel opener being developed for the treatment of eprlepqy ! major depresswe dlsorder, or MDD,
and potentlally other neurologlcal dlsorders ditrg ve-d vFpo

XENllOl’



pharmaeokineties;-or-for Epilepsy (P
speetﬁ&ﬁssue—pxgment&ﬁen—effeets%@l—fe&Focal On%et Selzules fF@S—) Our {-n—ee’feber—}(-)%l—we—&ﬁﬂeﬂneed—peﬁt-we

aﬁd—rﬁi-t—tated—eu—leXENl 101 Pha@e 3 deve}epmeﬂt—epllepsy program ; —whteh—lncludeq two 1dentlca1 Pha@e 3 chnlcal trlale to-be
rar-inparalel, called X- TOLE2 and X- TOLE3, that are designed closely after the Phase 2b X- TOLE clinical trial. These
multicenter, randomized, double- blind, placebo- controlled trials swiH-are evaluate-evaluating the clinical efficacy, safety, and
tolerability of 15 mg or 25 mg of XEN1101 administered with food as adjunctive treatment in approximately 360 patients per
study with focal onset seizures, or FOS. The primary efficacy endpoint is the median percent change, or MPC , in monthly
seizure frequency from baseline through the double- blind period, or DBP, of XEN1101 compared to placebo. Xenon
anticipates patient enrollment in X- TOLE?2 will be completed in late 2024 to early 2025. XEN1101 for Epilepsy ( Primary
Generalized Tonic - Clonic Seizures (PGFES-) Our We-have-nitiated-a-Phase 3 X- ACKT clinical trial is intended ;eaHed>X~-
ACKTF-to support potential regulatory submissions in an additional epilepsy indication of primary generalized tonic - clonic
seizures, or PGTCS. This multicenter, randomized, double- blind, placebo- controlled study switkis evaluate-evaluating the
clinical efficacy, safety, and tolerability of 25 mg of XEN1101 administered with food as adjunctive treatment in approximately
160 patients with PGTCS. The primary efficacy endpoint is the MPC in monthly PGTCS frequency from baseline through the
DBP of XEN1101 compared to placebo. XEN1101 for Epilepsy (Open- Label Extension) Upon completion of the DBP in X-
TOLE2, X- TOLE3, or X- ACKT, eligible patients may enter an open- label extension, or OLE, study for up to three years. In
addition, the ongoing X- TOLE Phase 2b OLE , which has been extended from five years to seven years, continues to

generate 1mp01tant long term data for XENl 101 Summary of XENl 101 fer—MajeﬁBepfesswe—Bisefdef@A-BD)—Based-eﬁ

seefe—eha-&ge—thfettgh—weelesnﬁeplme-feaﬁts—Results &e&ﬂ&e%%@@%&&tdy&e—a&&em&ted—m Epllepsy t-he—t-h&d—qum%ef

d 8 G vely- Phaqe 1: Phase 1 §tud1€§ conducted
in healthy iubjects Suggested that XENI 101 was generally sa-fe—&ﬂd—well tolerated in the doses examined, and its P&
pharmacokinetic profile supported a once- daily dosing schedule with food and without the need for titration, which has
been utilized in all Phase 2 and Phase 3 trials . We completed a Phase 1 clinical trial that evaluated the safety, tolerability and
PK-pharmacokinetic profile of both single ascending doses, or SAD, and multiple ascending doses, or MAD, of XEN1101 in
healthy subjects. The XEN1101 Phase 1 results include data from six SAD cohorts ranging in dose from 5 to 30 mg (n = 34,
placebo = 8), including a crossover food effect cohort (n = 10) with a single 20 mg dose. MAD results included three cohorts
ranging in once daily doses from 15 to 25 mg (n = 18, placebo = 6) including two cohorts of 15 mg evaluated in a fasted and fed
state over 7 and 10 days lespectlvely, and one cohort of 25 mg evaluated i ina fed state over 10 days. The PK—prefte-of

p SHPP e d e-th atter—he-majority of adverse events, or AEs,
were mlld or moderate 1egolved Spontaneously and were consistent with anti- seizure medications, or ASMs. There were no
serious adverse events, deaths, or clinically significant delayed ventricular repolarization or laboratory findings. Phase 1 results
suggest that XEN1101 is generally safe-and-well tolerated in the doses examined (single doses of up to 30 mg and multiple
doses of up to 25 mg once daily). Phase 1b: Data from a Phase 1b transcranial magnetic stimulation, or TMS, study — which was
designed to assess XEN1101’ s ability and potency to modulate cortical excitability — demonstrated activity in the target CNS
tissue and helped inform dose selection for our Phase 2b clinical trial. This Phase 1b double- blind, placebo- controlled,
randomized cross- over TMS study included 20 healthy male subjects. TMS measurements were taken at 2 and 4 hours for all
subjects and, due to a prolonged absorption phase displayed by XEN1101, an additional TMS assessment time- point was added
at 6 hours for a subset of subjects. Subjects were randomized initially to either a 20 mg dose of XEN1101 or placebo and then,
after a one- week wash- out period, crossed over to the other treatment arm. XEN1101 reduced corticospinal excitability, as
demonstrated by a concentration dependent elevation in resting motor threshold, or RMT, the key TMS- EMG measure. RMT
increased in proportion to XEN1101 plasma concentration showing a mean + standard error of mean increase of 4. 9 + 0. 7 % (p
<0.01) at 6 hours. Active motor threshold, or AMT, also increased in proportion to plasma concentration of XEN1101 with an
increase of 2. 0 + 0. 4 % at 6 hours. In addition, XEN1101 statistically significantly modulated TMS- evoked
electroencephalogram, or EEG, potentials, or TEPs, in a pattern consistent with reductions in cortical excitability. Relative to
time- matched placebo, at peak plasma levels, XEN1101 decreased the amplitude of TEPs vs placebo at 25, 45 and 180 ms after
the TMS pulse. Additional measures of cortical excitability including global mean field power were similarly impacted.




XENT1101 also shifted the power spectra of resting state EEGs toward lower frequencies. This Phase 1b TMS study provided
evidence of the CNS effects of a 20 mg dose of XEN1101 as indicated by suppression of cortical and corticospinal excitability,
which helped inform dose selection for our XEN1101 Phase 2b clinical trial. Phase 2b X- TOLE Clinical Trial: In October
2021, we announced topline results from the Phase 2b X- TOLE clinical trial, which was designed as a randomized, double-
blind, placebo- controlled, multicenter study to evaluate the clinical efficacy, safety, and tolerability of 10 mg, 20 mg, or 25 mg
of XEN1101 administered as once- daily adjunctive treatment with food in adult patients with focal epilepsy. The study
included a total of 325 randomized and treated subjects in the safety population and 323 subjects in the modified intent- to- treat
population for the efficacy analyses. Subjects had an average age of 40. 8 + 13. 3 years, and 8. 9 %, 40.3-6 %, or 50. 8-5 % of
the subjects were on and continued taking one, two, or three stable background ASMs throughout the study, respectively, and
failed a median of 6 previous ASMs prior to study entry. The median baseline seizure frequency across the study groups was
approximately 13. 5 seizures per month. Of the 285 subjects who completed the double- blind period, 96. 5 % entered the OLE
to evaluate the long- term safety, tolerability, and effectiveness of XEN1101. Summary of X- TOLE Efficacy Results in the
DBP: The X- TOLE trial met its primary efficacy endpoint with XEN1101 demonstrating a statistically significant and dose-
dependent reduction from baseline in monthly (defined as 28 days) focal seizure frequency when compared to placebo
(monotonic dose response; p < 0. 001). Primary and secondary measures in the topline data set included a pairwise comparison
of each active dose to placebo and a responder analysis with the proportion of patients who achieved a 50 % or greater reduction
in monthly focal seizure frequency from baseline. XEN1101 demonstrated a statistically significant reduction from baseline in
monthly focal seizure frequency in pairwise comparisons to placebo for all three XEN1101 doses. The median percent reduction
in monthly focal seizure frequency was 52. 8 % in the XEN1101 25 mg group, 46. 4 % in the XEN1101 20 mg group, and 33. 2
% in the XEN1101 10 mg group compared to 18. 2 % in the placebo group. Statistical significance was achieved for all dose
groups compared to placebo with 2- sided p- values of p < 0. 001 for 25 mg vs. placebo, p < 0. 001 for 20 mg vs. placebo, and p
=0. 035 for 10 mg vs. placebo. A prespecified secondary endpoint of the study was a responder analysis, which compared the
proportion of study subjects treated with XEN1101 who achieved a > 50 % reduction in monthly focal seizures versus placebo.
The percentage of subjects who achieved a > 50 % reduction in monthly focal seizures was 54. 5 % in the XEN1101 25 mg
group, 43. 1 % in the XEN1101 20 mg group, and 28. 3 % in the XEN1101 10 mg group compared to 14. 9 % in the placebo
group. Statistical significance was achieved for all dose groups compared to placebo with 2- sided p- values of p < 0. 001 for 25
mg vs. placebo, p <0. 001 for 20 mg vs. placebo, and p = 0. 037 for 10 mg vs placebo. In addition to the topline data, further
sub- analyses were presented in December 2021 at the Annual Meeting of the American Epilepsy Society, or AES 2021. These
sub- analyses include the proportion of patients with at least a 75 % reduction in monthly focal seizure frequency from baseline
along with the proportion of patients who achieved 100 % reduction in monthly seizure frequency from baseline. Efficacy
results are summarized in the following table; all p- values are 2- sided comparing the active dose to placebo for the
prespecified primary and secondary seizure reduction endpoints: XEN1101 25 mg (N = 112) XEN1101 20 mg (N = 51)
XEN1101 10 mg (N = 46) Placebo (N = 114) Median reduction from baseline in monthly focal seizure frequency 52. 8 % (p <0.
001)46.4 % (p<0.001)33.2 % (p=0. 035) 18. 2 % Patients with at least a 50 % reduction in monthly focal seizure frequency
from baseline 54. 5 % (p < 0. 001) 43. 1 % (p < 0. 001) 28. 3 % (p=0. 037) 14. 9 % Patients with at least a 75 % reduction in
monthly focal seizure frequency from baseline 29. 5 % 29. 4 % 8. 7 % 6. 1 % Patients with 100 % reduction in monthly focal
seizure frequency from baseline 6. 3 % 7. 8 % 2. 2 % 1. 8 % Additional sub- analyses were performed in patients with different
baseline characteristics given that X- TOLE included a “difficult- to- treat 2patient population as defined by the number of
prior failed ASMs, concomitant ASMs on study, and baseline seizure burden. The table below outlines a sub- group analyses of
median percent reduction in seizures within the 25 mg dose group, showing that there was a significant increase in seizure
reduction in patients with less disease severity at baseline: XEN1101 25 mg Median reduction from baseline in monthly focal
seizures frequeneyOveralt-frequency PlaceboOverall in X- TOLE 52. 8 % (N = 112)52-18 . 8-2 % (n = 114) Prior failed
ASMs > 643.08-2 % (n=45) 14. 2 % (n = 47) Prior failed ASMs < 6 58.8-3 % (n = 67) 20. 5 % (n = 67) Concomitant ASMs =
356-51 .83 % (n=54) 20. 4 % (n=56) Concomitant ASMs < 2 668-59 . 9-7 % (n = 58) 14. 4 % (n = 58) Baseline seizures > 8.
5 per month 50. 8 % (n = 83) 18. 2 % (n = 84) Baseline seizures < 8. 5 per month 70. 6 % (m=29) 18. 8 % (n = 30) In addition,
an analysis of seizure reduction across seizure subtypes showed a median percent reduction in monthly focal seizure frequency
of 86. 9 % (m=23) in  type 4’ focal seizures that lead to generalized tonic clonic seizures in the 25 mg dose group. A time- to-
event analysis analyzing the time to reach the baseline monthly focal seizure count during the double- blind period showed a
marked dose- dependent decrease in the rate of seizure recurrence when comparing XEN1101 to placebo. These marked
reductions in seizures were associated with statistically significant improvements in overall status, as assessed by physicians
using the Clinical Global Impression of Change, or CGI- C, and by subject self- reporting using the Patient Global Impression
of Change, or PGI- C, scales in the XEN1101 25 mg group, which are shown in the table below with-2-sided-p—valaes-:
XEN1101 25 mg (N = 112) Placebo (N = 114) CGI- C (Portion of patients much improved or very much improved) 46. 4 % (p
<0.001) 22. 8 % PGI- C (Portion of patients much improved or very much improved) 42. 9 % (p =0. 001) 21. 9 % The
XEN1101 25 mg group was statistically significant in CGI- C and PGI- C, and the XEN1101 20 mg group was statistically
significant in PGI- C, while the XEN1101 20 mg group in CGI- C and the XEN1101 10 mg group for both CGI- C and PGI- C
showed numerical improvements over placebo but were not statistically significant. Summary of X- TOLE Safety Results in the
DBP: XEN1101 was generally well- tolerated in the DBP with AEs consistent with other ASMs. The incidence of treatment-
emergent adverse events, or TEAEs, was higher in the treatment groups as compared to the placebo group, with 62. 3 % of
patients in the placebo group, 67. 4 % of patients in the XEN1101 10 mg group, 68. 6 % of patients in the XEN1101 20 mg
group, and 85. 1 % of patients in the XEN1101 25 mg group experiencing at least one TEAE. The TEAEs that were greater than
or equal to 5 % in all treatment arms were attributed to nervous system disorders; psychiatric disorders; general disorders;
gastrointestinal disorders; eye disorders; and infections — with the majority related to the central nervous system, mild or



moderate in severity, and occurring early in the treatment period. Across all XEN1101 dose groups (n = 211), the most common
TEAEs were dizziness (n =52, 24. 6 %), somnolence (n =33, 15. 6 %), fatigue (n =23, 10. 9 %), and headache (n=21, 10. 0
%). The breakdown of subjects with dizziness across dose groups including placebo is as follows: 8 subjects (7. 0 %) in the
placebo group, 3 subjects (6. 5 %) in the 10 mg group, 13 subjects (25. 5 %) in the 20 mg group, and 36 subjects (31. 6 %) in the
25 mg group. The incidence of treatment- emergent serious adverse events, or SAEs, was similar in all four arms of the study
with 2. 6 % of patients in the placebo group, 4. 3 % of patients in the XEN1101 10 mg group, 3. 9 % of patients in the XEN1101
20 mg group, and 2. 6 % of patients in the XEN1101 25 mg group experiencing at least one treatment- emergent SAE. There
were 3. 5 % of subjects in the placebo group, 2. 2 % of subjects in the XEN1101 10 mg group, 13. 7 % of subjects in the
XEN1101 20 mg group, and 15. 8 % of subjects in the XEN1101 25 mg group that had an AE leading to treatment
discontinuation. Two TEAEs of urinary retention were reported in the active treatment groups, one of which required a dose
reduction, and both subjects remained on drug with no other changes or intervention. There was no evidence of urinary retention
based upon mean differences across treatment groups in the total or individual items of the American Urological Association
Symptom Index. There was no cardiovascular signal of concern based on vital signs from resting or orthostatic tests; there were
no safety signals of concern from physical or neurologic exams; and there were no signals of concern from ECGs, safety labs or
urinalysis. Weight changes were modest with mean (SD) changes of 0. 2 kg (2. 4) in the placebo group, 0. 6 kg (2. 3) in the 10
mg group, 1. 6 kg (2. 2) in the 20 mg group and 1. 9 kg (2. 9) in the 25 mg group. Additional Post Hoc Sub- Analyses of X-
TOLE Data and Interim Open Label Extension (OLE) Data: In 2022 and 2023 , we presented additional sub- group analyses of
data from the XEN1101 Phase 2b X- TOLE clinical trial and interim data from the ongoing X- TOLE OLE. Additional sub -
analyses of the X- TOLE data suggest that the rapid onset of efficacy for XEN1101 was associated with starting at an effective,
therapeutic and-weH-—toterated-dose. There was a statistically significant reduction in median seizure frequency within +-one
week for all doses compared with placebo. Rapid onset of efficacy of XEN1101 was seen at Weeleweek 1, with a dose-
dependent reduction from baseline in median weekly seizure frequency of 39. 1 % (£-p <0.01,n=46),41. 5% (Ep=0. 04, n
=50)and 55. 4 % (£p <0. 001, n=110) in the 10 mg, 20 mg, and 25 mg groups, respectively, compared to placebo (20. 2 %, n
= 114). Anabysis-Analyses of the interim OLE data s-hews—~ show XENI 101 contlnues to be generally well- tolerated yielding
long- term efficacy at the 20 mg once- daily dose, with patien e ng-60 % retention
at 24 months in the OLE , as and-extended-periods-of setz-ufe—ffeedem—the analy51s cutoff date of September 5,2023 . During
the-OLE study months 18 to 30 there was a %uitamed monthly reduction in seizure frequency ( 86-78 % — 96-95 % median
percent change se d ; ARE-) from the-BDBR-double- blind period
baseline, as-of-and higher reductlons were observed for patlents Who were receiving one to two ASMs at baseline
compared to the-those receiving three ASMs analysis-eutoffdate-of-September 22,2622~ Scizure freedom for > 3- month, >
6- month , and > 12- month consecutive durations was achieved in4+#37 . 5 % , 22. 2 %, and +6-14. 9 % of all patients
enrolled in the OLE (n = 275), respectively. Seizure freedom for > 3- month, > 6- month, and > 12- month consecutive
durations was achieved in 56. 4 %, 34 . 5 % and 23. 6 % of those patients with at least 24 months of treatment in the OLE
(n=165) , respectively. At 24 months in the OLE, clinically important improvements in the Quality of Life in Epilepsy
Inventory- 31 (QOLIE- 31) subscales of Seizure Worry, Social Functioning, and Medication Effects were seen across all
patients (n = 162), with even greater improvements in the seizure- free group (n = 39). In addition, quality- of- life
improvements, as measured by the QOLIE- 31, originally reported at year one were maintained or improved at year two
of the X- TOLE OLE. No new safety signals were identified, and the clinical data analyzed to date indicates that

XENI 101 continues to be generally Well tolerated in the OLE with AEs consistent Wlth prlor results and AEs seen w1th other

asseet&ted—w%ﬂa—}eﬁg— seizure medlcatlons teme*pesufe—te-ezegabme— Baqed on the pOtentlal to continue to prov1de
qlgnlﬁcant beneﬁt to patlent% we have extended the X- TOLE OLE from -t-hfee—te—ﬁve to seven years —InteHeetual-Property

see—I-nteHeetua-l—PfepefW—be&ew— About Epllep%y and Selzure Types Epllep%y isa chronlc neurologw disorder, the

hallmark of which is recurrent, unprovoked and unpredictable seizures. Individuals are diagnosed with epilepsy if they have two
unprovoked seizures (or one unprovoked seizure with the likelihood of recurrent seizures) that were not caused by a known and
reversible medical condition. Seizures are generally described in two major groups: focal onset seizures, or FOS, and
generalized onset seizures. FOS are the most common type of seizure experienced by people with epilepsy. FOS are localized
within the brain and can either stay localized or spread to the entire brain, which is typically categorized as a secondarily
generalized seizure. FOS account for approximately 60 % of seizures in the U. S., which results in a total FOS patient population
of approximately 1. 8 million patients. Generalized onset seizures affect both sides of the brain or groups of cells on both sides
of the brain at the same time. This term includes primary generalized tonic - clonic seizures, or PGTCS, absence seizures, and
atonic seizures. Generalized onset seizures account for approximately 30 % of seizures in the U. S., or approximately 0. 9
million patients, of which the majority experience PGTCS. The remaining 10 % of seizures in the U. S. are characterized as
unknown onset seizures, which occurs when the beginning of the seizure is unknown. As more information is learned, unknown
onset seizures may later be diagnosed as focal onset or generalized onset seizures. Numerous ASMs are available for the



treatment of seizures in the U. S., although there are fewer indicated for PGTCS. The treatment of an individual patient with
FOS or PGTCS is currently focused on reduction of seizure frequency, with seizure freedom as the ultimate goal. Early
treatment typically begins with monotherapy followed by increasing use of polypharmacy to manage patients with residual
seizure burden. Despite the availability of multiple treatment options, appreximately-up to 50 % of patients are considered
inadequately managed with initial lines of therapy warranting additional treatment options. For poorly managed patients,
physicians increasingly turn to complementary mechanisms used as adjunctive therapy to control seizures. We believe there is a
need for new, more effective and tolerable treatments for FOS and PGTCS that have rapid onset of action, unique mechanisms
important in polypharmacy, are easy to take (for example, once- daily), and durable. Based on our market research, we believe
XEI\ l l( 1 wuld offer a wmpdhmy value ploposmon to address F()S and PGTCS, if dpplo\ ed. XEN1101 Gveﬁ‘tew-e-f

for -KGNQQ—Major Depresswe Dlsorder (MDD) In November 2023 we reported tophne results from the randomized,

double - blind, placebo- controlled, PEE—TFhe Kv7potassium-ehantet-meehanistrhas-Phase been-2 proof- of- concept X-
NOVA ehnteatty—- clinical trlal whlch V&héa-ted-evaluated the chnlcal efﬁcacy, safety, and tolerablhty of 10 mg and 20 mg

pdllenls with fhe—rnten&ed—rn&te&ﬁen—moderate to severe major depresswe dlsorder, or MDD Ghmea—l—Beve}epmeﬂt—The
primary objective was to assess the efficacy of XEN496-XEN1101 compared to placebo on improvement of depressive
symptoms in subjects diagnosed with moderate to severe MDD, using the Montgomery- Asberg Depression Rating Scale,
or MADRS score change through week 6. e anticipate participating in an “ end

have-developed XEN496-as-a
- speetfietmmediate—release-formulationof ezogabine—- Phase 2 ” meeting with the U . Teo-S. Food and

Drug Admlnlstratlon, or FDA, in Aprll 2024 to support the initiation of our late- stage XEN1101 clinical program in
MDD, whlch w1ll 1nclude three Pl hase 3 L inica tﬂa-l-trlals e-HéE—N‘t%—rn—pa-t—ren-ts—\\ ith the ﬁrstKGN-Q%-—BE—E—we

el-rn-tea-l—ﬁ%al—ea-l—led—t-he—E—P—I—IG\tud\ —expected to begln in the second half of 2024 We are also ev alualnm the—other potentlal
indications for the future development of XEN1101. Summary of X- NOVA efﬁeaey—Efﬁcacy Data —sa-fet—y—and—te*erabﬂ-rty
of XEN496-administered-as-adjunetive-treatment-in the DBP: approximsa ; moetth ss-that
years-with KENQ2-—DEE-The primary endpoint of the study was a change in MADRS at week 6 The mean reductlon was
13. 90 in the placebo group, 15. 61 in the XEN1101 10 mg group and 16. 94 in the XEN1101 20 mg group. A clear dose
response and a clinically meaningful, but not statistically significant, 3. 04 difference between placebo and the XEN1101
20 mg group (p = 0. 135) was observed. Statistical significance was achieved on the pre- specified endpoint of the
Hamilton Depression Rating Scale, or HAM- D17, at week 6 with a mean reduction of 10. 18 in the placebo group and 13.
26 in the XEN1101 20 mg group (p = 0. 042). Statistical significance was achieved on the key secondary endpoint of a
change in the Snaith- Hamilton Pleasure Scale, or SHAPS, measuring anhedonia at week 6 with a reduction of 5. 30 in
the placebo group and 7. 77 in the XEN1101 20 mg group (p = 0. 046). Statistical significance was achieved in MADRS at
week 1 with a mean reduction of 4. 88 in the placebo group and 7. 54 in the XEN1101 20 mg group (p = 0. 047)
demonstrating early onset of efficacy. Statistical significance was achieved in reporting of at least minimally improved
symptoms of depression as assessed by physicians using the Clinical Global Impression of Improvement, or CGI- I, (p =
0. 004) in the XEN1101 20 mg group compared to placebo. Summary of X- NOVA Safety and Tolerability Data in the
DBP: XEN1101 was well tolerated with similar rates of adverse events reported across all treatment arms. The most
commonly reported TEAEs in the XEN1101 20 mg group included dizziness (17. 9 %), somnolence (10. 7 %), headache
(8.9 %) and disturbance in attention (8. 9 %), as compared to the placebo group which reported dizziness (7. 3 %),
somnolence (1. 8 %), headache (12. 7 %) and disturbance in attention (0 %). Rates of discontinuation were similar across
all treatment arms and rates of discontinuation due to TEAEs were low with three patients in the XEN1101 20 mg group
(5. 4 %), as compared to two patients in the placebo group (3. 6 %). No serious adverse events, or SAEs, were reported in
the two XEN1101 treatment groups and there were two patients (3. 6 %) in the placebo group who experienced a
treatment- emergent SAE. XEN1101 was not associated with notable weight gain, and patients did not report notable
sexual dysfunction. Investigator- Led Phase 2 Proof- of- Concept Study of XEN1101 in MDD We are also collaborating
with the Icahn School of Medicine at Mount Sinai to support an ongoing investigator- sponsored Phase 2 proof- of-
concept, randomized, parallel- arm, placebo- controlled multi- site study of XEN1101 for the treatment of MDD in
approximately 60 subjects. The primary objective of the study is to investigate the pereent-effect of XEN1101 on the brain
reward circuit as measured by the change from-baseline-in bilateral ventral striatum activity monthly-eountable-motor

seizure-frequeney-during-the-blinded-treatment period;-as reeorded-assessed by functional MRI, earegivers-in-a-daily-seizure
diary—Patients-may-be-eonsidered-for-- or an-open—tabelextenstorrif fMRI. The secondary objectives are to test they— the
meetaltrequirements—We-antietpate-that-effect of XEN1101 compared to placebo on clinical measures of depression and




anhedonla using the MADRS and SHAPS respectlvely E—P—I—IGstudy—er—be—eerﬁpJ:eted—rn—ZG%* About Major Depress1ve

-lﬂ&eWﬁ—as—E—I-E—E—?’—ls a rare-common sevefe—neﬁredeve}epﬂ&ental-chronlc neurological dlsorderwﬁ-h—a—s-'tgmﬁe&nt—seiﬂtre
r-aep d q haracterized by multipte-low mood , daily

inability to feel pleasure fefraetery—seﬁtrres-pfeseﬂﬁﬁg—wrthm—feehngs of guilt and worthlessness, low energy, and other
emotional and physical symptoms that last for two weeks or more, and which impairs social, occupational, educational,

or other important functioning. MDD is highly prevalent and difficult to treat. According to the National Institutes of
Health, an estimated 7. 8 % of U. S. adults (21. 0 million) experience MDD each year, and of the-them approximately
two- thirds had severe impairment associated with their depression. Results of the Sequenced Treatment Alternatives to
Relieve Depression, or STAR * D trial, funded by the National Institute of Mental Health, indicate that nearly two-
thirds of diagnosed and treated patients do not experience adequate treatment response with first - week-eflifeline
therapy, and that the majority of these initial failures also fail second hne treatment, hlghhghtlng the need for new anti-
depressant medications with novel mechanisms of action aprom G e
Intellectual Property Related to XEN1101 We have a comprehensive strategy in place to protect and expand the
intellectual property portfolio that covers XEN1101. Importantly, two U. S. patents were issued in 2021 with claims
covering: (1) distinct crystalline forms of XEN1101 drug substance and related pharmaceutical compositions, along with
methods for their preparation and use; and (2) various methods of orally administering XEN1101 with or close to a

meal. These U. S. patents are eften—aeeempamed—bye}eme—;eﬂﬂng—expected to explre in 2040 and 2039 respectively, absent

description of our bt

severe—te—prefeﬁnd—mtelleetual property portfoho coverlng i

17-600-1ivebirths-. Nexx Pipeline Opportumtles Given our expertise in drug discovery, our eﬁorts are concentrated on the
1dentlhcat10n of'ion Channel targets w hele we believe novel epeﬁers—modulators mlght Ieplesent smmhednt therapeutle

our 1ntelnal research eﬁorts dnd thIOLth the acquisition or in- lleensmg of other extemdl ploduct candidates . The near- term
focus is on internal development candidates targeting Kv7, Navl. 1 and Navl. 7. Additional updates will be provided as
these pre- clinical drug candidates advance into clinical development . Our Partnered Programs NBI- 921352, A Clinical
Stage, Selective Navl. 6 Sodium Channel Inhibitor for the Treatment of Epilepsy In December 2019, we entered into a license
and collaboration agreement with Neurocrine Biosciences to develop treatments for epilepsy. Neurocrine Biosciences has an
exclusive license to XEN901, now known as NBI- 921352, a clinical stage selective Navl. 6 sodium channel inhibitor, and an
exclusive license to pre- clinical compounds for development, including selective Navl. 6 inhibitors and dual Navl.2 /1. 6
inhibitors. The agreement also included a multi- year research collaboration to discover, identify and develop additional novel
Navl. 6 and Navl. 2 / 1. 6 inhibitors, which was completed in June 2022. Pursuant to the terms of the agreement, we have the
potential to receive certain clinical, regulatory, and commercial milestone payments, as well as future sales royalties. For a more
detailed description of the terms of this agreement with Neuroerme Blosmenees see (ollaboranons Commercial and
License A;:reements below NBI 921 352 1s a-potenth d er-being dev eloped to

ev aluatmo NBI- 92 352 1in pedlamc patients (deed betw een 2 dnd 2 yeals) \\1th SCNSA- DEE Neurocrlne Blosc1ences has
received orphan drug and rare pediatric disease designations from the FDA for NBI- 921352 in SCN8A- DEE. In
November 2023, Neurocrine Biosciences reported that a Phase 2 clinical trial evaluating NBI- 921352 in adult patients
with FOS failed to demonstrate meaningful reduction in seizure frequency and that no further development with NBI-
921352 in FOS is planned at this time. License and Collaboration Agreement with Neurocrine Biosciences, Inc. ©a-In
December 252019 , as amended in January 2021 and February 2022 , we entered into a license and collaboration agreement,
or the Collaboration Agreement, with Neurocrine Biosciences to establish a collaboration under which the parties will identify,
research and develop sodium channel inhibitors, including our clinical candidate XEN901, now known as NBI- 921352, and
certain preclinical candidates XEN393;XPE>-535-(“ DTCs ) and research compounds XPE-39+-which eempounds
Neurocrine Biosciences will have the exclusl\ e right to further dev elop and commewldhze under the terms and conditions set
forth in the Collaboration Agreement. 5 he-terms h aboratton-Agreemen sran e-Neurocrine
Biosciences has an exclusive, royalty- bearing, subllcensable license to certain of our mtelleetual plopelty rights for the

research, development and commercialization of INBF924352:-GHXEN393; XRE-535and XPE3Heolleetivelyreferred




together-with- INBI-—-921352-and-the DTCs;-the-Compounds;on a worldwide basis for the treatment, cure, diagnosis, prediction or
prevention of any human disease or disorder, state, condition and / or malady, subject to certain exceptions set forth in the
Collaboration Agreement. We also granted to Neurocrine Biosciences a non- exclusive, non- royalty- bearing, sublicensable
license to certain of our intellectual property rights for the screening of compounds for identification as a Select Nav Inhibitor
(as defined below) and for the research of certdm compounds otherwise expressly excluded from the Collaboration Agreement,

fas—deﬁﬂed-belew)—Dunng the term ot the Collaborauon A;:reement othel than the Excluded Compounds and otherwne in
accordance with the terms of the Collaboration Agreement, neither we nor any of our respective affiliates +s-are permitted to
directly or indirectly research, develop, manufacture or commercialize a compound that, as its primary mechanism of action,
binds to and inhibits voltu;:e cated sodlum channels Navl 2 dnd Navl. 6, such compound referred to as a Select Nav lnl]1b1t01

costs such pdlty -rﬂeurred-lncurs to conduct its activities under the development and research -p-l-&n—plans prov 1ded that , with
respect to NBI- 921352 development and research act1v1t1es, Neurocrme B1osc1ences fermbufsed-relmburses us for certain

tneurred-by-as-, dnd w 1th respect to certain development activities reldted to certaln t-he—twe—]—SG——seleeted—DT( s, the JSC-may
determine-that-Neurocrine Biosciences shatbmay make stelragreed- upon reimbursements —Bevelopment; Regulatory-and
Manufaeturing-. Except for the activities set forth in the development plans fer-the-ColtaberationPrograms-, Neurocrine
Biosciences is solely responsible, at its sole cost and expense, for all development and manufacturing of the €Cempetnds
compounds and any pharmaceutical product that contains a Cempeund-compound , subject to the Co- Funding Option (as
defined below). Fer-We will have the right to elect to co- fund the development of one product in the first indication that
meets or exceeds a specmed prevalence threshold, or a l\/ld_]Ol’ lndlCdthl] feﬁWhteh—Nettreerme—Bteseteﬁees—rﬁteﬂds—te—eeﬁdﬁet—a

development pldn dnd to receive a m1d single digit percentage increase in royalties ow ed on the net sales as calculated pursuant
to the terms of the Collaboration Agreement, or Net Sales, of such products in the U. S., or the Co- Funding Option. If we
exercise the Co- Funding Option, the parties will share equally all reasonable and documented costs and expenses that
Neurocrine Biosciences incurs in connection with the development of such product in the applicable indication, except costs and
expenses tlldt are solely reldted to the development of such product tor reculdtory approval outside the U. S+ We have not




3 nereializationofany pharmaecutical product-thatcontainsa Rpets al-Ferms-. Neurocrine
Biosciences paid us an upfront payment of § 50 0 mrlhon which included a $ 30 0 mrlhon payment in ca%h For the remainder
of the upfront payment, concurrently with the entry into the Collaboration Agreement, the parties entered into the Share
Purchase Agreement (as defined below) pursuant to which we issued and sold the Shares (as defined below) to Neurocrine
Biosciences for an aggregate purchase price of $ 20. 0 million. Based on the regulatory approval of a clinical trial application in
Europe for NBI- 921352 for focal- onset seizures in adults, in September 2021 we received an aggregate milestone payment of $
10. 0 million in the form of § 4. 5 million in cash and a $ 5. 5 million in equity investment. In January 2022, we received an
aggregate milestone payment of $ 15. 0 million in the form of a $ 6. 75 million payment in cash and a $ 8. 25 million equity
investment, based on the FDA’ s acceptance of a protocol amendment to expand the study population of a clinical trial in
pediatric patients with SCN8A- DEE. The Collaboration Agreement also provides for potential aggregate development and
regulatory milestone payments from Neurocrine Biosciences to us of up to $ 325. 0 million for a NBI- 921352 product and up to
$ 247. 5 million for each other Compound up to a maximum of three other Compounds. Sales- based milestones of up to $ 150.
0 million for each Compound, including a NBI- 921352 product, will be paid from Neurocrine Biosciences to us upon the

achievement of certain Net Sales targets up to a maximum of four Compound% —Neuroerine-Bioseteneeshas-further-agreed-to

a—t—tefed—mtd—smg%&d-tg—rt—pefeeﬂtage—fespeetwe}y Neurocrine Broscrence% obhgatronq t0 pay royaltle% W1th regpect toa product

and country will expire upon the latest of: (i) the expiration of the last to expire valid claim in (a) the parties’ joint patent rights
filed during the Research Term or a specified period of time thereafter or (b) our patent rights as specified in the Collaboration
Agreement, in each case that cover such product; (ii) ten years from the first commercial sale of the product in such country; and
(iii) the expiration of regulatory exclusivity for such product in such country, or the Royalty Term. Royalty payments are

subject to reduction in specified circumstances, including expiration of patent rights or if average Net Sales decrease by a certain
percentage after the introduction of a generic product. FermandFerminatton—Unless earlier terminated, the term of the
Collaboration Agreement will continue on a product- by product and Country by country basis unt11 the expiration of the
Royalty Term for %uch product in %uch country —U7 h yatty & At e

feya-lﬁ—free—pefpeﬁaa-l—aﬂd—tﬁeveeab-}e- N eurocrine Broscrence% may termlnate the Collaboratron Agreement in 1ts entrrety or on

a product- by- product or country- by- country basis, for any or no reason, by providing at least 90 days’ written notice, provided
that such unilateral termination will not be effective (i) with respect to a NBI- 921352 product until Neurocrine Biosciences has
used its commercially reasonable efforts to complete one Phase 2 clinical trial for a NBI- 921352 product; (ii) with respect to a
DTC product until Neurocrine Biosciences has used its commercially reasonable efforts to complete one Phase 1 clinical trial for
a DTC product; and (iii) with respect to the Collaboration Agreement in its entirety until Neurocrine Biosciences has used its
commercially reasonable efforts to complete both of these clinical trials. Either party may terminate the Collaboration
Agreement in the event of a material breach in whole or in part, subject to specified conditions. If Neurocrine Biosciences is
entitled to terminate the Collaboration Agreement due to our uncured material breach, in lieu of termination, Neurocrine
Biosciences may elect to reduce all subsequent payments owing from Neurocrine Biosciences to us by half. Upon the
termination of the Collaboration Agreement for any reason, all licenses and other rights granted to Neurocrine Biosciences by us
shall terminate, provided that if termination is solely with respect to one or more products or countries, then such termination
will apply only to the terminated products or countries. Upon termination in certain cases, Neurocrine Biosciences has agreed to
grant us licenses to certain Neurocrine Biosciences intellectual property that is reasonably necessary, and that was actually used
by Neurocrine Biosciences for the development, manufacturing or commercialization of the terminated products, to research,
develop and commercialize the terminated products in the terminated countries. Such license will be royalty- free with respect to
any terminated product for which a Phase 2 clinical trial was not completed prior to the effective date of termination, and
otherwise will be royalty- bearing ranging from a low- single digit percentage to a high- single digit percentage depending on

the itage of development of the apphcable product at the effective date of termmatlon The-Collaboratton-Agreement-inelides

Ag-feemeﬂt)—wefe—remeved—Share Purchase Agreement% On December 2, 2019 pur%uant to the Collaboratlon Agreement we
entered into a Share Purchase Agreement, or SPA, with Neurocrine Biosciences pursuant to which we issued and sold 1, 408,
847 of our common shares, or Shares, to Neurocrine Biosciences in a private placement for an aggregate purchase price of $ 20.
0 million, or $ 14. 196 per share. The purchase price represented a 20 % premium to the closing price of our common shares on
November 29, 2019. i=-We entered into additional SPAs in September 2021 and ;pursuantto-the-CoHaboration-Agreement;
as-amended-n-January 20242022 —we-enteredinte-a-SPA-with Neurocrine Biosciences pursuant to which we issued and sold
275,337 and 258, 986, respectively, of our Shares to Neurocrine Biosciences in a-private placement-placements for an
aggregate purchase priee-prices of $ 5. 5 million (55 19. 9755 per share ) and $ 8. 25 million ($ 31. 855 per share),
respectively . The purchase price represented a 15 % premium to our 30- day volume- weighted average price immediately



Asset Purchase A;:reement with lst Order Phdrmaceutrcals Inc. In April 2017 we entered into an asset purehase agreement
with Ist Order Pharmaceuticals, Inc., or 1st Order, pursuant to which we acquired all rights with respect to XEN1101
(previously known as 10P2198). 1st Order previously acquired 10P2198 from Valeant Pharmaceuticals Luxembourg S. a. r. L.,
an indirect subsidiary of Bausch Health Companies Inc., together with Valeant Pharmaceuticals Ireland Limited, Bausch Health,
and assumed certain obligations, including potential milestone and royalty payments. In September 2018, we signed an
agreement with Bausch Health to buy out all future milestone payments and royalties owed to Bausch Health with respect to
XEN1101, including up to $ 39. 6 million in potential clinical development, regulatory and sales- based milestones and a mid-
to- high single digit percentage royalty on commercial sales in exchange for a one- time payment of § 6. 0 million. In August
2020, we entered into an amendment to the asset purchase agreement to amend certain definitions in the agreement and to
modify the payment schedule for certain milestones. Upon execution of the amendment, we made a payment of § 0. 3 million to
Ist Order. In February 2023, an additional $ 1. 4 million was paid for the achievement of clinical and other milestones. We
remain responsible for future potential payments of up to $ 6 . 0 million in regulatory milestones. There are no royalty
obligations to 1st Order. As part of our business strategy, we strive to protect the proprietary technologies that we believe are
important to our business, including pursuing and maintaining patent protection intended to cover our product candidates and
their methods of use and processes for their manufacture, as well as other inventions that are important to our business. We plan
to continue to expand our intellectual property estate by filing patent applications directed to compositions, methods of use,
tredtment and pdtrent selectlon formulations and mdnul‘dcturmg processes created or identified from our ongoing development

eﬂ&eﬁeefﬂfﬂefetaihﬁs*gﬂrﬁe&nt—fefetgﬂjtmsdieﬁeﬂs— We also rely on trdde secrets internal knovx how technoloucal

innovations and agreements with third parties to develop, maintain and protect our competitive position. Our ability to be
competitive will depend on the success of this strqteﬂy As of December 31, %922—2023 we ow ned, co- owned or heensed 16 30

l-ﬂ—&éd%&efHﬁe—hfwe—appfexrmate}y—lé—fefetgrﬂssued patents and 56 patents in foreign jurisdictions (exclusl\ e of European
patent national validations), twe-and over 370 pending patent RETinternattonal-applications . With regard to XEN1101 , and

a-pprexm&atel—y—as of December 31 2023 we owned 4 U. S 1ssued patents, -1%9» 29 peﬂd-mg—amahe&&eﬂs-lssued patents in

pre ctators excluslve of XE—N—I—I—Q—I—European
pate nt atlonal valldatlons )—as—wel-l—as—me&te&s—ef—makmg—and over 200 pendlng ﬂsmg—ﬂ&e—s&me—kr@hpateﬂts-tsst&ﬁg—frem

eempeuﬂds— The 1ssued patents, along with any pdtents issuing from these dppllCdthl]S are expected to expire between 2637
and-2042- 2028 and 2044 (absent any extensions of term). fraddition-With regard to NBI- 921352 (formerly known as
XEN901), as of December 31, 2023 , we owned approximately-nine-foreign-or co- owned 4 U. S. issued patents , 12 issued
patents in forelgn Jurlsdlctlons (excluslve of Europedn patent national VallddthIlS) twe—and over 18 pendmo PG"F

patents issuing trom these apphcdtlons are expected to explre between 2037 and 2044 (absent any extensmns of term)
With regard to our selective inhibitors of Navl. 6 and / or Navl. 2 (exclusive of NBI- 921352), as of December 31, 2023,
we owned 6 U. S. issued patents, 15 issued patents in foreign jurisdictions (exclusive of European patent national
validations), and over 90 pending patent applications. The issued patents, along with any patents issuing from these
applications, are expected to expire between 2037 and 2039 (absent any extensions of term). fradditien-Pursuant to our
collaboration with Neurocrine Biosciences, Neurocrine Biosciences controls the prosecution, maintenance and other
matters relating to the patent portfolio for NBI- 921352 and the other selective Navl. 6 inhibitors and dual Navl.2 /1. 6
inhibitors, although we have a right to comment. With regard to our development programs, including targets related to
Kv7 (exclusive of XEN1101), Navl. 1 and Navl. 7, as of December 31, 2023 , we ow ned ﬁppfeaﬂmate}y—seveﬂ—feretgn—l U.S.
issued patent and over 20 pending patent applications. The issued patents and-a




any extensions of term). Competmon The blotechnology and pharmaceutical industries are highly competltlve and are
characterized by rapidly advancing technologies and a strong emphasis on proprietary products. While we believe that our
technology, development experience, scientific knowledge and drug discovery approach provide us with certain advantages, we
face potential competition in our discovery and product candidate development efforts from many different approaches and
sources, including pharmaceutical and biotechnology companies, academic institutions and governmental agencies and public
and private research institutions. Any product candidates or products that we, or our collaborators, successfully develop and
commercialize will compete with existing products and new products that may become available in the future. Many of the
companies against which we are competing or against which we may compete in the future have significantly greater financial
resources and expertise in research and development, manufacturing, pre- clinical testing, conducting clinical trials, obtaining
regulatory approvals and marketing approved products than we, or our collaborators, do. Mergers and acquisitions in the
pharmaceutical and biotechnology industries may result in even more resources being concentrated among a smaller number of
our competitors. Smaller or early- stage companies may also prove to be significant competitors, particularly through
collaboration arrangements with large and established companies. Our commercial opportunities could be reduced or eliminated
if our competitors develop and commercialize products or therapies that are safer, more effective, have fewer or less severe side
effects, are more convenient or are less expensive than any products that we may develop. Our competitors also may obtain
FDA, European Medicines Agency, or EMA, or other foreign regulatory approval for their products more rapidly than we may
obtain approval for ours, which could result in our competitors establishing a strong market position before we are able to enter
the market. In addition, our ability to compete may be affected in many cases by insurers or other third- party payers. Aside
from the product marketplace, our competitors also compete with us in recruiting and retaining qualified scientific and
management personnel, establishing clinical trial sites, recruiting patients for clinical trials, and by acquiring technologies
complementary to, or necessary for, our programs. The key competitive factors affecting the success of all of our product
candidates, if approved, are likely to be their efficacy, safety, convenience, price, the effectiveness of alternative products, the
level of competition and the availability of coverage, and adequate reimbursement from government and other third- party
payers. Our product candidates that are in clinical development may compete with various therapies and drugs, both in the
marketplace and currently under development. ASMs—fer-the-TFreatment-ofEptepsy-If one or more of our proprietary or
partnered produets— product candidates were approved for the treatment of epilepsy, we anticipate that they could potentially
compete with other ASMs or one another. These €urrently-currently commonly prescribed ASMs, among others, include
pheﬁytem—}eveﬁfaeet&m—brlvaracetam carbamazeplne cenobamate clobazam Hametrigine; valproate;oxeatbazepine;
ot eslicarbazepine acetate, ethosuximide, gabapentin ,
lacosamlde, lamotrlglne, levetn‘acetam, oxcarbazeplne, perampanel phenytom, toplramate, and valproate fenfluramine-
pro o . There are other ASMs in

el-l-mea-l—development that could potentlally compete with our products 1nclud1ng pfeduefs» product candidates in development
from Angehni-Pharma;-Biohaven Ltd . , Cerevel Therapeutics Holdings, Inc. E—hefn—Equlhbre Blopharmaceutlcals Corp.,
Johnson & Johnson Innovative Medlcme, Neurona Therapeutlc% —Inc 5 5 e

-Bteseteﬂees— Plaxw Plecmon Medlcmeq lnc Qﬁﬂ%hs—eefpef&ﬁen—Rapport Therapeutlcs, Inc. , SK Llfe Smence lnc , Stoke
Supernus Pharmaceuticals, Inc., and Zhimeng Biopharma, Inc. If one or more of our proprietary product candldates
were approved for the treatment of MDD, we anticipate that they could potentially compete with other anti- depressant
medications, or ADs. Patients with MDD are typically treated with a variety of ADs, which include selective serotonin
reuptake inhibitors, or SSRIs, benzodiazepines, serotonin / norepinephrine reuptake inhibitors, or SNRIs,
norepinephrine and dopamine reuptake inhibitors, or NDRIs, N- methyl- D- aspartate, or NMDA, receptor agonists and
atypical antipsychotics. Currently prescribed antidepressants include benzodiazepines, brexpiprazole, bupropion,
bupropion / dextromethorphan, cariprazine, citalopram, duloxetine, escitalopram, esketamine, fluoxetine, ketamine,
sertraline, trazodone, tricyclic agents, venlafaxine, vilazodone and vortioxetine. We are aware of several companies
developing product candidates for the treatment of MDD including AbbVie Inc., Biohaven Ltd., Intra- Cellular
Therapies, Inc., Johnson & Johnson Innovative Medicine, Neumora Therapeutics , [nc., Relmada Therapeutics Fakeda
Pharmaeeutteal-Companyttd—, Inc., Sage Therapeutics, Inc. and HEB-Sumitomo Pharma America . Inc. Government
Regulation We are developing small- molecule product candidates, which are regulated as drugs by the FDA and equivalent
regulatory authorities outside the U. S. Within the FDA, the Center for Drug Evaluation and Research, or CDER, regulates
drugs. Drugs are subject to regulation under the Federal Food, Drug, and Cosmetic Act, or FD & C Act, and other federal,
provincial, state, local and foreign statutes and regulations. The FD & C Act and corresponding regulations govern, among other
things, the testing, manufacturing, safety, efficacy, labeling, packaging, storage, record keeping, distribution, import, export,
reporting, advertising and other promotional practices involving drugs. FDA approval of an investigational new drug
application, or IND applieation-, must be obtained before clinical testing of drugs is initiated, and each clinical study protocol
for such product candidates is reviewed by the FDA and an institutional review board, or IRB , prior to initiation in the U. S.
FDA approval also must be obtained before marketing of drugs in the U. S. The process of obtaining regulatory approvals and
the subsequent compliance with appropriate federal, provincial, state, local and foreign statutes and regulations require the
expenditure of substantial time and financial resources , and we may not be able to obtain the required regulatory approvals

posstble-etvil-ereriminal-sanetions- Failure to comply w1th the applicable U.S. regulatory requirements at any time during the



product development process,approval process or after approval ;may subject an applicant and / or menufaetarer-sponsor to a
variety of administrative or judicial etvitererimmat-sanctions and-adverse-publteity-. FDA-These sanctions could include
,among other actions,FDA’ s refusal to approve pending applications,withdrawal of an approval, imposition of a clinical hold,
issuance of warning or untitled letters and other types of enforcement- related letters,product recalls,product seizures
,relabeling or repackaglng total or partldl suspensmn of ploducmon or distribution,injunctions,fines,refusals of government
contracts, mentrestitution,disgorgement of profits,or
civil or criminal 1nvest1gat10ns and penaltles —A:n-y—ageﬂey—brought by FDA and the Department of Justice or judietat

g s-and-other governmental cntitics involvedn.
u. S Drug Development Process The process required by the FDA before a drug product may be marketed in the U. S.
generally involves the following: « completion of nonclinical laboratory tests and animal studies according to good laboratory
practices, or GLPs , and applicable requirements for the humane use of laboratory animals er-and other applicable regulations;
* submission to the FDA of an application for an IND, which must become effective before human clinical studies may begin; ¢
performance of adequate and well- controlled human clinical studies according to the FDA’ s regulations commonly referred to
as good clinical practices, or GCPs, and any additional requirements for the protection of human research subjects and their
health information, to establish the safety and efficacy of the proposed product for its intended use; * submission to the FDA of
an NDA for drug products for marketing approval that includes substantial evidence of safety and efficacy , which is usually
based on large - scale phase-Phase 3 clinical studies; * satisfactory completion of an FDA pre- approval inspection of the
manufacturing facility or facilities where the product is produced to assess compliance with good manufacturing practices, or
GMP, to assure that the facilities, methods and controls are adequate to consistently manufacture the product pursuant to
regulatory requirements;  potential FDA audit-inspection of the nonclinical and clinical study sites that generated the data in
support of the NDA; and * payment of applicable user fees and FDA review and approval of the NDA . The data required to
support an NDA is generated in two distinct development stages: pre- clinical and clinical. For new chemical entities, the
pre- clinical development stage generally involves synthesizing the active component, developing the formulation and
determining the manufacturing process, evaluating purity and stability, as well as carrying out non- human toxicology,
pharmacology and drug metabolism studies in the laboratory, which support subsequent clinical testing. The conduct of
the pre- clinical tests must comply with federal regulations, including GLPs and the U. S. Department of Agriculture’ s
Animal Welfare Act. The sponsor must submit the results of the pre- clinical tests, together with manufacturing
information, analytical data, any available clinical data or literature and a proposed clinical protocol, to the FDA as part
of the IND. An IND is a request for authorization from the FDA to administer an investigational drug product to
humans. The central focus of an IND submission is on the general investigational plan and the protocol (s) for human
trials. The IND automatically becomes effective 30 days after receipt by the FDA, unless the FDA raises concerns or
questions regarding the proposed clinical trials and places the IND on clinical hold within that 30- day time period. In
such a case, the IND sponsor and the FDA must resolve any outstanding concerns or questions before the clinical trial
can begin. Some long- term pre- clinical testing, such as animal tests of reproductive AEs and carcinogenicity, may
continue after the IND is submitted. The FDA may also impose clinical holds on a drug candidate at any time before or
during clinical trials due to safety concerns or non- compliance. Accordingly, submission of an IND does not guarantee
the FDA will allow clinical trials to begin, or that, once begun, issues will not arise that could cause the trial to be
suspended or terminated. If the FDA accepts the IND, the drug can then be studied in human clinical trials to determine
if the drug is safe and effective. The clinical stage of development involves the administration of the drug product to
human subjects, including patients, under the supervision of qualified investigators in accordance with GCPs, which
establish standards for conducting, recording data from, and reporting the results of clinical trials, and also include the
requirement that all research subjects provide their informed consent in writing for their participation in any clinical
trial . Human clinical studies are typically conducted in three sequential phases that may overlap or be combined: * Phase 1.
The drug is initially introduced into healthy human subjects and tested for safety. In the case of some products for severe or life-
threatening diseases, especially when the product may be too inherently toxic to ethically administer to healthy volunteers, the
initial human testing is often conducted in patients that have the condition or disease being studied. * Phase 2. The drug is
evaluated in a limited patient population to identify possible adverse effects and safety risks, to preliminarily evaluate the
efficacy of the product for specific targeted diseases and to determine a dose range and dosing schedule. ¢ Phase 3. Clinical
studies are undertaken to further evaluate dosing and dosing schedule, clinical efficacy, and safety in an expanded patient
population at geographically dispersed clinical study sites. These clinical studies are intended to establish the overall risk /
benefit ratio of the product and provide an adequate basis for product labeling. Post- approval clinical studies, sometimes
referred to as Phase 4 clinical studies, may be conducted after initial marketing approval. These clinical studies are used to gain
additional experience from the treatment of patients in the intended therapeutic indication, particularly for long- term safety
follow- up. In certain instances, the FDA may mandate the performance of Phase 4 clinical trials as a condition of
approval of an NDA. During all phases of clinical development, regulatory agencies require extensive monitoring and auditing
of all clinical activities, clinical data and clinical study investigators. Concurrent with clinical studies, companies usually
complete additional animal studies and must also develop additional information about the physical characteristics of the drug
as well as finalize a process for manufacturing the product in commercial quantities in accordance with GMP requirements. The
manufacturing process must be capable of consistently producing quality batches of the product candidate and, among other
requirements, the sponsor must develop methods for ensuring the quality, identity, strength s-and purity of the final drug.
Additionally, appropriate packaging must be selected and tested and stability studies must be conducted to demonstrate that the
drug eandtdate-does not undergo unacceptable deterioration over its labeled shelf life. Further, due to disasters and public

health emergencies as-a-result-ofthe-COVID-—9-pandemie-, we may be required to develop and implement additional clinical




trial policies and procedures designed to help protect subjects fromthe-COVB-—9-wiras-. For example, the FDA has issued
guidance on conducting clinical trials during the-pandemie-major disruptions due to disasters and public health emergencies
Wthh descrlbes a number of con51derat10ns for sponsors of clinical trials 1mpacted by -t-he—these -paﬁderﬁte-events -l-nel-ud-tﬂg

ensure GO¥PB——1—9—1—&feet-teﬁ—a-nd-et-he1e~ the tepies-safety of trlal partlclpants, malntalnmg GCP comphance, and
minimizing risks to trial integrity . We may be required to make further adjustments to our clinical trials or business
operations based on current or future guidance and regulatory requirements as a result of the-COVID-—19-pandemie-major
disruptions due to disasters and public health emergencies . U. S. Review and Approval Processes After the completion of
clinical studies of a drug, FDA approval of an NDA must be obtained before commercial marketing of the drug can begin . The
NDA must include results of product development, laboratory and animal studies, human studies, information on the
manufacture and composition of the product, proposed labeling and other relevant information. In addition, under the Pediatric
Research Equity Act, or PREA, an NDA or supplement to an NDA must contain data to assess the safety and effectiveness of
the product for the claimed indications in all relevant pediatric subpopulations and to support dosing and administration for each
pediatric subpopulation for which the product is safe and effective. The FDA may grant deferrals for submission of data or full
or partial waivers. Unless otherwise required by regulation, PREA does not apply to any drug for an indication for which orphan
designation has been granted. The testing and approval processes require substantial time and effort , and there can be no
assurance that the FDA will accept the NDA for filing and, even if filed, that any approval will be granted on a timely basis, if
at all. Under the Prescription Drug User Fee Act, or PDUFA, as amended, each NDA must be accompanied by a substantial user
fee. PDUFA also imposes an annual product fee for drugs and an annual establishment fee on facilities used to manufacture
prescription drugs. Fee waivers or reductions are available in certain circumstances, including a waiver of the application fee for
the first application filed by a small business. Additionally, no user fees are assessed on NDAs for products designated as
orphan drugs, unless the product also includes a non- orphan indication. Within 60 days following submission of the application,
the FDA reviews the NDA to determine if it is substantially complete before the agency accepts it for filing. The FDA may
refuse to file any marketing application that it deems incomplete or not properly reviewable at the time of submission and may
request additional information, including additional clinical data. In this event, the NDA must be resubmitted with the additional
information. The resubmitted application also is subject to review before the FDA accepts it for filing. Once the submission is
accepted for filing, the FDA begins an in- depth substantive review of the NDA. The FDA reviews the application to determine,
among other things, whether the proposed product is safe and effective for its intended use, and whether the product is being
manufactured in accordance with GMPs. The FDA may refer applications for novel products or products that present difficult
questions of safety or efficacy to an advisory committee, typically a panel that includes clinicians and other experts, for review,
evaluation and a recommendation as to whether the application should be approved and under what conditions. The FDA is not
bound by the recommendations of an advisory committee, but it considers such recommendations carefully when making
decisions. During the product approval process, the FDA also will determine whether a Risk Evaluation and Mitigation
Strategy, or REMS, is necessary to assure the safe use of the product. If the FDA concludes a REMS is needed, the sponsor of
the NDA must submit a proposed REMS; the FDA will not approve the application without a REMS, if required.
Notwithstanding the submission of relevant data and information, the FDA may ultimately decide that the NDA does not satisfy
its regulatory criteria for approval and deny approval. Data obtained from clinical studies are not always conclusive and the
FDA may interpret data differently than we interpret the same data. If the agency decides not to approve the marketing
application, the FDA will issue a Complete-complete Responseresponse lctter thatusuatty-, which typically describes all of
the specific deficiencies in the application identified by the FDA. The deficiencies identified may be minor ;-fer-example-(e. g. ,
requiring labeling changes 1) or major ;fer-exampte-(e. g. , requiring additional clinical studies ) . Additionally, the Complete
complete Respense-response lctter may include recommended actions that the applicant might take to place the application in a
condition for approval. If a Comptete-complete Respenseresponse lctter is issued, the applicant may either resubmit the NDA,
addressing all of the deficiencies identified in the letter, or withdraw the application. If a product receives regulatory approval,
the approval will be limited to the specific diseases and dosages studied in clinical trials e+, and the indications for use may
otherwise be limited, which could restrict the commercial value of the product. Further, the FDA may require that certain
contraindications, warnings or precautions be included in the product labeling. The FDA may impose restrictions and conditions
on product distribution, prescribing -or dispensing pursuant to a REMS request, or otherwise limit the scope of any approval .
Drug approvals may be withdrawn for non- compliance with regulatory standards or if problems occur following initial
marketing . One of the performance goals agreed to by the FDA under the PDUFA is to complete its review of 90 % of
standard new molecular entity, or NME, NDAs within ten months from the filing date and 90 % of priority NME NDAs within
six months from the filing date, whereupon a review decision is to be made. The FDA does not always meet its PDUFA goal
dates , and its review goals are subject to change from time to time. The review process and the PDUFA goal date may be
extended by three months if , w1th1n the last three months before the PDUFA goal date, the FDA requests ( or the apphcatlon
sponsor otherwise provides afey 75150 raly y—stth g
.Post- Approval Requirements ngorous and extensive F DA regulatlon of drug continues after approval partlcularly w1th respect
to GMP.We will rely,and expect to continue to rely,on third parties for the production of clinical and commercial quantities of
any products that we may commercialize.Manufacturers of our products are wi-be-required to comply with applicable
requirements in the GMP regulations,including quality control and quality assurance and maintenance of records and
documentation.Other post- approval requirements applicable to drug manufacturers,include reporting of GMP deviations that
may affect the safety,efficacy or quality of a distributed product,record- keeping requirements,reporting of adverse
effects,reporting updated safety and efficacy information,and complying with electronic record and signature requirements. We
also must comply with the FDA’ s advertising and promotion requirements,such as those related to direct- to- consumer




advertising,the prohibition on promoting products for uses or in patient populations that are not described in or are otherwise
inconsistent with the product’ s approved labeling (known as ““ oftf- label use ”’),and industry- sponsored scientific and
educational activities.Discovery of previously unknown problems or the failure to comply with the applicable regulatory
requirements may result in restrictions on the marketing of a product or withdrawal of the product from the market as well as
possible civil or criminal sanctions.Failure to comply with the applicable U.S.requirements at any time during the product
development process,approval process or after approval,may subject an applicant or manufacturer to administrative or judicial
civil or criminal sanctions and adverse publicity.FDA sanctions could include refusal to approve pending
applications,withdrawal of an approval,clinical hold,warning or untitled letters,product recalls,product seizures,total or partial
suspension of production or distribution,injunctions,fines,refusals of government contracts,mandated corrective advertising or
communications with doctors,debarment,restitution,disgorgement of profits,or civil or criminal penalties. Ar-Any agency or
judicial enforcement action could have a material adverse effect on us.Drug manufacturers and other entities involved in the
manufacture and distribution of approved drugs are required to register their establishments with the FDA and certain state
agencies,and are subject to periodic unannounced inspections by the FDA and certain state agencies for compliance with GMPs
and other laws.Accordingly,manufacturers must continue to expend time,money,and effort in the area of production and quality
control to maintain GMP compliance.Discovery of problems with a product after approval may result in restrictions on a
product,manufacturer , or holder of an approved NDA including withdrawal of the product from the market.In addition,changes
to the manufacturing process or facility generally require prior FDA approval before being implemented and other types of
changes to the approved product,such as adding new indications and additional labeling claims,are also subject to further
FDA rev1ew and approval addmond labehng clalms, are also subJect to further FDA review and approval Tﬂ-fefﬂ‘l&&eﬂ—ef

. Fast Tmck Deswndtlon Prlorlty Rev1ew, Breakthrough Therapy Desrgnatlon and Accelerated Approval The F DA hds
various programs, mcludm(’ Fast-fast Fraeltrack designation, priority review, breakthrough therapy designation and
accelerated approval , which are intended to expedite or simplify the process for the development and FDA review of drugs.
Even if a drug qualifies for one or more of these programs, the FDA may later decide that the drug no longer meets the
conditions for qualification. Generally, drugs that are eligible for these programs are those for serious or life- threatening
conditions, those with the potential to address unmet medical needs ;-and those that offer meaningful benefits over existing
treatments. Forexampte-While these pathways can reduce the time it takes for the FDA to review an NDA |, they do not
guarantee that a product will receive FDA approval. To be eligible for a Fast-fast Frack-track designation, the FDA must
determine, based on the request of a sponsor, that a drug is intended to treat a proeess-serious or life threatening disease
or condition for which there is no effective treatment and demonstrates the potential to address an unmet medical need
for the disease or condition. Under the fast track program, the sponsor of a drug candidate may request the FDA to
destgned— designate the product for a specific indication as a fast track product concurrent with or after the filing of the
IND for the drug candidate. The FDA must make a fast track designation determination within 60 days after receipt of
the sponsor’ s request. In addition to expedite-other benefits, such as the ability to use surrogate endpoints and have
greater interactions with the FDA, the FDA may initiate review of sections of a fast track product’ s NDA before the
application is complete. This rolling review is available if the applicant provides, and the FDA approves, a schedule for
the submission of the remaining information and the applicant pays applicable user fees. However, the FDA’ s time
period goal for reviewing a fast track application does not begin until the last section of the NDA is submitted. A fast
track drug also may be eligible for accelerated approval and prlorlty review e%dmgs— In addltlon, the fast track
designation may be withdrawn by the FDA if it believes that trea hrea €
unmet-mediealneeds—Ynder-the Fast-Traek-designation is no longer supported by data emerglng in the chnlcal trlal process
7. The FDA may give a priority review designation to drugs that offer major advances in treatment , or provide a treatment
W hele no adequate therapy exists . A s-may-alse-reeetve-priority review by-means that the goal for the FDA to yerreview
withiran application is six months ef, rather than the standard filing-efanNDA-eompared-to-a-traditionat-review time-of
ten months under current PDUFA guidelines . Although-These six- and ten- month review periods are measured from the
“filing ” date rather than the receipt date for NDAs for new molecular entities, which typically adds approximately two
months to the timeline for review and decision from the date of submission. Most products that are eligible for Fast-fast
Fraek-track and-designation are also likely to be considered appropriate to receive a priority review . Under do-notaffeet

the standards-provisions of the new Food and Drug Administration Safety and Innovation Act, fer—- or appreval-FDASIA,
enacted by Congress in 2012, a sponsor can request de51gnat10n ofa dlug candldate as —&ﬂd—mafy'—net—resu-l-t—m—a faster
appreval—“ breakthrough therapy [~ typlcally by if-ap gs-the end FBDA-wilt

; ; i gs-with-a-spon fthea—Fast—"Praeledes&gnated—dmg—te—e*pedﬁe—suehﬂh'ug’ s

Phase 1T trlals A breakthrough therapy is deﬁned as a drug that is intended, alone or in combination with one or more
other drugs, to treat a serious or life- threatening disease or condition, and preliminary clinical evidence indicates that
the drug may demonstrate substantial improvement over existing therapies on one or more clinically significant
endpoints, such as substantial treatment effects observed early in clinical development. Drugs designated as
breakthrough therapies are also eligible for accelerated approval. For breakthrough therapies, the FDA may take
certain actions, such as intensive and early guidance on the drug development program, that are intended to expedite the
development and review of and- an application for approval. FDASIA also codified and expanded on FDA’ s accelerated
approval regulations, under which FDA may approve a drug for a serious or life threatening illness that provides
meaningful therapeutic benefit over existing treatments based on a surrogate endpoint that is reasonably likely to
predict clinical benefit, or on an intermediate clinical endpoint that can be measured earlier than irreversible morbidity
or mortality, that is reasonably likely to predict an effect on irreversible morbidity or mortality or other clinical benefit.




A surrogate endpoint is a marker that does not itself measure clinical benefit but is believed to predict clinical benefit.
This determination takes into account the severity, rarity or prevalence of the disease or condition and the availability or
lack of alternative treatments. As a condition of approval, the FDA may require a sponsor of a drug receiving
accelerated approval to perform Phase IV or post marketing studies to verify and describe the predicted effect on
irreversible morbidity or mortality or other clinical endpoint, and the drug may be subject to accelerated withdrawal
procedures. All promotional materials for drug candidates approved under accelerated regulations are subject to prior
review by the FDA. Even if a product qualifies for one or more of these programs, the FDA may later decide that the
product no longer meets the conditions for qualification or decide that the time period for the FDA review or approval
will not be shortened. Furthermore, fast track designation, priority review, accelerated approval and breakthrough
therapy designation, do not change the standards for approval and may not ultimately expedite the development or
approval process . Orphan Drug Designation Under the Orphan Drug Act, the FDA may grant orphan designation to a drug
intended to treat a rare disease or condition, which is generally a disease or condition that affects fewer than 200, 000 individuals
in the U. S., or more than 200, 000 individuals in the U. S. and for which there is no reasonable expectation that the cost of
developing and making a drug available in the U. S. for thlS type of dlsease or condition will be recovered from @aleq of the

product. We—ha*e—reeewed—e%ph&n—Orphan drug deste

before %ubmrttlng an N DA After the F DA grantq orphan pfed-uet—drug deqrgnatron the 1dent1ty of the therapeutrc agent and its
potential orphan use are disclosed publicly by the FDA. Orphan preduet-drug designation does not convey any advantage in or
shorten the duration of the regulatory review and approval process. Orphan drug products may also be eligible for rare
pediatric disease, or RPD , designation if greater than 50 % of patients living with the disease are under age 19 and the
condition affects fewer than 200, 000 individuals in the U. S. A priority review voucher will be given to the sponsor of a
product with an RPD designation at the time of product approval that 1s-can be redeemed to receive a priority review of a
subsequent marketing application for a different product. Such vouchers are transferable to another company. If a product
candidate that has orphan designation subsequently receives the first FDA approval for such drug for the disease or condition
for which it has such designation, the product is entitled to orphan preduet-drug exclusivity, which means that the FDA may not
approve any other applications to market the same drug for the same indication for seven years, except in limited circumstances,
such as a showing of clinical superiority to the product with orphan exclusivity. Competitors, however, may receive approval of
different products for the same indication for which the orphan preduet-drug has exclusivity or obtain approval for the same
product but for a different indication for which the orphan preduet-drug has exclusivity. Orphan preduet-drug exclusivity also
could block the approval of one of our preduets— product candidates for seven years if a competitor obtains approval of the
same product for the same orphan indication as defined by the FDA, or if our product candidate is determined to be contained
within the competitor’ s product for the same orphan indication or disease. If a drag-product candidate designated as an orphan
produet-drug receives marketing approval for an indication broader than what is designated, it may not be entitled to orphan
produet-drug exclusivity. Orphan drug status in the EU has similar, but not identical, benefits, including up to ten years of
exclusivity. In Catalyst Pharms., Inc. v. Becerra, 14 F. 4th 1299 (11th Cir. 2021), the court disagreed with the FDA’ s
longstanding position that the orphan drug exclusivity only applies to the approved use or indication within an eligible disease,
and not to all uses or indications within the entire disease or condition. In particular, the circuit court held that the orphan —drug
exclusivity for Catalyst’ s drug blocked the FDA’ s approval of another drug for all uses or indications within the same orphan-
designated disease, er-Lambert- Eaton myasthenic syndrome (LEMS), even though Catalyst’ s drug was approved at that time
only for use in the treatment of LEMS in adults. Accordingly, the court ordered the FDA to set aside the approval of a drug
indicated for LEMS in children. This decision created uncertainty in the application of #he-orphan drug exclusivity. On January
24,2023, the FDA published a notice in the Federal Register to clarify that while the agency eemphes-complied with the court’
s order in Catalyst, the FDA intends to continue to apply its longstanding interpretation of the regulations to matters outside of
the scope of the Catalyst order — that is, the agency will continue tying the scope of orphan —drug exclusivity to the uses or
indications for which a drug is approved, which permits other sponsors to obtain approval of a drug for new uses or indications
within the same orphan - designated disease or condition that have not yet been approved. It is unclear how future litigation,
legislation, agency decisions ;-and administrative actions will impact the scope of the-orphan drug exclusivity . Post- Approval
Requirements Rigorous and...... subject to further FDA review and approval . Controlled Substance Regulation The United
States Controlled Substances Act, or CSA, establishes registration, security, recordkeeping, reporting, storage, distribution and
other requirements administered by the Drug Enforcement Administration, or DEA. The DEA is concerned with the control of
handlers of controlled substances, and with the equipment and raw materials used in their manufacture and packaging, in order
to prevent loss and diversion into illicit channels of commerce. The DEA regulates controlled substances as Schedule I, I, I1I,
IV or V substances. Schedule I substances by definition have a high potential for abuse, have no established medicinal use, and
may not be marketed or sold in the U. S. A pharmaceutical product may be listed as Schedule II, III, IV or V, with Schedule II
substances considered to present the highest risk of abuse and Schedule V substances the lowest relative risk of abuse among
such substances. Annual registration is required for any facility that manufactures, distributes, dispenses, imports or exports any
controlled substance. The registration is specific to the particular location, activity and controlled substance schedule. For
example, separate registrations are needed for import and manufacturing, and each registration will specify which schedules of
controlled substances are authorized. The DEA typically inspects a facility to review its security measures prior to issuing a
registration. Security requirements vary by controlled substance schedule, with the most stringent requirements applying to
Schedule I and Schedule II substances. Required security measures include background checks on employees and physical
control of inventory through measures such as cages, surveillance cameras and inventory reconciliations. Records must be
maintained for the handling of all controlled substances, and periodic reports made to the DEA. Reports must also be made for




thefts or losses of any controlled substance, and to obtain authorization to destroy any controlled substance. In addition, special
authorization and notification requirements apply to imports and exports. The DEA conducts periodic inspections of certain
registered establishments that handle controlled substances. Failure to maintain compliance with applicable requirements,
particularly as manifested in loss or diversion, can result in enforcement action that could have a material adverse effect on our
business, results of operations and financial condition. The DEA may seek civil penalties, refuse to renew necessary
registrations, or initiate proceedings to restrict, suspend or revoke those registrations. In certain circumstances, violations could
result in criminal proceedings. Individual states also regulate controlled substances, and we and our contract manufacturers will
be subject to state regulation on distribution of these products, including licensing, recordkeeping and security. Controlled
substances are also regulated pursuant to several international drug control treaties. These treaties are enforced by the United
National Commission on Narcotic Drugs. The U. S. is a signatory to these treaties and thus must conform its laws and
regulations to the international requirements, which generally include licensing, recordkeeping and reporting requirements. Any
change in the international treaties regarding classification of these products could affect regulation of these substances in the U.
S. and in other countries. Further, marketing approval and controlled substance classification procedures vary among countries,
can involve additional testing and administrative review periods ;and may be otherwise complicated if our product candidates
contain ingredients already classified as controlled substances in the countries where we develop them, which could make such
product candidates subject to applicable controlled substances laws prior to commercialization. Foreign regulation of controlled
substances can differ significantly from U. S. DEA and state regulations. The time required to obtain marketing approval and
controlled substance classification in other countries may differ from and be longer than that required to obtain FDA approval
and DEA classification in the U. S. U. S. Patent Term Resteration-Extension and Marketing Exclusivity Depending upon the
timing, duration and specifics of the FDA approval of the use of our product candidates, some of our U. S. patents may be
eligible for limited patent term extension under the Drug Price Competition and Patent Term Restoration Act of 1984,
commonly referred to as the Hatch- Waxman Amendments-Act . The Hatch- Waxman Amendments-Act permit-permits a
patent resteration-term extension of up to five years as compensation for patent term lost during product development and the
FDA regulatory review process. Hewever;patent-Patent term restoration-extension cannot extend the remaining term of a
patent beyond a total of 14 years from the product’ s approval date. Only one patent applicable to an approved product is
eligible for the-extension and the application for the patent term extension must be submitted within 60 days prier-te-the
expitationof the-patentreceipt of FDA approval . The U. S. Patent and Trademark Office, in consultation with the FDA,
reviews and approves the application for any patent term extension erresterationr. Under the Hatch- Waxman Amendments-Act
, a drug product containing a new chemical entity as its active ingredient is entitled to five years of market exclusivity . A drug
product is a new chemical entity if the FDA has not previously approved any other new drug containing the same active
moiety , which is defined as the molecule or ion responsible for the activity of the drug substance, excluding those
appended portions of the molecule that cause the drug to be and-- an ester, salt, or other noncovalent derivative. During
this exclusivity period, the FDA may not approve an abbreviated new drug application, or ANDA, or a 505 (b) (2) NDA
submitted by another company that contains the previously approved active moiety. However, an ANDA or 505 (b) (2)
NDA may be submitted after four years if it contains a certification of patent invalidity or non- infringement. A drug
product whose active ingredient was previously FDA - approved, and for which the sponsor is required to generate new clinical
data-investigations such as to support new indications, dosages, strengths or dosage formes, is entitled to three years of
market exclusivity. This three- year exclusivity covers only the conditions of use associated with the new clinical
investigations and, as a general matter, does not prohibit the FDA from approving ANDAs or 505 (b) (2) NDAs for
generic versions of the original unmodified drug product, although the approval of such an application may not be
effective until, at the earliest, after the full five years of market exclusivity has expired. A drug product can also obtain
pediatric market exclusivity in the U. S. and, if granted, adds six months to existing marketing exelustvity-exclusivities pertods
and any Orange Book- listed patent terms—- term (s) . This six- month exclusivity, which runs from the end of other exclusivity
proteetton-periods and / or patent term (s) , may be granted based on the timely, voluntary, and as- agreed upon completion of a
pediatric study in accordance with an FDA- issued *“ Written Request ™ for such a study , even if the data do not show that the
drug product was effective in the pediatric population studied . Additional Regulation Manufacturing, sales, promotion
and other activities following drug approval are also subject to regulation by numerous regulatory authorities in
addition to the FDA, including, in the United States, the Centers for Medicare & Medicaid Services, other divisions of the
Department of Health and Human Services, the Drug Enforcement Administration for controlled substances, the
Consumer Product Safety Commission, the Federal Trade Commission, the Occupational Safety & Health
Administration, the Environmental Protection Agency and state and local governments. In the United States, the
activities of pharmaceutical manufacturers are subject to federal and state laws designed to prevent “ fraud and abuse ”
in the healthcare industry. The laws generally limit financial interactions between manufacturers and health care
providers or other participants in the healthcare industry and / or require disclosure to the government and public of
such interactions. Many of these laws and regulations contain ambiguous requirements or require administrative
guidance for implementation. Pharmaceutical manufacturers are also required to provide discounts or rebates under
government healthcare programs or to certain government and private purchasers in order to obtain coverage under
federal healthcare programs such as Medicaid. Participation in such programs may require tracking and reporting of
certain drug prices. Manufacturers are subject to fines and other penalties if such prices are not reported accurately.
The handling of any controlled substances must comply with the U. S. Controlled Substances Act and Controlled
Substances Import and Export Act. Drugs must meet applicable child- resistant packaging requirements under the U. S.
Poison Prevention Packaging Act. Manufacturing, sales, promotion and other activities are also potentially subject to
federal and state consumer protection and unfair competition laws. The failure to comply with regulatory requirements



subjects manufacturers to possible legal or regulatory action. Depending on the circumstances, failure to meet applicable
regulatory requirements can result in criminal prosecution, fines or other penalties, injunctions, recall or seizure of
drugs, total or partial suspension of production, denial or withdrawal of product approvals, exclusion from participation
in government healthcare programs or refusal to allow a firm to enter into supply contracts, including government
contracts. [n addition te-, even if a firm comphes with FDA and t-he—other -feregemg—requlrements new 1nformatlon
regarding env d b
efficacy of a product could lead the FDA to modify or withdraw product approval. Prohlbltlons or restrlctlons on sales or
withdrawal of future products marketed by us could materially affect our business in —Fhese-and— an ethertaws-govern
adverse way. Changes in regulatlons, statutes our-— or the 1nterpretat10n ﬁse—hand-l-rﬁg—&ﬂd-dispesa-l-of existing regulations

could impact our business va in the future -and-wastes-generated

by requiring . for example: (i) changes to our manufacturmg arrangements' (ii) addltlons Ut Or operations
modifications to product labeling; (iii) the recall or discontinuation of our products; or (iv) additional record- keeping

requlrements If eﬂfepef&&eﬁs—fe&ﬂ-}t—tﬂ-eeﬁfaﬁrﬁaﬁeﬂ-&f;any such changes were to be 1mposed i-he—they eﬂvrreﬂmeﬁt—er

adverse—adversely ef-feet—affect eﬁ—the operatlon of our busmess —W

affeetourfutare-operations-. Global Anti- Corruption Laws The U. S. Fmewn Corrupt Pmctlces Aet dnd the Canadian
Corruption of Foreign Public Officials Act, the U. S. Travel Act, the OECD Anti- Bribery Convention, Title 18 United States
Code section 201, and any other applicable domestic or foreign anti- corruption or anti- bribery laws to which we are subject
prohibit corporations and individuals from engaging in certain activities to obtain or retain business or to influence a person
working in an official capacity. It is illegal to pay, offer to pay or authorize the payment of anything of value to any foreign
government official, government staff member, political party or political candidate in an attempt to obtain or retain business or
to otherwise influence a person working in an official capacity. We may also be held liable for the acts of our third- party agents
under the U. S. Foreign Corrupt Practices Act, Canadian Corruption of Foreign Public Officials Act, and other applicable anti-
corruption and anti- bribery laws. Noncompliance with these laws could subject us to investigations, sanctions, settlements,
prosecution, other enforcement actions, disgorgement of profits, significant fines, damages, other civil and criminal penalties or
injunctions, suspension or debarment from contracting with certain persons, the loss of export privileges, whistleblower
complaints, reputational harm, adverse media coverage s-and other collateral consequences. Any investigations, actions or
sanctions or other previously mentioned harm could have a material negative effect on our business, operating results and
financial condition. Government Regulation Outside of the U. S. In addition to regulations in the U. S., we will be subject to a
variety of regulations in other jurisdictions governing, among other things, research, development, testing, manufacture, quality
control, controlled substances, approval, labeling, packaging, storage, record- keeping, promotion, advertising, distribution,
post- approval monitoring and reporting, marketing and export and import of drugs, and reimbursement requirements.
Generally, before a new drug can be marketed, considerable data demonstrating its quality, safety and efficacy must be obtained,
organized into a format specific for each regulatory authority, submitted for review and approved by the regulatory authority.
Whether or not we obtain FDA approval for a product candidate , we must obtain the requisite approvals from regulatory
authorities in foreign countries prior to the commencement of clinical studies or marketing of the product candidate in those
countries. Certain countries outside of the U. S. have a similar process that requires the submission of a clinical study

’1ppllCdt10rl much like the IND prlor to the commencement 01‘ human clinical studles -I-n—t-he—E-U,—fere*&mp-}e,—a—G’PA—must—be
Iy A a1 q q A 1 q »,

3 : —The reqmrements and preeess-processes governing
the COHdllLt of clinical studles product licensing, coverage, pricing and reimbursement vary from country to country. In all
cases, the clinical studies are conducted in accordance with GCP and the applicable regulatory requirements and the ethical

prmClples that have then 0r101n in the Decldmtlon of Helsmkl —’Phe—EU—e%rmeal—fﬂa&s%egts%&&eﬂ-eﬂrrer&}yﬁs—tﬁn&ergemg—a

at-triatsa G y The C hmcal Tnals
eoulatlon EU No 5% /2()14 0r the CTR which replaced the Clinical Trials Dlrecme enteled into application on January 31,
2022, 1s-intended-te-harmonizes the procedures for the submission, assessment and monitoring of clinical drug trials in
the EU, thus simphify-simplifying the current rules for clinical trial authorization and standards of performance. For-instanee;
The CTR requlres a chmcal trlal sponsor to obtam approval from t-here» the national competent authority (NCA) of
b g a-Curopean Union member state in which the
clinical trial is to be conducted. Furthermore, the sponsor can only start a clinical trial at a specific study site after the
local research ethics committee, or REC, has issued a favorable opinion. Subject to the transition arrangement
referenced below, a sponsor submits a single application for a clinical trial authorization, or CTA, through a centralized
EU clinical trials portal called the Clinical Trials Information System, or CTIS. One NCA (the reporting EU member
state selected by the sponsor) takes the lead in validating and evaluating the application, as well as consulting and
coordinating with the other concerned member states in which the clinical trial is to be conducted. If and- an database
application is rejected, it may be amended and resubmitted through CTIS. A concerned member state may in limited
circumstances declare an “ opt- out ” from an approval and prevent the clinical trial from being conducted in that
member state. The CTR foresees a three- year transition period. As of January 31, 2023, all new CTA applications had
to be submitted via CTIS and be made pursuant to the CTR. From and after January 31, 2025, any trials approved
under the Clinical Trial Directive (now replaced by the CTR) which are still ongoing will need to comply with the CTR




and be recorded in CTIS. In the UK, clinical trials of medicinal products for human use are primarily governed by the
Medicines for Human Use (Clinical Trials) Regulations 2004 (as amended). Similar to the EU, before a clinical trial can
be initiated in the UK, a CTA must be obtained from the Medicines and Healthcare products Regulatory Agency, or
MHRA, as well as a positive opinion from a REC . To obtain regulatory approval of an investigational drug under EU
regulatory systems, we must submit a marketing authorization application, or MAA . There are two types of marketing
authorizations: * The centralized MA is issued by the European Commission through the centralized procedure, based
on the opinion of the Committee for Medicinal Products for Human Use, or the CHMP, of the EMA, and is valid
throughout the entire territory of the EEA. The centralized procedure is mandatory for certain types of products, such
as biotechnology medicinal products, orphan medicinal products, advanced- therapy medicinal products (gene- therapy,
somatic cell- therapy or tissue- engineered medicines) and medicinal products containing a new active substance
indicated for the treatment of human immunodeficiency virus, acquired immunodeficiency syndrome, cancer,
neurodegenerative disorders, diabetes, auto- immune and other immune dysfunctions and viral diseases. The centralized
procedure is optional for products containing a new active substance not yet authorized in the EEA, or for products that
constitute a significant therapeutic, scientific or technical innovation or which are in the interest of public health in the
EU. Under the centralized procedure, the maximum timeframe for the evaluation of a MA application by the EMA is 210
days, excluding clock stops, when additional written or oral information is to be provided by the applicant in response to
questions asked by the CHMP. Clock stops may extend the timeframe of evaluation of a MA application considerably
beyond 210 days. Where the CHMP gives a positive opinion, the EMA provides the opinion together with supporting
documentation to the European Commission, who makes the final decision to grant a MA, which is ordinarily issued
within 67 days of receipt of the EMA’ s recommendation. Accelerated assessment might be granted by the CHMP in
exceptional cases, when a medicinal product is expected to be of a major public health interest, particularly from the
point of view of therapeutic innovation. The timeframe for the evaluation of a MA application under the accelerated
assessment procedure is 150 days, excluding clock stops, but it is possible that the CHMP may revert to the standard
time limit for the centralized procedure if it determines that the application is no longer appropriate to conduct an
accelerated assessment. * National MAs, which are issued by the NCAs of the EEA member states and only cover their
respective territory, are available for products not falling within the mandatory scope of the centralized procedure.
Where a product has already been authorized for marketing in a member state of the EEA, this national MA can be
progressively recognized in other EEA member states through the mutual recognition procedure. If the product has not
received a national MA in any EEA member state at the time of application, it can be approved simultaneously in
various EEA member states through the decentralized procedure. Under the decentralized procedure, an identical
dossier is submitted to the NCAs of each of the EEA member states in which the MA is sought, one of which is selected
by the applicant as the Reference Member State (the RMS). The competent authority of the RMS prepares a draft
assessment report, a draft summary of the product characteristics (SmPC), and a draft of the labeling and package
leaflet, which are sent to the other EEA member states, referred to as the Concerned Member States, for their approval.
If the Concerned Member States raise no objections, based on a potential serious risk to public health, to the assessment,
SmPC, labeling, or packaging proposed by the RMS, the product is subsequently granted a national MA in all EEA
member states to which an application was submitted. In relation to the UK, until the end of 2024, under the Northern
Ireland Protocol which is contained in the Agreement on the withdrawal of the United Kingdom of Great Britain and
Northern Ireland from the European Union and the European Atomic Energy Community, centralized MAs continue to
provide a valid basis for commercializing medicinal products in Northern Ireland. However, centralized MAs no longer
provide a valid basis for the commercialization of medicinal products in Great Britain. Pursuant to the Windsor
Framework (which is a political declaration by the European Commission and the UK Government to correct the post-
Brexit restrictions of movements of goods including medicines), from January 1, 2025, all new medicinal products for the
UK market will be authorized by the MHRA which will grant on behalf of the UK Licensing Authority a single UK-
wide MA for all medicinal products intended for sale in the UK, enabling medicinal products to be sold in a single pack
and under a single authorization throughout the UK, including Northern Ireland, but the UK packaging must carry a
clearly legible ¢ UK only’ to be allowed onto the UK market. Since leaving the EU, the MHRA has introduced changes to
national licensing procedures, including procedures to prioritize access to new medicines that will benefit patients, an
accelerated assessment procedure, and new routes of evaluation for novel products and biotechnological products. There
is no wholesale recognition of EU pharmaceutical legislation between the jurisdictions, and EU MAs do not
automatically provide a valid basis for the commercialization of medicinal products in Great Britain, From January 1,
2024, companies are able to request the MHRA to recognize MAs granted by acceptable Reference Regulators in foreign
jurisdictions (including the EU) under a new International Recognition Procedure, or IRP. IRP allows the MHRA to
take into account the expertise and decision- making of trusted regulatory authorities to conduct targeted assessments of
IRP applications while retaining the authority to reject applications if the evidence provided is considered insufficiently
robust . The application used to file the NDA in the U. S. is similar to that required in the EU, with the exception of, among
other things, country- specific document requirements. Reimbursement approval for the drug by regulatory authorities is also
required before a drug may be commercialized. The EU also provides opportunities for data and market exclusivity. For
example, in the EU, upon receiving marketing authorization, new-ehemieal-entitiesgeneratly-innovative medicinal products
(including both small molecules and biological medicinal products) approved on the basis of a complete independent
data package consisting of quality, preclinical testing results, and clinical trial data receive eight years of data exclusivity
upon grant of an MA, and an additional two years of marketmarketing cxclusivity. If granted, data exclusivity prevents

generic or biosimilar applicants regilatory-autheritiestnthe-E-from cross- referencing the innovator’ s preclinical and



clinical trial data te-assess-contained in the dossier of the reference medicinal product when applying for a generic

applieation—During-or biosimilar MA until the data exclusivity additionat-two—yearperiod ef marketexelastvity;-has

expired. Even if a generic marketing-authorizationeanbe-submitted;-and a biosimilar the-innovator’s-data-may bereferenced;
butne-generie-product is approved, it can be marketed only until the expiration of the full ten- year exclusivity period. The

overall ten- year period can be extended to a maximum of 11 years if, during the first eight years of those ten years, the
MA holder obtains an authorization for one or more new therapeutic indications which, during the scientific evaluation
prior to their authorization, are determined to bring a significant clinical benefit in comparison with currently approved
therapies. The UK domestic law follows the same formula of regulatory data and marketmarketing cxclusivity. However,
there is no guarantee that a product will be considered by the EU’ s regulatory authorities to be a new chemical entity or new
active substance , and products may not qualify for data exclusivity. Products receiving orphan designation in the EU can
receive ten years of market exclusivity, during-whieh-provided that the orphan designation is maintained at the time of
grant of the marketing authorization. During the ten- year orphan market exclusivity period, no application for a similar
medicinal product for the same indication may be plaeed-en-accepted by any regulatory authority in the market EU for
approval . An orphan product can also obtain an additional two years of market exclusivity in the EU for completing pediatric
studies in compliance with an agreed Pediatric Investigation Plan even though the data do not lead to approval of a
pediatric indication . No extension to any supplementary protection certificate can be granted on the basis of pediatric studies
for orphan indications. The criteria for designating an “ orphan medicinal product ” in the EU are similar in principle but not
identical to those in the U. S. Under Article 3 of Regulation (EC) 141 /2000, a medicinal product may be designated as orphan
if (1) it is intended for the diagnosis, prevention or treatment of a life- threatening or chronically debilitating condition; (2)
either (a) such condition affects no more than five in 10, 000 persons in the EU when the application is made, or (b) the product,
without the benefits derived from orphan status, would not generate sufficient return in the EU to justify investment; and (3)
there exists no satisfactory method of diagnosis, prevention or treatment of such condition authorized for marketing in the EU, or
if such a method exists, the product will be of significant benefit to those affected by the condition, as defined in Regulation
(EC) 847/2000. The criteria for orphan designation must be re- assessed and confirmed at the time when a marketing
authorization is granted in order to benefit from a period of 10 years orphan market exclusivity. The MHRA conducts
an equivalent assessment, against the criteria specific to the UK. In the EEA, orphan drug designation must be requested
before submitting an application for MA. The EMA’ s Committee for Orphan Medicinal Products (COMP) is required to
re- assess the granted orphan designation at the time of MA grant to ensure that it continues to meet the criteria for the
designation to be maintained. Otherwise, the orphan designation can be revoked. In contrast, the MHRA does not grant
orphan designations during the development of the medicinal product. Instead, the MHRA will decide whether the
criteria are satisfied at the point of grant of an MA. In the EEA and the UK, orphan medicinal products are eligible for
hndncml incentives such as 1educt10n of fees or fee w dl\ ers dnd are, upon grant 01‘ a mmketmg authorlzatlon entltled to ten

authorization dppllLdthH if the mphan dlug deswndtlon has been granted, but not if the deﬂ,g_natlon is still pendmg at the time
the marketing authorization is submitted. Orphan drug designation does not convey any advantage in, or shorten the duration of,
the regulatory review and approval process. The 10- year market exclusivity may be reduced to six years if, at the end of the
fifth year, it is established that the product no longer meets the criteria for orphan designation, for example, if the product is
sufficiently profitable not to justify maintenance of market exclusivity. Additionally, marketing authorization may be granted to
a similar medicinal product for the same therapeutic indication at any time if: * the second applicant can establish that its
product, although similar, is safer, more effective or otherwise clinically superior; ¢ the applicant consents to a second orphan
medicinal product application; or * the applicant cannot supply enough orphan medicinal product . A “ similar medicinal
product ” is defined as a medicinal product containing a similar active substance or substances as contained in an
authorized orphan medicinal product, and which is intended for the same therapeutic indication. In the EEA, companies
developing a new medicinal product must agree upon a pediatric investigation plan ("' PIP"), with the EMA’ s Pediatric
Committee (the' PDCO"), and must conduct pediatric clinical trials in accordance with that PIP, unless a waiver
applies. The PIP sets out the timing and measures proposed to generate data to support a pediatric indication of the drug
for which MA is being sought. The PDCO can grant a deferral of the obligation to implement some or all of the measures
of the PIP until there are sufficient data to demonstrate the efficacy and safety of the product in adults. Further, the
obligation to provide pediatric clinical trial data can be waived by the PDCO when this data is not needed or appropriate
because the product is likely to be ineffective or unsafe in children, the disease or condition for which the product is
intended occurs only in adult populations, or when the product does not represent a significant therapeutic benefit over
existing treatments for pediatric patients. Products that are granted a MA with the results of the pediatric clinical trials
conducted in accordance with the PIP (even where such results are negative) are eligible for six months’ supplementary
protection certificate extension (if any is in effect at the time of approval). In the case of orphan medicinal products, a
two- year extension of the orphan market exclusivity may be available. This pediatric reward is subject to specific
conditions and is not automatically available when data in compliance with the PIP are developed and submitted.
According to local law requirements, the UK MHRA adopts a similar approach to the EEA to facilitate the development
of medicinal products for the pediatric population . For other countries outside of the EU, such as Canada and countries in
Eastern Europe, Latin America or Asia, the requirements governing the conduct of clinical studies, product and establishment
licensing, coverage, data protection, pricing and reimbursement vary from country to country. In all cases, again, the clinical
studies are conducted in accordance with GCP and the applicable regulatory requirements and the ethical principles that have
their origin in the Declaration of Helsinki. If we fail to comply with applicable foreign regulatory requirements, we may be



subject to, among other things, fines, suspension or withdrawal of regulatory approvals, product recalls, inability to import or
export, seizure of products, operating restrictions and criminal prosecution. Pharmaceutical Coverage, Pricing and
Reimbursement Significant uncertainty exists as to the coverage and reimbursement status of any product candidates for which
we obtain regulatory approval. In the U. S. and markets in other countries, sales of any products for which we receive regulatory
approval for commercial sale will depend, in part, on the availability of coverage and adequate reimbursement from third- party
payers. Third- party payers include government programs such as Medicare or Medicaid, and private payers such as private
health insurance and managed care plans, private-health-insurers;-and other organizations. These third- party payers may deny
or limit coverage or reimbursement for a product . Within the U. S., coverage and reimbursement orfor therapy-in-whoete-or
irdrug products can differ significantly from payer to payer. One third- part-party if-they-determine-payer’ s decision to
cover a partlcular drug product or service does not ensure that other payers will also provide coverage for the product or
W vwill provide coverage at an adequate reimbursement rate . Third- party
payers may attempt to control costs by llnnt1ng coverage (e. g., to specific drug products on an approved list, or formulary,
which might not include all of the FDA- approved drug products for a particular indication ) , by controlling utilization (e. g.,
requiring pre- approval or prior authorization for new or innovative drug therapies before they will provide coverage
for specific patients) and by limiting the amount of reimbursement for parttewlarproeedures-or-drag-drugs treatments-. The
cost of pharmaceuticals continues to generate substantial governmental and third- party payer interest. We expect that the
pharmaceutical industry will experience pricing pressures due to the trend toward managed healthcare, the increasing influence
of managed care organizations and additional legislative proposals. Third- party payers are increasingly challenging the price
and examining the medical necessity and cost- effectiveness of medical products and services, in addition to their safety and
efficacy. We may need to conduct expensive pharmacoeconomic studies in order to demonstrate the medical necessity and cost-
effectiveness of our products, in addition to the costs required to obtain the FDA approvals. Our product candidates may not be
considered medically necessary or cost- effective. A payer’ s decision to provide coverage for a drug product does not imply that
an adequate reimbursement rate will be approved. Adequate third- party reimbursement may not be available to enable us to
maintain price levels sufficient to reallze an applopnate return on our 1nve%tment in product development -Seme—t-h-rfd-—pafty

predlct what %et-her—aﬁy—pfoposed—cost containment measures Wlll be adopted or otherwme 1mplemented in the future, these
requirentents-new measures or any announcement er-adeptionof saeh-proposals-proposed measures could have a material
adverse effect on our ability to obtain adequate prices for our product candidates and to operate profitably. In international
markets, reimbursement and healthcare payment systems vary significantly by country, and many countries have instituted price
ceilings on specific products and therapies. There can be no assurance that our products will be considered medically reasonable
and necessary for a specific indication, that our products will be considered cost- effective by third- party payers, that coverage
or an adequate level of reimbursement will be available or that the third- party payers’ reimbursement policies will not adversely
affect our ability to sell our products profitably. In addition, in many foreign countries, the proposed pricing for a drug must be
approved before it may be lawfully marketed. The requirements governing drug pricing and reimbursement vary widely from
country to country. For example, the EU provides options for its member states to restrict the range of medicinal products for
which their national health insurance systems provide reimbursement and to control the prices of medicinal products for human
use. A member state may approve a specific price for the medicinal product or it may instead adopt a system of direct or indirect
controls on the profitability of the company placing the medicinal product on the market. There can be no assurance that any
country that has price controls or reimbursement limitations for pharmaceutical products will allow favorable reimbursement
and pricing arrangements for any of our products. Historically, products launched in the EU do not follow price structures of the
U. S. and generally prices tend to be significantly lower. Healthcare Reform In the U. S. and foreign jurisdictions, there have
been a number of legislative and regulatory changes to the healthcare system that could affect our future results of operations. In
particular, there have been and continue to be a number of initiatives at the U. S. federal and state levels that seek to reduce
healthcare costs generally and drug costs speclﬁcally In the U. S t-he—Medteafe—Pfeseﬂpﬁen—Bﬂlg—Hﬁpfovement,—and
Medeﬂﬂzaﬁefh*et—ef—ze%—er—forexample he-Medieare-Modernization-Aet-ehangee e-eo re-pa

payefs—Eﬁaeted—rn—Mafeh%@-l—@— the Patlent Protect1on and Affordable Care Act, as amended or PPACA is a sweeping law
intended-to-broadenaeeess-to-enacted in March of 2010 that expanded health care coverage through Medicaid expansion

and the 1mplementat10n of the 1nd1v1dual mandate for health insurance yreduee-or-eonstraitr-the-growth-of healtheare

coverage and relmbursement of PPA i tent i
branded-preseription-drug products under government healthcare programs . -Stnee—rts—eﬁaetmeﬂt—Beyond the PPACA there



are -l-ﬂeel-y—te-ongomg and w1despread health care
reform efforts, a number of whlch ha\ focused an—rm-paet—on regulatlon of prices our-- or payment for drug products

. rpartiewtar- Drug pricing and payment reform
was a focus of the Trump Admlmstratlon and has been a focus of the Blden Adm1n1strat10n. For example federal

government to negotiate a maximum fair price for certain high- pllccd smﬁl - source Mcd1carc d1 ugs, fﬂ&pesmg—lmposes
penalties and excise tax for manufacturers that fail to comply with the drug price negotiation requirements, requiring-requires
inflation rebates for all Medicare Part B and Part D drugs s-( with llmllLd exceptions y) if their drug prices increase faster than
inflation, and redestgntng-redesigns Medicare Part D to reduce out- of- pocket prescription drug costs for beneficiaries, among
other changes. The 1mpact of these--- the -legrs-laﬁve—exeeut—we—IRA on our business and administrative-actions-and-any futare
healtheare-measuresand-agene d-by-the broader pharmaceutical industry remains uncertain as
1mplementat10n is ongomg As another example, in 2022, subsequent to the enactment of the IRA, the Biden administration
released an executive order directing the HHS to report on how us-and-the pharmaeeuntieabndustry-Center for Medicare
and Medicaid Innovation (“ CMMI ”) could be leveraged to test new models for lowering drug costs for Medicare and
Medicaid beneficiaries. The report as-was a-whete-issued in 2023 and proposed various models that CMMI is unetear—The
-x-mplementaﬁeﬁ—e-ﬁcurrently developing which seek to lower the cost eeﬁtmﬂmeﬂt—measufes-of drugs, promote access1b1hty

products. We expect contlnued scrutmy on euﬁbuﬂness-drug prlcmg and government price reporting from Congress,
agencies, and other bodies . At the state level, legislatures have increasingly passed legislation and implemented regulations
designed to control pharmaceutical and biological product pricing, including price or patient reimbursement constraints,
discounts, restrictions on certain product access and marketing cost disclosure and transparency measures, and, in some cases,
designed to encourage importation from other countries and bulk purchasing. For example, on January S, 2024, the FDA
approved Florida’ s Section 804 Importation Program, or SIP, proposal to import certain drugs from Canada for
specific state healthcare programs. It is unclear how this program will be implemented, including which drugs will be
chosen, and whether it will be subject to legal challenges in the United States or Canada. Other states have also
submitted SIP proposals that are pending review by the FDA. Any such approved importation plans, when implemented,
may result in lower drug prices for products covered by those programs. Additionally, a number of states are-eonstdering
er-have reeently-enacted state drug price transparency and reporting laws that could substantially increase our compliance
burdens dnd c\posc us to ucalu lldblllly under such state laws enee-if and when we have marketed beg-l-n—eemmereia—lﬁ&t-teﬂ

example, with respect to the PPACA, tax reform legislation was enacted that affeet-eliminated the prieing-and-~tax penalty
established or-for avatlability-individuals who do not maintain mandated health insurance coverage beginning in 2019
and, in 2021, the U. S. Supreme Court dismissed the latest judicial challenge to the ACA brought by several states
without specifically ruling on the constitutionality of the PPACA. As another example, revisions to regulations under the
federal anti- kickback statute would remove protection for traditional Medicare Part D discounts offered by
pharmaceutical manufacturers to pharmacy benefit managers and health plans. Pursuant to court order, the removal
was delayed and recent leglslatlon 1mposed a moratorium on 1mplementat10n of the rule untll January 2032. As another

0 P 0 pro f A vat-in t-he—future—htlgatlon
ﬁled by various pharmaceutlcal manufacturers and 1ndustry groups . W e cxpccl that 'PP?*GIA;—&S—WGH—&S-O'H‘I%]LLI thcare
reform measures that have been and-or in the future may be adopted the-fatare- may result in more rigorous coverage
criteria and in additional downward pressure on the price that we receive for any approved product, and could seriously harm
eur-any future revenue generation . Any reduction in reimbursement from Medicare or other government programs may result
in a similar reduction in payments from private payers. Fhe-implementation-of eosteontainmentmeasures-Complying with any
new legislation and regulatory changes could be time- 1ntenswe and expensnve, resultlng in a materlal adverse effect on or
our business © 6 ’
eeﬁﬁ-mefeta-hi&eﬂ-r—pfe&uets— Legislative dnd 1cau1at01y ploposals hd\ e bCLIl mddc to c\pand posl— approval 1cquncmcms and
restrict sales and promotional activities for pharmaceutical products. We cannot be sure whether additional legislative changes
will be enacted, or whether FDA regulations, guidance or interpretations will be changed, or what the impact of such changes on




the regulatory approvals , if any, of our product candidates 7#-any-may be. In addition, increased scrutiny by Congress of the
FDA’ s approval process may significantly delay or prevent regulatory approval, as well as subject us to more stringent product
labeling and post- marketing testing and other requirements. In addition, different pricing and reimbursement schemes exist in
other countries. In the European Community, governments influence the price of pharmaceutical products through their pricing
and reimbursement rules and control of national healthcare systems that fund a large part of the cost of those products to
consumers. Some jurisdictions operate positive and negative list systems under which products may be marketed only once a
reimbursement price has been agreed upon. Some of these countries may require, as a condition of obtaining reimbursement or
pricing approval, the completion of clinical trials that compare the cost- effectiveness of a particular product eandidate-to
eurrentty-other then- available therapies. Other member states allow companies to fix their own prices for medicines, but
monitor and control company profits. The downward pressure on healthcare costs in general, particularly prescription drugs, has
become very intense. As a result, increasingly high barriers are being erected to the entry of new products. In addition, in some
countries, cross- border imports from low- priced markets exert a commercial pressure on pricing within a country. On May 1,
2021, the EU and UK trade and cooperation agreement, or TCA, entered into application. The TCA includes specific
provisions concerning pharmaceuticals, which include the mutual recognition of the outcomes of GMP inspections.
Applicants and MA holders may submit GMP certificates issued by the MHRA for sites located outside the EU / EEA as
supporting information for EU regulatory submissions. However, the TCA does not foresee wholesale mutual
recognition of UK and EU pharmaceutical regulations. The regulatory regime in Great Britain currently broadly aligns
with EU regulations. However, it is possible that these regimes may diverge in the future, given proposed legislative
changes such as the European Commission’ s proposals for the entire overhaul of the pharmaceutical regulatory regime.
Other Healthcare La\\s and C omplmnce Requnumms In the Unlted States U—S— pharmaceutlcalthe—rese&reh—manﬂfaett&tng
manufacturers ;€ p v ping-are subject to numerous other
federal, state and local laws desngned to, for example, prevent fraud and abuse, promote transparency in interactions
with others in the healthcare industry; regutation-regulate pricing of drugs and protect the privacy of individual
information. These laws are enforced by various federal ;-and state enforcement anddoeat-authorities iradditionte-the FBA-,
including but not limited to, the U. S. Department of Justice, and individual U. S. Attorney offices within the Department
of Justice, the U. S. Department of Health and Human Services, or HHS, HHS’ various divisions, including but not

limited to, the Centers for Medicare & Medicaid Services, or CMS ether-divistons-ofthe-U—S-—Department-of Health-and
Human-Serviees{e—g-, and the Office of Inspector General ¥, and the-U—S—Department-ofJustiee;-state Attorneys-General;
boards of pharmacy We may be subJect to varlous federal and et-her—sldte laws pertalnlng to ﬁﬂd—l-ee&l—ge‘\v‘eﬂ‘lﬁeﬁf

: y e-health care ¢
fraud and abuse , ”? 1nclud1ng ant1 klckback aws, and false clalms laws, for act1v1t1es related to past and future sales of any
products reimbursable by third party payers such as the-federal health care programs (including Medicare and Medicaid)
or, in some cases, commercial health plans. Anti- Ktekbaelkkickback Statate-laws generally prohibit a pharmaceutical
manufacturer from soliciting , offering, receiving, or paying anything of value to generate business, including the
purchase, prescription or use of a particular drug. False claims laws generally prohibit anyone from knowingly and
willingly presenting, or causing to be presented, any claims for payment for reimbursed drugs or services to third- party
payers that are false or fraudulent. Although the specific provisions of these laws vary, their scope is generally broad and
there may not be regulations, guidance or court decisions that apply the laws to particular industry practices. There is
therefore a possibility that our practices might be challenged under such laws. Laws and regulations have also been
enacted by the federal False-Claims-Aet-Starlcgovernment and various states to regulate the sales and marketing practices
of pharmaceutical manufacturers with marketed products. The taw-laws ;-and tmplementing-regulations ;-generally limit
financial interactions between manufacturers and simtar-state-health care providers; require manufacturers to adopt
certain compliance standards; require disclosure to the government and public of financial interactions; require
disclosure of marketing expenditures or pricing information, regulate drug pricing and / or require the registration of
pharmaceutical sales representatives. Many of these laws —Prieing-and rebate-regulations contain ambiguous
requirements or require administrative guidance for implementation. Given the lack of clarity in laws and their
implementation, any future activities (if we obtain approval and / or reimbursement from federal healthcare programs
musteomply-with-for our product candidates) could be subject to challenge. Federal laws, including the Medicaid Drug
Rebate Program , require pharmaceutical manufacturers to report certain calculated product prices to the government or
provide certain discounts or rebates to government authorities or private entities, often as a condition of reimbursement
under government healthcare programs. These laws are complex and the failure to calculate reported prices correctly or
provide appropriate prices and rebates can expose a manufacturer to penalties and other sanctions. The distribution of
drugs and biological products is subject to additional requirements efthe-OmnibusBudget ReconethationAetof 1990;as
amended;-and regulations the-Veterans Health-Care-Aetof +992-, as-amended—Ifincluding extensive record- keeping,
licensing, storage and security requirements intended to prevent the unauthorlzed sale of pharmaceutlcal pmduus
ﬂ‘tade—&'v‘&rlab-}e—te—&tttheﬂzed—usefs—e-ﬁthe—F e deral v

eﬁew&fd-ert-her—t-he—referra-l—e%&n—and regulatlons i




statate-eatrbe-apphied-broadly regulate marketplace activities and that potentially harm consumers and could apply to
inelude-arrangements-between-the activities of pharmaceutical manufacturers en-ene-. We may be subject to data privacy
hand-- and security laws in and-anyreferral-souree-on-the various jurisdictions in which we operate, obtain or store
personally identifiable information. Numerous U. S. federal and state laws govern the collection, use, disclosure and
storage of personal information. Various foreign countries also have, or are developing, laws governing the collection,

use, disclosure and storage of personal information. Globally, et-her—= there —rnel-&dmg—pfeseﬂbefs—pt&ehasefs—&ﬂé
-fefmﬁl&lﬂyhmaﬁ&gefs.—ﬁﬁefm—remtmef&t—ieﬂ—has been broa d

or-to-duee-further referrals-for-an increasing focus on privacy ttem-orservice—Althoughthere-are-a-number-of statutory
exemptions-and data fegu-la-tefy—sa-fe—h&rbefs—pfeteet-rﬂg—h protectlon eeﬁam—leg-rt—rmafe—lssues that may affect our busmusx .




GBP-R—ts—a—eemp’:eHaw—laws and ﬂ&e—regtﬂateﬁ'—regulatlons will 1nvolve substantlal costs. leen the breadth of the laws
and regulatlons, limited g s_u1ddme -ts—sﬁ-l-l—for certain laws and regulatlons and evoly ing government interpretations ;

ﬁﬂdefeﬁe—emefe—e-ﬁstlcll ]dWS lf our operatlons are found to be in violation of any of -t-he—these feder&l—aﬁd—sf&te—ldws deseﬂ-bed

abeve-or any other governmental regulations that may apply to us, we may be subject to penalties;-ineluding-eriminat-and
significant civil menetary-, criminal and administrative penalties, damages, fines imprisenment, exclusion from partieipation
trgovernment funded healthcare programs, injunetions-such as Medicare and Medicaid , reealt-and the curtailment or
restructurlng of or-our setz-ure—ef—pre&uefs—operatlons. Further defendlng agalnst any such total-orpartial-suspension-of

v v amactions can be costly, time- consuming
and may requlre slgnlﬁcant personnel resources. Therefore, even 1f we are successful in defendlng agalnst any such

ability-te-operate-our busmess may be 1mpa1red aﬂd—eﬂfrestﬂ-ts—e-f—eperaﬁeﬁs— To the extent thdt any of our products are sold in

a foreign country or if we contract with vendors or independent contractors outside of the U. S., we may be subject to similar
foreign laws and regulations, which may include, for instance, applicable post- approval requirements, including safety
surveillance, anti- corruption / anti- bribery laws, anti- kickback laws, healthcare fraud and abuse laws, and implementation of
corporate compliance programs and reporting of payments or transfers of value to healthcare professionals. While we are not
aware of any current issues, we are unable to predict whether we will be subject to actions under applicable healthcare laws, or
the impact of such actions on our business. However, the costs of defending such actions or claims, as well as any sanctions
imposed, could result in a material adverse effect on our business or financial condition. Environmental Matters Our operations
require the use of hazardous materials (including biological materials) which subject us to a variety of federal, provincial and
local environmental and safety laws and regulations. Some of the regulations under the current regulatory structure provide for
strict liability, holding a party potentially liable without regard to fault or negligence. We could be held liable for damages and
fines as a result of our, or someone else’ s, business operations should contamination of the environment or individual exposure
to hazardous substances occur. We believe that we are in material compliance with applicable environmental laws and that
continued compliance therewith will not have a material adverse effect on our business. We cannot predict , however, how
changes in laws or development of new regulations will affect our business operations or the cost of compliance. Human Capital
Our board of directors and management recognize that creating long- term enterprise value is advanced by considering the
interests and concerns of many stakeholders, including those of our employees. As of December 31, 20222023 , we had 243
259 employees, including 263-251 full- time and part- time permanent employees, of which +57-179 are located in Canada and
46-72 are located in the U. S.-Of our employees, +59-190 were primarily engaged in research and development, 62-78 of whom
hold a Ph. D. or M. D. (or equivalent) degree , and 69 were engaged in general and administrative or commercial activities .
None of our employees are represented by a labor union. We have not experienced any work stoppages and we consider our
relations with our employees to be good. As competition for qualified personnel in the biotechnology and pharmaceutical field is
intense, attracting and retaining qualified employees at all levels is critical to our business. We continuously strive to ensure that
employee morale remains strong, and conduct employee engagement surveys to identify areas of focus and monitor employee
turnover rates. As of December 31, 2023, and for the last several years, our company turnover rate was and has been



lower than the industry market average. We have established comprehensive and competitive compensation steave-and
benefits programs to attract and retain the-highly qualified personnel essenttal-and to enr-business-incentivize and reward
strong performance . In addition to providing our employees with competitive salaries, we believe that employees should share
in the potential financial gains resulting from the advancement of our programs —Our-praetteets-by way of annual bonuses to
permanent employees based on the achievement of corporate and / or personal objectives. To align the interests of our
employees with those of our shareholders, we award stock optlons to all permanent employees both upon initial hlrlng and
annually thereafter 6 ; 6 ad
ebjeettves-. Our leave programs 1nclude pa1d Vacatlon personal s1cl< drsablhty and other paid and unpard leaves. Our health
and wellness programs include medical, dental, vision care, retirement savings, employee assistance programs , flexible work
schedules and other benefits. As a biopharmaceutical company with highly educated employees, we believe that our employees
must stay current with advances in our industry and continue to grow in their careers. We e-ffer—support our employees further
development through a variety of internal training ; : ; drese
to-attend-eonferenees-and external professional development pfegr&ms—opportumtles, 1nclud1ng conference attendance and
tuition reimbursement . We are committed to diversity, equity ane-, inclusion and accessibility , or BEFDEIA | at all levels of
our company, and we have established a joint management / employee BPEFHCommittee-committee to progress this-these
important issue-issues . We will continue to focus on measuring and extending our diversity and inclusion initiatives across our
entire workforce. We recruit the best - qualified employees regardless of sex, gender, ethnicity, race, religion, or other protected
traits, and it is our policy to comply with all applicable laws related to discrimination in the workplace. We currently rely, and
expect to continue to rely, on eeHaberatersreither-direethy-or-thretgh-third- party contract manufacturers, or CMOs, to
manufacture (or produce sufficient quantities of materials required for the manufacture of) our product candidates for
pre- clinical testing and clinical trials, and we intend to do so for the commercial manufacture of our products. Similarly,
we may rely on collaborators to manufacture, e1ther dlrectly or through CMOs, product candrdates licensed to them ot

al-mantfa Accordlngly, we
have not 1nternally developed any manufacturlng facilities or hired related personnel. To date we have obtained materials for
our product candidates from multiple third- party manufacturers and suppliers . We believe that all of the materials required for
the manufacture of our product candidates can be obtained from more than one source. However, the manufacturing processes
for each of our product candidates vary and sourcing adequate supplies may be made more difficult depending on the type of
product candidate involved. Our product candidates generally can be manufactured in reliable and reproducible synthetic

processes from readily avallable startmg materials, exc1p1ents and packagmg components :lihe—dfug—s&bst&ﬂee-ehem-lst-ley

lnformatlon We were mcorporated in the Province of Br1t1sh Columbra on November 5, 1996 under the predecessor to the
Business Corporations Act (British Columbia) under the name “ Xenon Bioresearch Inc. ” We continued from British Columbia
to the federal jurisdiction pursuant to Section 187 of the Canada Business Corporations Act, or the CBCA, on May 17, 2000 and
concurrently changed our name to *“ Xenon Genetics Inc. ” We registered as an extra- provincial company in British Columbia
on July 10, 2000 and changed our name to “ Xenon Pharmaceuticals Inc. ” on August 24, 2004. We have-had one wholly-
owned subsidiary as of December 31, 2822-2023 , Xenon Pharmaceuticals USA Inc., which was incorporated in Delaware on
December 2, 2016. Our principal executive offices are located at 288—3650 Gilmore Way, Burnaby, British Columbia, Canada
V5G 4W8, and our telephone number is (604) 484- 3300. We are a reporting issuer in British Columbia, Alberta and Ontario,
but our shares are not listed on any recognized Canadian stock exchange. Our common shares trade on the Nasdaq Global
Market under the symbol “ XENE. ” Where You Can Find Additional Information We make available free of charge through
our investor relations website, http: / / investor. xenon- pharma. com, our annual reports, quarterly reports, current reports, proxy
statements and all amendments to those reports as soon as reasonably practicable after such material is electronically filed or
furnished with the U. S. Securities and Exchange Commission, or SEC. These reports may also be obtained without charge by
contacting Investor Relations, Xenon Pharmaceuticals Inc., 288—3650 Gilmore Way, Burnaby, British Columbia, Canada V5G
4W8, e- mail: investors (@ xenon- pharma. com. Our website and the information contained therein or incorporated therein are
not intended to be incorporated into this Annual Report on Form 10- K. The SEC maintains a website that contains reports,
proxy and information statements, and other information regarding reports that we file or furnish electronically with them at
www. sec. gov. Additional information related to Xenon is also available on SEDAR at www. sedar. com. Item 1 A. Risk
Factors You should carefully consider the following risk factors, in addition to the other information contained in this report,
including the section of this report captioned “ Management’ s Discussion and Analysis of Financial Condition and Results of
Operations ” and our financial statements and related notes. If any of the events described in the following risk factors and the
risks described elsewhere in this report occurs, our business, operating results and financial condition could be seriously harmed.
This report on Form 10- K also contains forward- looking statements that involve risks and uncertainties. Our actual results
could differ materially from those anticipated in the forward- looking statements as a result of factors that are described below
and elsewhere in this report. Our Risk Factors are not guarantees that no such conditions exist as of the date of this report and
should not be interpreted as an affirmative statement that such risks or conditions have not materialized, in whole or in part.
Risks Related to Our Financial Condition and Capital Requirements Investment in biopharmaceutical product development is
highly speculative because it entails substantial capital expenditures and significant risk that a petenttal-product candidate may
fail to demonstrate adequate efficacy or an acceptable safety profile, gain regulatory approval and become commercially viable.
We have no products approved for commercial sale and have not generated any revenue from product sales to date, and we will
continue to incur significant research and development and other expenses related to our clinical development and ongoing
operations. As a result, we are not profitable and have incurred losses in each period since our inception. Since our inception,



we have devoted substantially all of our financial resources and efforts to research and development, including pre- clinical
studies, manufacturing of investigational drug and our clinical trials. Our financial condition and operating results, including net
losses, may fluctuate significantly from quarter to quarter and year to year. Accordingly, you should not rely upon the results of
any quarterly or annual periods as indications of future operating performance. We do not expect to have sustained profitability
for the foreseeable future. We had net losses of $ 425-182 . 4 million, $ 125. 4 million and § 78. 9 mithenand-$28—-8-million
for the years ended December 31, 2023, 2022 ;-and 2021 and-2020-, respectively, and an accumulated deficit of $ 482-665 . 71
million as of December 31, 28222023 , which were driven by expenses incurred in connection with our research and
development programs and from general and administrative costs associated with our operations. We expect to continue to incur
significant losses for the foreseeable future, and we expect these losses to increase as we continue our research and development
of, and seek regulatory approvals for our product candidates. We expect to incur significant expenses and increasing operating
losses for the foreseeable future as we: * continue our research and pre- clinical and clinical development of our product
candidates; * conduct additional pre- clinical, clinical or other studies for our product candidates; * manufacture , label, serialize
and distribute drug substance and drug product for clinical trials and commercialization; * seek regulatory and marketing
approvals for any of our product candidates that successfully complete clinical trials; ¢ hire and retain additional personnel, such
as clinical, quality assurance, regulatory, scientific, commercial and administrative personnel; * seek to identify and validate
additional product candidates; * acquire or in- license other product candidates and technologies; * make milestone or other
payments under our in- license or other agreements, including, without limitation, payments to 1st Order Pharmaceuticals, Inc.
and other third parties; * maintain, protect and expand our intellectual property portfolio; * establish sales, marketing,
distribution and other commercial infrastructure to commercialize any products for which we may obtain marketing approval;
create additional infrastructure and incur additional costs to support our operations and our product development and planned
future commercialization efforts; and ¢ experience any delays or encounter adverse issues with respect to any of the above. Our
expenses could increase beyond expectations for a variety of reasons, including if we are required by the U. S. Food and Drug
Administration, or FDA, the European Medicines Agency, or EMA, or other regulatory authorities to perform clinical and other
studies including post- approval commitments in addition to those that we currently anticipate, or if there are any delays in
establishing appropriate manufacturing arrangements to support our clinical trials, the development of any of our product
candidates or commercialization. Our prior losses, combined with expected future losses, have had and will continue to have an
adverse effect on our shareholders’ equity and working capital. We do not generate any revenue from product sales and may
never become profitable. Our ability to generate revenue and achieve profitability depends on our ability, alone or with
collaborators, to successfully complete the development of, and obtain the regulatory approvals necessary to commercialize, our
product candidates. Successful commercialization will require achievement of many key milestones, including demonstrating
safety and efficacy in clinical trials, obtaining regulatory, including marketing, approval for these product candidates,
manufacturing, marketing and selling those products for which we, or any of our existing or future collaborators, may obtain
regulatory approval, satisfying any post- marketing requirements and obtaining reimbursement for our products from private
insurance or government payors-payers . Because of the uncertainties and risks associated with these activities, we are unable to
accurately and precisely predict the timing and amount of revenues, the extent of any further losses or if or when we might
achieve profitability. We and our existing or future collaborators may never succeed in these activities and, even if we de;orany
existing-or-fature-eotaborators-do, we may never generate revenues that are large enough for us to achieve profitability. Even if
we do achieve profitability, we may not be able to sustain or increase profitability on a quarterly or annual basis. Additionally,
our expenses could increase if we are required by the FDA, EMA or other regulatory authorities to perform clinical trials in
addition to those currently expected, or if there are any delays in completing our clinical trials or the development of any of our
product candidates. If any of our product candidates fail in clinical trials or do not gain regulatory approval, or if any of our
future products, if any, once approved, fail to achieve market acceptance or adequate market share, we may never become
profitable. If we are unable to aehieve-generate sufficient revenue to become profitable and remain so, our financial condition
and operating results will be negatively impacted, and the market price of our common shares might be adversely impacted.
Since our inception, we have dedicated most of our resources to the discovery and development of our pre- clinical and clinical
product candidates. We expect to continue to spend substantial amounts of resources to continue the pre- clinical and clinical
development of our current and future programs. If we are able to gain marketing approval for product candidates that we
develop, we will require significant additional amounts of capital in order to launch and commercialize such product candidates
to the extent that such launch and commercialization are not the responsibility of a collaborator. In addition, other unanticipated
costs may arise in the course of our development efforts. Because the design and outcome of our planned and anticipated
clinical trials is highly uncertain, we cannot reasonably estimate the actual amounts necessary to successfully complete the
development and commercialization of any product candidate we develop. Our future capital requirements depend on many
factors, including but not limited to:  the scope, progress, results and costs of researching and developing our current product
candidates, as well as other-additional product candidates we may develop and pursue in the future; ¢ the timing of, and the
costs involved in, obtaining marketing approvals for our product candidates and any ether-additional product candidates we may
develop and pursue in the future; * the number of future product candidates that we may pursue and their development
requirements; ¢ if approved, the costs of commercialization activities for any product candidate that receives regulatory approval
to the extent such costs are not the responsibility of an existing or future collaborator, including the costs and timing of
establishing product sales, marketing, distribution and manufacturing capabilities; * subject to the receipt of regulatory approval,
revenue, if any, received from commercial sales of our product candidates and any ether-additional product candidates we may
develop and pursue in the future; » whether our existing collaborations generate substantial milestone payments and, ultimately,
royalties on future approved products for us; ¢ our ability to maintain existing collaborations and to establish new
collaborations, licensing or other arrangements and the financial terms of such agreements-arrangements; * the costs



associated with any transactions to acquire or in- license other product candidates and technologies ; * our headcount
growth and associated costs as we expand our research and development efforts and initiate pre- commercial activities;  the
costs involved in preparing, filing, prosecuting, maintaining, defending and enforcing patents, including litigation costs and the
outcome of such litigation; and ¢ the ongoing costs of operating as a public company. Based on our research and development
plans and our timing expectations related to the progress of our programs, we expect that our existing cash and cash equivalents
and marketable securities as of the date of this report, will enable us to fund our operating expenses and capital expenditure
requirements for at least the next 12 months. Our operating plan may change as a result of many factors currently unknown to
us, and we may need to seek additional funds sooner than planned. Raising funds in the future may present additional challenges
and future financing may not be available in sufficient amounts or on terms acceptable to us, if at all. If we are unable to raise
additional capital in sufficient amounts or on terms acceptable to us, we may have to significantly delay, reduce or terminate our
product development programs or plans for commercialization. We may allocate our limited resources to pursue a particular
product candidate or indication and fail to capitalize on other product candidates or indications that may be more profitable or
for which there is a greater likelihood of success. Because we have limited financial and management resources, we focus on a
limited number of research programs and product candidates. As a result, we may forgo or delay pursuit of opportunities with
other product candidates or for our current product candidates in other indications that later prove to have greater commercial
potential. Our resource allocation decisions may cause us to fail to capitalize on viable commercial drugs or profitable market
opportunities. Our spend on current and future research and development programs and product candidates for specific
indications may not yield any commercially viable drugs. If we do not accurately evaluate the commercial potential or target
market for a particular product candidate, we may relinquish valuable rights to that product candidate through collaboration,
licensing or other arrangements in cases in which it would have been more advantageous for us to retain sole development and
commercialization rights. Raising additional capital may cause dilution to our existing shareholders, restrict our operations or
require us to relinquish rights to our technologies or product candidates. We expect our expenses to increase in connection with
our planned operations. Unless and until we can generate a substantial amount of revenue from any approved product
candidates, we expect to finance our future cash needs through public or private equity offerings, debt financings, royalty- based
financing, collaborations, licensing arrangements or other sources, or any combination of the foregoing. In addition, we may
seek additional capital due to favorable market conditions or strategic considerations, even if we believe that we have sufficient
funds for our current or future operating plans. The terms of any financing arrangements we enter into may adversely affect the
holdings or the rights of our shareholders and the issuance of additional securities, whether equity or debt, by us, or the
possibility of such issuance, may cause the market price of our common shares to decline. The sale of additional equity or
convertible securities also would dilute all of our shareholders. Historically, we have also financed our operations through the
incurrence of debt. Any future incurrence of indebtedness would result in increased fixed payment obligations and, potentially,
the imposition of restrictive covenants. Such covenants could include limitations on our ability to incur additional debt,
limitations on our ability to acquire, sell or license intellectual property rights and other operating restrictions that could
adversely impact our ability to conduct our business. We could also be required to seek funds through collaborations or
marketing, distribution or licensing arrangements, or royalty- based financings with third parties, and we may have to relinquish
valuable rights to our technologies, future revenue streams or product candidates, or grant licenses on terms that may not be
favorable to us. If we are unable to raise additional capital when needed, we may be required to delay, reduce or terminate our
product discovery and development programs, commercialization efforts, or grant rights to develop and market product
candidates that we would otherwise prefer to develop and market ourselves. In addition, any additional fundraising efforts may
divert our management from their day- to- day activities, which may adversely affect our ability to develop and commercialize
our product candidates. We are subject to risks associated with currency fluctuations which could impact our results of
operations. As of December 31, 2622-2023 , approximately 6-3 % of our cash and cash equivalents and marketable securities
were denominated in Canadian dollars. We incur significant expenses in Canadian dollars in connection with our operations in
Canada. We do not currently engage in foreign currency hedging arrangements for our Canadian dollar expenditures, and,
consequently, foreign currency fluctuations may adversely affect our earnings; however, in the future, we may engage in
exchange rate hedging activities in an effort to mitigate the impact of exchange rate fluctuations. Any hedging technique we
implement may fail to be effective. If our hedging activities are not effective, changes in currency exchange rates may have a
more significant impact on the market price of our common shares. Risks Related to Our Business and Industry We and our
collaborators face substantial competition in the markets for our product candidates, which may result in others discovering,
developing or commercializing products before us or doing so more successfully than we, or our collaborators, do. The
biotechnology and pharmaceutical industries are characterized by rapidly advancing technologies, intense competition and a
strong emphasis on proprietary products. We face potential competition in drug discovery and product development from many
different approaches and sources, including major pharmaceutical, specialty pharmaceutical and biotechnology companies,
academic institutions, governmental agencies, as well as public and private research institutions. Any product candidates that
we, or our collaborators, successfully develop and commercialize will compete with existing products and any new products that
may become available in the future. The key competitive factors affecting the success of all of our product candidates, if
approved, are likely to be their efficacy, safety and / or tolerability, convenience and ease of administration, price, the potential
advantages of alternative products, the level of generic competition, and the availability of coverage and adequate
reimbursement from government and other third- party payers. Our commercial opportunities could be reduced or eliminated if
our competitors develop and commercialize products or therapies that are safer, more effective, have fewer or less severe side
effects, are more convenient or are less expensive than any products that we may develop. Our competitors also may obtain
FDA, EMA or other foreign regulatory approval for their products more rapidly than we may obtain approval for ours, which
could result in our competitors establishing a strong market position before we are able to enter the market. In addition, our



ability to compete may be affected by decisions made by insurers or other third- party payers. If one or more than-ene-of our
proprietary or partnered products were approved for the treatment of epilepsy, we anticipate that they could potentially compete
with other anti- seizure medications, or ASMs, or one another and-. In addition, if one or more of our proprietary
products were approved for the treatment of major depressive disorder, or MDD, we anticipate that they could
potentlally compete w1th other anti- seﬁufe-depressant medlcatrons or ADs ﬁSMs—"Fo—t-he—e*teﬁt—t-hat—we—afe—tmab}e—to

peta he-m prie S . We have no marketed proprletary products and
have not yet completed c11n1ca1 development beyond Phase 2 c11n1ca1 trrals which makes it difficult to assess our ability to
develop our future product candidates and commercialize any resultmg products 1ndependently As a company, we have no
previous experience in completing a Phase 3 clinical trial e+in g : es

and related regulatory requirements including a New Drug Apphcatlon or NDA or equrvalent submission, or the
commercialization of products. We have not yet demonstrated our ability to independently and repeatedly conduct clinical
development after Phase 2, obtain regulatory approval, manufacture drug substance or drug product on a registrational and
commercial scale or arrange for a third- party to do so on our behalf, and commercialize therapeutic products. We will need to
develop such abilities if we are to execute on our business strategy to develop and independently commercialize product
candidates. To execute on our business plan for the development of independent programs, we will need to successfully: « reach
agreement with multiple regulatory agencies on clinical and pre- clinical studies required for registration; * execute our clinical
development and manufacturing plans for later- stage product candidates; ¢ obtain required regulatory approvals in each
jurisdiction in which we will seek to commercialize products; ¢ build and maintain appropriate pre- commercialization
capabilities as well as commercial sales, distribution and marketing capabilities; ¢ build and implement effective market access
strategy and gain market acceptance for our future products, if any; and * manage our spending as costs and expenses increase
due to clinical trials, regulatory approvals and commercialization activities. If we are unsuccessful in accomplishing these
objectives, we will not be able to develop and commercialize any future product candidates independently and could fail to
realize the potential advantages of doing so. If we are not successful in discovering, developing and commercializing additional
product candidates, our ability to expand our business and achieve our strategic objectives may be impaired. We have built a
product development pipeline by identifying product candidates erther from our internal research efforts or through acquiring or
in- hcensmg other product candldates or technologres - i nternal-dise e elde

Both our 1nternal dlscovery efforts and our assessment of potentral acqursrtron or in- licensing opportunities require substantlal
technical, financial and human resources, regardless of whether we identify any viable product candidates. If we are unable to
identify additional product candidates suitable for clinical development and commercialization either from our internal research
efforts or through acquiring or in- licensing other product candidates or technologies, we may not be able to obtain product
revenue in future periods, which likely would result in significant harm to our financial position and adversely impact the market
price of our common shares. If we fail to attract and retain our executive officers and key personnel, we may be unable to
successfully develop our product candidates, perform our obligations under our collaboration agreements, conduct our clinical
trials and commercialize our product candidates. Our success depends in part on our continued ability to attract, retain and
motivate highly qualified management, clinical and scientific personnel. Our industry has experienced a high rate of turnover of
management personnel in recent years. Replacing executive officers or other key employees may be difficult and may take an
extended period of time because of the limited number of individuals in our industry with the breadth of skills and experience
required to develop, gain regulatory approval of and commercialize products successfully. We are highly dependent upon our
executive officers, including Mr. Ian Mortimer, our President and Chief Executive Officer. The loss of services of one or more
of our executive officers could materially delay or even prevent the successful development of our product candidates. In
addition, we will need to hire additional personnel as we expand our clinical development activities and develop commercial
capabilities, including a sales infrastructure to support our independent commercialization efforts. We may not be able to attract
and retain personnel on acceptable terms given the competition among numerous pharmaceutical and biotechnology companies
for individuals with similar skill sets. The inability to recruit or loss of the services of any executive or key employee may
impede the progress of our research, development and commercialization objectives. Our employees, collaborators and other
personnel may engage in misconduct or other improper activities, including non- compliance with legal and regulatory standards
and requirements, which could cause significant liability for us and harm our reputation. We are exposed to the risk of fraud or
other misconduct by our employees, collaborators, vendors, investigational site staff, consultants, commercial partners and other
personnel. Misconduct by those parties could include intentional, reckless and / or negligent conduct or disclosure of
unauthorized activities to us that violates: ¢ the regulations of the FDA, EMA and other foreign regulators, including those laws
requiring the reporting of true, complete and accurate information to such authorities; * manufacturing standards; ¢ insider
trading laws; * data privacy, data protection and security; ¢ federal and state healthcare fraud and abuse laws and regulations in
the U. S. and abroad; and ¢ laws that require the reporting of financial information or data accurately. In particular, sales,
marketing and business arrangements in the healthcare industry are subject to extensive laws and regulations intended to prevent
fraud, misconduct, kickbacks, self- dealing and other abusive practices. Additionally, we are subject to applicable foreign,
federal and state data privacy and security laws. For additional information, see *“ Risk Factors —— We are subject to evolving
global laws and regulations relating to privacy, data protection and information security, which may require us to incur
substantial compliance costs, and any failure or perceived failure by us to comply with such laws and regulations may harm our
business and operations. ” Various laws and regulations may restrict or prohibit a wide range of pricing, discounting, marketing
and promotion, sales commission, customer incentive programs and other business arrangements. Any misconduct could also
involve the improper use or misrepresentation of information obtained in the course of clinical trials or creating fraudulent data



in our pre- clinical studies or clinical trials, which could result in regulatory sanctions and cause serious harm to our reputation.
We have adopted a code of conduct applicable to all of our employees, officers, directors, agents and representatives, including
consultants, but it is not always possible to identify and deter misconduct, and the precautions we take to detect and prevent
misconduct may not be effective in controlling unknown or unmanaged risks or losses or in protecting us from governmental
investigations or other actions or claims, demands, or lawsuits stemming from an actual or alleged failure to comply with these
laws and regulations. Additionally, we are subject to the risk that a person or government could allege such fraud or other
misconduct, even if none occurred. If any such actions are instituted against us, and we are not successful in defending
ourselves, achieving a favorable settlement or otherwise asserting our rights, those actions could have a significant impact on our
business, including the imposition of civil, criminal and administrative penalties, damages, monetary fines, disgorgement,
integrity oversight and reporting obligations, possible exclusion from participation in Medicare, Medicaid and other federal
healthcare programs, contractual damages, reputational harm, diminished profits and future earnings, and curtailment of our
operations. Additionally, defending against any such actions can be costly, time- consuming and may require significant
financial and personnel resources. Therefore, even if we are successful in defending against any such actions that may be
brought against us, our business may be impaired. We may encounter difficulties in managing our growth, including headcount,
and expanding our operations successfully. Our business strategy involves continued development and, where development is
successful, commercialization of select product candidates. In order to execute on this strategy, we will need to build out a
regulatory, sales, manufacturing, supply chain and marketing infrastructure and expand our development capabilities or contract
with third parties to provide these capabilities and infrastructure for us. To achieve this, we will need to identify, hire and
integrate personnel, compensate our employees on adequate terms in an increasingly competitive, inflationary market and
continue to implement and improve our managerial, operational and financial systems. As our operations expand, we expect that
we will need to manage additional relationships with various strategic collaborators, suppliers and other third parties. Future
growth will impose significant added responsibilities on members of management including the need to identify, recruit,
maintain, motivate and integrate additional employees. Also, our management may need to divert a disproportionate amount of
its attention away from our day- to- day activities and devote a substantial amount of time to managing these growth activities.
We may not be able to effectively manage the expansion of our operations, which may result in weaknesses in our business,
give rise to operational errors, loss of business opportunities, loss of employees and reduced productivity amongst remaining
employees. Our expected growth could require significant capital expenditures and may divert financial resources from other
projects, such as the development of existing and additional product candidates. If we are unable to effectively manage our
growth, our expenses may increase more than expected, our ability to generate and grow revenue could be reduced, and we may
not be able to implement our business strategy. Our future financial performance and our ability to commercialize product
candidates and compete effectively will depend, in part, on our ability to effectively manage any future growth. In the ordinary
course of business, we process personal data and other sensitive information, including our proprietary and confidential business
data, trade secrets, intellectual property, data about trial participants collected in connection with clinical trials, and other
sensitive data. Our data processing activities subject us to numerous data privacy and security obligations, such as various laws,
regulations, guidance, industry standards, external and internal privacy and security policies, contracts, and other obligations
that govern the processing of personal data by us and on our behalf. In the U. S., federal, state, and local governments have
enacted numerous data privacy and security laws, including data breach notification laws, personal data privacy laws, and
consumer protection laws. For example, the U. S. federal Health Insurance Portability and Accountability Act of 1996, or
HIPAA, as amended by the Health Information Technology for Economic and Clinical Health Act of 2009, or HITECH,
imposes specific requirements relating to the privacy, security, and transmission of individually identifiable health information
that apply to most U. S. health care providers with which we interact, such as our U. S. clinical trial sites . At the state
level, the California Consumer Privacy Act of 2018, or CCPA, as amended and supplemented by the California Privacy Rights
Act, imposes obligations on businesses to which it applies. The CCPA allows for statutory fines for noncompliance. Although
the CCPA exempts some data processed in the context of clinical trials, the CCPA, to the extent applicable to our business and
operations, may increase compliance costs and potential liability with respect to other personal information we maintain about
California residents. Other states have also enacted data privacy laws. Additional data privacy and security laws have been
proposed at the federal, state, and local levels in recent years, which could further complicate compliance efforts. Outside the U.
S., the European Union’ s General Data Protection Regulation, or EU GDPR , and the United Kingdom’ s GDPR, or UK
GDPR, impose strict requirements for processing the personal data of individuals. For example, under the EU GDPR,
government regulators may impose temporary or definitive bans on data processing, as well as fines of up to 20 million euros or
4 % of annual global revenue, whichever is greater. Further, individuals may initiate litigation related to our processing of their
personal data. Certain foreign jurisdictions have enacted data localization laws and cross- border personal data transfer laws,
which could make it more difficult to transfer information across jurisdictions, such as transferring or receiving personal data
that originates in the European Union, or EU . Additional jurisdictions continue to enact and modify their data privacy
laws, which increases the complexity of the data privacy landscape . Although we endeavor to comply with all applicable
data privacy and security obligations, these obligations are quickly changing in an increasingly stringent fashion, creating some
uncertainty as to how to comply, and potentially requiring us to modify our policies and practices, which may be costly and may
divert the attention of management and technical personnel. Further, we may at times fail, or be perceived to have failed, to have
complied and could face significant consequences. These consequences may include, but are not limited to, government
enforcement actions, investigations and other proceedings; additional reporting requirements and / or oversight; bans on
processing personal data; orders to destroy or not use personal data; and imprisonment of company officials. Any of these events
could have a material adverse effect on our reputation, business, or financial condition, including but not limited to: interruptions
or stoppages in our business operations, including our clinical trials; inability to process personal data or to operate in certain



jurisdictions; limited ability to develop or commercialize our products; expenditure of time and resources to defend any claim or
inquiry; adverse publicity; or revision or restructuring of our operations. Qur business and operations could suffer in the
event of an actual or perceived information security incident such as a cybersecurity breach, system failure, or other
compromise of our systems and / or information, including information held by a third- party contractor or vendor. We
rely on both internal information technology systems and networks, and those of third - party parties-and-thetr-vendors and
contractors to acqulre, transmit, store and otherwise process 1nformat10n in connection with our business activities. Our We-are
i and-eur-ability to effectively manage our business
depends on the securlty, rehab111ty and adequacy of our and our third- party erethercontractors’ er-and vendors’ technology
systems . Any incident, whether hostile or inadvertent, that adversely impacts the confidentiality, integrity or availability
of our systems and / or data , —Any-eyberattaek-including phishing, business email compromise, social engineering,
ransomware or other malware, or any security breach, security incident s-or other destruction, loss, or unauthorized use or other
processing of data maintained or otherwise processed by us or on our behalf could result in a loss of intellectual property or
misappropriation of trade secrets, disruptions to our business and operations, subject us to increased costs and require us to
expend time and resources to address the matter, may subject us to claims, demands, and proceedings by private parties,
regulatory investigations and other proceedings, and fines, penalties, and other liability and have a material adverse effect on our
business. In addition, the loss, alteration or other damage to or other unavailability of pre- clinical data or clinical trial data from
completed or ongoing clinical trials for our product candidates could result in delays in our development and regulatory
approval efforts and significantly increase our costs to recover or reproduce the data. Any cyber- attack, security breach or
incident, or other destruction, loss or unauthorized processing of data maintained or otherwise processed by us or on our behalf,
or the perception any such matter has occurred, could result in actual or alleged violations of applicable U. S. and international
privacy, data protection, information security and other laws and regulations, harm our reputation and subject us to litigation and
governmental investigations and proceedings by federal, state and local regulatory entities in the U. S. and by international
regulatory entities, resulting in exposure to material civil and / or criminal proceedings and liability. In addition, we may incur
significant additional expense to implement further measures relating to privacy, data protection and information security,
whether in response to an actual or perceived security breach or incident or otherwise. To date, we have not experienced any
material impact to our business, financial position or operations resulting from cyberattacks or other information security
incidents; however, because of frequently changing attack techniques, along with the increased volume and sophistication of
such attacks, our business, financial position or operations could be adversely impacted in the future. Moreover, the
increasingly distributed nature of computing, including prevalent use of mobile devices thatto access confidential
information s-and widespread use of cloud- based applications with-hoested in remote data centers, and-ability-to-workremetely
al-inerease-increases the risk of security breaches and incidents. These risks may be heightened due to the increasing number of
our and our third- party vendors’ and contractors’ personnel working remotely. As cyber threats continue to evolve, we may be
required to expend significant additional resources to continue to modify or enhance our protective measures or to investigate
and remediate information security vulnerabilities , threats and incidents . While we have implemented layered security
measures, our computer systems and the external systems and services used by our third- party contract manufacturers, or
CMOs, and contract research organizations, or CROs, and their vendors and contractors remain potentially vulnerable to these
events and there can be no assurance that we will be successful in preventing cyber- attacks or successfully mitigating their
effects. Our liability insurance may not be sufﬁcrent in type or amount to cover us against clarms related to secur1ty breaches,
cyberattacks and other related breaches r-ade z g : : ;

risks associated wrth international operatlons could materrally harm our busrness We must dedrcate addltlonal resources to
comply with numerous laws and regulations in each jurisdiction in which we operate and plan to operate outside the U. S.,
including those countries outside the U. S. in which we are conducting clinical trials. As we engage in significant cross- border
and international activities, we will be subject to risks related to international operations, including: ¢ different regulatory
requirements for tnitiating-conducting clinical trials, registering and maintaining approval of , manufacturing and advertising
drugs in foreign countries; * reduced protection for intellectual property rights in certain countries; ¢ unexpected changes in
tariffs, trade barriers and regulatory requirements; ¢ economic weakness, including inflation, political instability or open conflict
in particular foreign economies and markets;  differing and multiple payer-payer reimbursement regimes, government payers or
patient self- pay systems; ¢ compliance with tax, employment, immigration and labor laws for employees living or traveling
abroad; « foreign currency fluctuations, which could result in increased operating expenses and reduced revenue, and other
obhgatrons of doing bus1ness in another country, Workforce uncertainty in countrres where labor unrest is more ‘common than
in North Amerlca : : ; : : A ; at-1ma

domestlc and international anti- corruptron laws such as the U. S. Foreign Corrupt Practices Act and the U. K. Bribery Act, or
of U. S. and international import, export and re- export control and sanctions laws and regulations, the likelihood of which may
increase with an increase of operations in foreign jurisdictions, directly or indirectly through third parties (whose corrupt or other
illegal conduct may subject us to liability), which may involve interactions with government agencies or government- affiliated
hospitals, universities and other organizations, such as conducting clinical trials, selling our products, and obtaining necessary
permits, licenses, patent registrations, and other regulatory approvals; ¢ tighter restrictions on privacy and data protection, and
more burdensome obligations associated with the collection, use and retention of data, including clinical data and genetic
material, may apply in jurisdictions outside of North America; ¢ production shortages resulting from any events affecting raw
material supply or manufacturing capabilities abroad; ¢ business interruptions resulting from geopolitical actions, including war,



3 ngotng-eon A6 ; and terrorism, or natural disasters including
earthquakes, typhooni floods and fires; and » supply and other drsruptrons resulting from the impact of public health pandemics

or epidemics yineluding-the-COVID-—9-pandemie;-on our strategic partners, third- party manufacturers, suppliers and other

thrrd partres upon Wthh we rely If we are unable to %ucceqsfully manage these I’l%kS as%ocrated Wrth Cross- border and

be—materta-l— U. S. holders of our common %hares may suffer adverse tax consequences if we are characterized as a paqswe
foreign investment company. Generally, for any taxable year in which 75 % or more of our gross income is passive income, or
at least 50 % of the average percentage of our assets (as determined under applicable Treasury Regulations, which may be
determined in part by the market value of our common shares, which is subject to change) are held for the production of, or
produce passive income, we would be characterrzed as a passive forergn 1nvestment company, or PFIC, for U. S. federal

income tax purposes. Based on the our gross income and gross assets, we
are deemed de-netbeleve-we-were-a PF IC for the taxable year ended—endlng December 31, 20222023 and may but-we-eotld
be a PFIC #n-for subsequent taxable years. Our status as a PFIC is a fact- intensive determination made on an annual basis, and
we cannot provide any assurance regarding our PFIC status for the current taxable year or future taxable years. If we are a PFIC
for any year, U. S. holders of our common shares may suffer adverse tax consequences. Gains realized by non- corporate U. S.
holders on the sale of our common shares would be taxed as ordinary income, rather than as capital gain, and the preferential tax
rate applicable to dividends received on our common shares would be lost. Interest charges would also be added to taxes on
gains and dividends realized by all U. S. holders. U. S. holders should consult their own tax advisors with respect to their
particular circumstances. A U. S. holder may avoid these adverse tax consequences by timely making a qualified electing fund
election. For each year that we would meet the PFIC gross income or asset test, an electing U. S. holder would be required to
include in gross income its pro rata share of our net ordinary income and net capital gains, if any. A U. S. holder may make a
qualified electing fund election only if we commit to provide U. S. holders with their pro rata share of our net ordinary income
and net capital gains. We will provide, upon request, our U. S. holders with the information that is necessary in order for them
to make a qualified electing fund election and to report their pro rata shares of ordinary earnings and net capital gains for each
year we believe we were a PFIC. U. S. holders should consult their own tax advisors with respect to making this election and
the related reporting requirements. A U. S. holder may also mitigate the adverse tax consequences by timely making a mark- to-
market election. Generally, for each year that we meet the PFIC gross income or asset test, an electing U. S. holder would
include in gross income the increase in the value of its common shares during each of its taxable years and deduct from gross
income the decrease in the value of such shares during each of its taxable years. A mark- to- market election may be made and
maintained only if our common shares are regularly traded on a qualified exchange, including the Nasdaq Global Market, or
Nasdaq. Whether our common shares are regularly traded on a qualified exchange is an annual determination based on facts
that, in part, are beyond our control. Accordingly, a U. S. holder might not be eligible to make a mark- to- market election to
mitigate the adverse tax consequences if we are characterized as a PFIC. U. S. holders should consult their own tax advisors
with respect to the possibility of making this election. In addition, if we are or become a PFIC (or our PFIC status is uncertain),
it may deter certain U. S. investors from purchasing our common shares, which could have an adverse impact on the market
price of our common shares. Our ability to use our net operating loss carryforwards and certain other tax attributes may be
limited. We have significant AtDeeember3+;,2022-we-had-Canadian federal net operating loss carryforwards tetaling-$338-6
mithen-which are limited wi-beginto-expire-in life 2026In-addition-, we-had-Canadian federal investment tax credit
carryforwards e-f—$£—7—3—m—1-l-heﬂ—and provrncral 1nve€tment tax Credrt Carryforwardq of $-84-miltlien-which swill- beginto-expire
W ; ould expire unused and be unavailable
to offset future income tax habrhtres The rules deahng Wrth Canadian and U. S. federal provincial, state, and local income
taxation are constantly under review by persons involved in the legislative process and by the €anadian—- Canada Revenue
Agency, Internal Revenue Service and the U. S. Treasury Department. Changes to tax laws, or changes in interpretations of
existing laws (which changes may have retroactive application), including with respect to net operating losses and tax credits,
could adversely affect us or holders of our common shares. In recent years, many such changes have been made and changes are
likely to continue to occur in the future. Future changes in tax laws could have a material adverse effect on our business, cash
flow, financial condition or results of operations. We may become subject to income tax in jurisdictions in which we are
organized or operate, which would reduce our future earnings. There is a risk that we may become subject to income tax in
jurisdictions outside of Canada and the U. S., if under the laws of any such jurisdiction, we are considered to be carrying on a
trade or business there or earn income that is considered to be sourced there and we do not qualify for an exemption. In
jurisdictions where we do not believe we are subject to tax, we can provide no certainty that tax authorities in those jurisdictions




will not subject one or more tax years to examination. Tax examinations are often complex as tax authorities may disagree with
the treatment of items reported by us, the result of which could have a material adverse effect on our operating results and
financial condition. Acquisitions or other strategic transactions could disrupt our business, cause dilution to our shareholders and
otherwise harm our business. We actively evaluate various strategic transactions on an ongoing basis, including the acquisition
of other businesses, products or technologies as well as pursuing strategic alliances, licensing transactions or investments in
complementary businesses. Any of these transactions could be material to our financial condition and operating results and
expose us to many risks, including: ¢ disruption in our relationships with collaborators or suppliers as a result of such a
transaction; * unanticipated liabilities related to acquired companies; ¢ difficulties integrating acquired personnel, technologies
and operations into our existing business; ¢ retention of key employees; ¢ diversion of management time and focus from
operating our business to pursuing strategic transactions and managing any such strategic alliances, joint ventures or acquisition
integration challenges;  dilution to our shareholders if we issue equity in connection with such transactions; ¢ increases in our
expenses and reductions in our cash available for operations and other uses; and ¢ possible write- offs or impairment charges
relating to acquired businesses. Foreign acquisitions involve unique risks in addition to those mentioned above, including those
related to integration of operations across different cultures and languages, currency risks and the particular economic, political
and regulatory risks associated with specific countries. Also, the anticipated benefit of any strategic alliance or acquisition may
not materialize. Future acquisitions or dispositions could result in potentially dilutive issuances of our equity securities, the
incurrence of debt, contingent liabilities or amortization expenses or write- offs of goodwill, any of which could harm our
financial condition. We cannot predict the number, timing or size of future acquisitions, or the effect that any such transactions
might have on our operating results. Our current and future operations in the U. S. and elsewhere will be subject, directly or
indirectly, to applicable federal and state anti- kickback, fraud and abuse, false claims, transparency, health information privacy
and security, and other healthcare laws and regulations, which could expose us to criminal sanctions, civil penalties, contractual
damages, reputational harm, administrative burdens, and diminished profits and future earnings. Healthcare providers and third-
party payers in the U. S. and elsewhere play a primary role in the recommendation and prescription of any product candidates
for which we obtain marketing approval. Our earrentarrangements with healthrhealthcare eare-providers , and-our-futare
arrangements-with-third- party payers , patients and eastomers-other parties within the healthcare industry may expose us to

broadly apphcable fraud and abuse and other healthcare laws and regulatlonq —me{ud-mgrwrt-heﬁt—hmrtﬁtteﬂrthe—feéefa-h%rm-

may constrain the business or ﬁnanClal arrangements and relatlonihlp% through which we market iell and dlstnbute any
products for which we obtain marketing approval. in-addition-Restrictions under applicable healthcare and data privacy
laws and regulations 1nclude the followmg some of whlch will apply only if and when we have a marketed product may

things, persons from knowmgly and willfully Sohcltmg, offering, receiving or providing remuneratlon dlrectly or indirectly, in
cash or in kind, to induce or reward either the referral of an individual for, or the purchase, order or recommendation of, any
good or service for which payment may be made under federal and state healthcare programs such as Medicare and Medicaid; *
federal civil and criminal false claims laws, including the federal False Claims Act, which can be enforced through civil
whistleblower, or qui tam actions, as well as civil monetary penalty laws can impose criminal and civil penalties, assessment,
and exclusion from participation for various forms of fraud and abuse involving the federal keatth-healthcare eare-programs,
such as Medicare and Medicaid; * the federal Health Insurance Portability and Accountability Act of 1996, or HIPAA,
ineluding-its-as amended, which imposes criminal and civil liability pfeﬂs-teﬁs—for executing a scheme to defraud any
healthcare benefit program and also establishes requirements related to the privacy and-, security ebligationstmpeosed-on
eovered-entities-, and business-assoetates-transmission of individually identifiable health information which apply to many
healthcare providers, physicians, and third- party payers with whom we interact ; - thc FDCA, which, among other
things, strictly regulates drug product and medical device marketing, prohibits manufacturers from marketing such
products for off- label use and regulates the distribution of samples; ¢ federal laws that require pharmaceutical
manufacturers PhystetansPayment-Sunshine-Aet-also-referred-to report certain calculated product prices to the
government or provide certain discounts or rebates to government authorities or private entities, often as a condition of
reimbursement under governmental healthcare programs; ¢ the €MS-so- called federal" sunshine law" or Open
Payments -which requires appheable-manufacturers of eertain-drugs, devices, biologics , and medical supplies to report to the

Centers for whieh-paymentis-avatlable-under-Medicare & Medicaid Services or-the-Children’sHealth-Insuranee Program
fw&h—eert&&rexeepﬁens%eﬁ—&ﬁﬁuaﬁy—te%—mformatlon related to —eeftam—paymentq er—and other traanerq of value

et-hefs-)—aﬁd—teachmo hoqpltals phys1clans, and other healthcare practltloners, as Well as -m-ferm&t-'ten—regafd-'mg—ownership or
and investment interests held by physicians and their immediate family members; ¢ federal and state consumer protection

and unfair competition laws, which broadly regulate marketplace activities and activities that potentially harm
consumers; and * analogous state and foreign laws and regulations, such as state anti- kickback and false claims laws, which
may apply to sales or marketing arrangements and claims involving healthcare items or services reimbursed by non-
governmental third- party payer% 1nclud1ng prlvate insurers; qtate and foreign laws that limit financial 1nteract10ns between
manufacturer p p AT ; ;

may-be-made-to-healtheare—--- health care providers; state-and-foretgmlaws-thatrequire &fug—manufactm ers to fepeft



information-retated-adopt certain compliance standards; require disclosure to payments-to-phystetans-and-other—- the
healtheare-providers-or-government and public of financial interactions; require disclosure of marketing expenditures +state
or pricing information, regulate drug pricing and teealHaws-/ or fequﬁtng—requlre the registration of pharmaceutical sales
representatives 3 ; and state and foreign laws governing the collection, export, privacy, use, protection and security of biological
materials and health information in certain circumstances, many of which differ from each other in significant Ways and may not
have the same effect thu% comphcatlng Cornphance effort% - ; ATFANE v

ﬁtuLbus-tﬂess—may—be—rmparfed— If we fall to comply Wlth enVlronmental health and %afety laws and regulatlonq we could
become subject to fines or penalties or incur costs that could have a material adverse effect on the success of our business. Our
research and development activities involve the controlled use of potentially harmful biological materials as well as hazardous
materials, chemicals, and various radioactive compounds typically employed in molecular and cellular biology. For example, we
routinely use cells in culture and we employ small amounts of radioisotopes. We cannot completely eliminate the risk of
accidental contamination or injury from the use, storage, handling, or disposal of these materials through our maintenance of up-
to- date licensing and training programs. In the event of contamination or injury, we could be held liable for damages that result,
and any liability could exceed our resources. We currently carry insurance covering certain claims arising from our use of these
materials. However, if we are unable to maintain our insurance coverage at a reasonable cost and with adequate coverage, our
insurance may not cover any liability that may arise. We are subject to Canadian federal, provincial, and local laws and
regulations and may be subject to U. S. and / or foreign, laws and regulations governing the use, storage, handling, and disposal
of these materials and specified waste products. Complying with regulations regarding the use of these materials could be costly,
and if we fail to comply with these regulations, it could have a material adverse effect on our operations and profitability. We or
the third parties upon whom we depend may be adversely affected by earthquakes or other natural disasters and our business
continuity and disaster recovery plans may not adequately protect us from serious disaster. Our headquarters are located in
Burnaby, British Columbia, Canada. We are vulnerable to natural disasters such as earthquakes that could disrupt our operations.
If a natural disaster, power outage, fire or other event occurred that prevented us from using all or a significant portion of our
headquarters, that damaged critical infrastructure, such as the manufacturing facilities of our CMOs, or that otherwise disrupted
operations, it may be difficult or, in certain cases, impossible for us to continue our business for a substantial period of time.
Although we carry insurance for earthquakes and other natural disasters, we may not carry sufficient business interruption
insurance to compensate us for all losses that may occur. The disaster recovery and business continuity plans we have in place
may not be adequate in the event of a serious disaster or similar event. We may incur substantial expenses as a result of a natural
disaster or earthquake, which could have a material adverse effect on our business. In addition, we may lose samples or other
valuable data. The occurrence of any of the foregoing could have a material adverse effect on our business. Risks Related to the
Discovery, Development and Commercialization of Our Product Candidates We currently have no products approved for
commercial sale and are investing significant efforts and financial resources in the development of our tead-clinical- stage
product candidate, XEN1101 for the treatment of epilepsy , MDD and potentially other neurological disorders . Our future
business success depends on the continued development and ultimate regulatory approval of XEN1101. We will need to
successfully enroll and complete our XEN1101 Phase 3 program-epilepsy clinical trials and any other future Phase 3 clinical
trials . The future regulatory and commercial success of XEN1101 is subject to a number of risks, including: ¢ successful
patient enrollment in clinical trials and ultimate completion of clinical trials; ¢ successful efficacy data from our clinical
programs that support acceptable risk- benefit profiles of XEN1101 in the intended patient populations; ¢ receipt and
maintenance of marketing approvals from applicable regulatory authorities; * completing any post- marketing studies required
by applicable regulatory authorities; ¢ obtaining and maintaining patent and trade secret protection and regulatory exclusivity for
XENT1101; « making arrangements with third- party manufacturers for both clinical and commercial supplies of XEN1101; ¢
establishing sales, marketing and distribution capabilities and commercial launch of XEN1101, if and when approved, whether
alone or in collaboration with others; ¢ successful commercial launch of XEN1101, if and when approved; ¢ acceptance of
XEN1101, if and when approved, by patients, the medical community and third- party pasers-payers ; * obtaining and
maintaining acceptable pricing, third- party insurance coverage and adequate reimbursement; * maintaining a continued
acceptable safety profile of XEN1101 following approval;  effectively competing with other therapies; ¢ enforcing and
defending intellectual property rights and claims; and e raising sufficient funds to support the-regulatory approval and
commercialization activities. Many of these risks are beyond our control, including the risks related to clinical development, the



regulatory submission process, potential threats to our intellectual property rights and the manufacturing, marketing and sales
efforts of any future collaborator. If we or any collaborator are unable to develop, receive regulatory approval for, or
successfully commercialize XEN1101 for our initial or potential additional indications, or if we experience delays as a result of
any of these risks or otherwise, our business could be materially harmed. In addition, of the large number of drugs in
development in the pharmaceutical industry, only a small percentage result in the submission of an NDA to the FDA and even
fewer are approved for commercialization. Furthermore, even if we do receive regulatory approval for XEN1101 for any
indication, any such approval may be subject to limitations on the indications or uses or patient populations for which we may
market XEN1101. Accordingly, even if we are able to obtain the requisite financing to continue to fund our development
programs, we cannot ensure that we will successfully develop or commercialize XEN1101 for any indication. Our approach to
drug discovery is unproven, and we do not know whether we will be able to develop any products of commercial value. Our
approach to drug discovery may not reproducibly or cost- effectively result in the discovery of product candidates and
development of commercially viable products that safely and effectively treat human disease. Our drug discovery efforts may
initially show promise in identifying additional petentiat-product candidates yet fail to yield viable product candidates for
clinical development or commercialization. Such failure may occur for many reasons, including that any product candidate may,
on further study, be shown to have serious or unexpected side effects or other characteristics that indicate it is unlikely to be safe
or otherwise does not meet applicable regulatory criteria and / or not be capable of being produced in commercial quantities at
an acceptable cost, or at all. If our discovery activities fail to identify novel targets for drug discovery, or such targets prove to
be unsuitable for treating human disease, or if we are unable to develop product candidates with specificity and selectivity for
such targets, we will fail to develop viable products. If we fail to develop and commercialize viable products, we will not
achieve commercial success. Results of pre- clinical studies and / or earlier clinical trials may not be predictive of the results of
later- stage clinical trials and the results of our clinical trials may not satisfy regulatory requirements and we may experience
delays or unexpected d1ff1cult1es in obta1n1ng regulatory approval The results of pre chn1cal studies, either generated by us 5

S 6 d 0 , by our CROs or by other th1rd
part1es from which we have n- l1censed or acquired a product candldate may not be pred1ct1ve of results in clinical testing.
Moreover, pre- clinical results can often be difficult to compare across different studies for a variety of reasons, including
differences in experimental protocols and techniques, personnel, equipment and other factors, which may make the pre- clinical
results less reliable and predictive of clinical trial results. In addition, published clinical data or case reports from third parties or
early clinical trial data of our product candidates may not be predictive of the results of later- stage clinical trials. Interpretation
of results from early, usually smaller, studies that suggest a clinically meaningful response in some patients, requires caution.
Results from later stages of clinical trials enrolling more patients may fail to show the desired safety and efficacy results or
otherwise fail to be consistent with the results of earlier trials of the same product candidate. Later clinical trial results may not
replicate earlier clinical trials for a variety of reasons, including differences in trial design, different trial endpoints (or lack of
trial endpoints in exploratory studies), patient population, number of patients, patient selection criteria, trial duration, drug
dosage and formulation and lack of statistical power in the earlier studies. These uncertainties are enhanced where the diseases
or disorders under study lack established clinical endpoints, validated measures of efficacy, as is often the case with erphan
d-tseases—er—dlsorders for Wthh no drugs have been developed prev10usly and where the product candldates target novel
mechamsms —Forexa 0 V16 g

te—rts—nevel—me-leeu-lar—meehamsﬁa— Further our product candldates may not be approved even 1f they achleve thelr primary
endpoint in our Phase 3 clinical trials. The FDA, EMA or foreign regulatory authorities may disagree with our trial design and
our interpretation of data from pre- clinical studies and clinical trials or require additional data. In addition, any of these
regulatory authorities may change its requirements for the approval of a product candidate even after reviewing and providing
comments or advice on a protocol for a pivotal clinical trial that, if successful, would potentially form the basis for an
application for approval by the FDA, EMA or another foreign regulatory authority. For example, the FDA may refuse to accept
our planned NDA for substantive review or may conclude after review of our data that our application is insufficient to obtain
regulatory approval. If the FDA does not approve our planned NDA, it may require that we conduct additional clinical,
nonclinical or manufacturing studies before it will reconsider our application. Depending on the extent of these or any other
studies required by FDA or another regulatory authority, approval of an NDA or equivalent filing may be significantly delayed
or may require us to expend more resources than we have available. Furthermore, applicable regulatory authorities may also
approve our product candidates for a narrower indication or population than we request or may grant approval contingent on the
performance of costly post- marketing commitments. Interim, initial, “ top- line ” and preliminary data from our clinical trials
that we announce or publish from time to time may change as more patient data become available and are subject to audit and
verification procedures that could result in material changes in the final data. From time to time, we may publicly disclose
preliminary or top- line data from our pre- clinical studies and clinical trials, which are based on preliminary analyses of then-
available data, and the results and related findings and conclusions are subject to change following a more comprehensive
review of the data related to the particular pre- clinical study or clinical trial. We also make assumptions, estimations,
calculations and conclusions as part of our analyses of data, and we may not have received or had the opportunity to fully and
carefully evaluate all data. As a result, the top- line or preliminary results that we report may differ from future results of the
same studies or trials, or different conclusions or considerations may qualify such results, once additional data have been
received and fully evaluated. Top- line data also remain subject to audit and verification procedures that may result in the final
data being materially different from the preliminary data we previously published. As a result, top- line data should be viewed
with caution until the final data are available. Further, others, including regulatory agencies, may not accept or agree with our
assumptions, estimates, calculations, conclusions or analyses or may interpret or weigh the importance of data differently, which



could impact the value of the particular program, the approvability or commercialization of the particular product candidate or
product and could have a material adverse effect on the success of our business. In addition, the information we choose to
publicly disclose regarding a particular study or clinical trial is based on what is typically extensive information, and you or
others may not agree with what we determine is material or otherwise appropriate information to include in our disclosure. If the
interim, topline or preliminary data that we report differ from actual results, or if others, including regulatory authorities,
disagree with the conclusions reached, our ability to obtain approval for, and commercialize, our product candidates may be
harmed, which could harm our business, results of operations, prospects or financial condition. Further, disclosure of interim,
top- line or preliminary data by us or by our competitors could result in volatility in the price of our common shares. Our and
our collaborators’ clinical product candidates, which include XEN1101 ;2¥EN496;-and NBI- 921352 (being developed by our
collaborator Neurocrine Biosciences), along with product candidates we expect to enter clinical development, which include our
pre- clinical compounds, are in varying stages of development and will require substantial clinical development, testing and
regulatory approval prior to commercialization. Before obtaining regulatory approvals for the commercial sale of our product
candidates, we, or our collaborators, must demonstrate through lengthy, complex and expensive pre- clinical testing and clinical
trials that each product candidate is both safe and effective for use in each target indication. Failure can occur at any time during
the clinical trial process. Clinical trials often fail to demonstrate safety and efficacy of the product candidate studied for the
target indication. Most product candidates that commence clinical trials are never approved as products. A number of companies
in the biopharmaceutical industry have suffered significant setbacks in advanced clinical trials due to lack of efficacy or adverse
safety profiles, notwithstanding promising results in earlier trials. In addition to the safety and efficacy trials of any product
candidate, clinical trial failures may result from a multitude of factors including flaws in trial design, dose selection, statistical
analysis plan, placebo effect, patient enrollment criteria, patient compliance and trial execution. Data obtained from trials and
studies are susceptible to varying interpretations, and regulators may not interpret our data as favorably as we do, which may
delay, limit or prevent regulatory approval. Failure of a clinical trial due to any of these reasons could materially harm our
business and the market price of our common shares. In the case of some of our and our collaborators’ product candidates, we
and our collaborators are seeking to develop treatments for certain diseases or disorders for which there is relatively limited
clinical experience, and clinical trials may use novel endpoints and measurement methodologies or subjective patient feedback,
which adds a layer of complexity to these clinical trials and may delay regulatory approval. Negative or inconclusive results
from our, or our collaborators’, clinical trials could lead to a decision or requirement to conduct additional pre- clinical testing or
clinical trials or result in a decision to terminate the continued development of a product candidate. For example, in October
2021, we released topline data from our Phase 2b X- TOLE clinical trial of XEN1101 in adult patients with focal epilepsy. Even
theugh-the-In addition, in November 2023, we released topline data from our Phase 2 X- FOEE-NOVA clinical trial swere
positive;-of XEN1101 in patients with MDD. there-There can be no assurance that our ongoing XEN1101 Phase 3 pregrant
epilepsy clinical trials or any other future Phase 3 clinical trials will demonstrate adequate efficacy and safety results and
that we will be able to obtain regulatory approval of XEN1101. Any of the foregoing outcomes would materially and adversely
impact our business, product candidate pipeline and future prospects. If our, or our collaborators’, product candidates are not
shown to be both safe and effective in clinical trials, such product candidates will be unable to obtain regulatory approval or be
successfully commercialized. In addition, our, or our collaborators’, failure to demonstrate positive results in clinical trials in any
indication for which we, or our collaborators, are developing clinical product candidates could adversely affect development
efforts in other indications. In such case, we would need to develop other compounds and conduct associated pre- clinical
testing and clinical trials, as well as potentially seek additional financing, all of which would have a material adverse effect on
our business, growth prospects, operating results, financial condition and results of operations. We, or our collaborators, may not
be able to identify, recruit and enroll a sufficient number of patients, or those with required or desired characteristics to achieve
dlver51ty ina study, to complete clinical trials in a tlmely manner, or at all. Patient enrollment for clinical trials for-altra—orphan;
d motre-prevalentee ps-is affected by factors including: « severity of the disease or

dlsorder under 1nvest1gat10n . de51gn of the study protocol; ¢ size of the patient population and geographic dispersion; ¢
identification of patients; ¢ eligibility criteria for the study in question; ¢ perceived risks and benefits of the product candidate
under study; ¢ our ability to recruit clinical trial investigators with the appropriate competencies , staff and experience; ®
proximity and availability of clinical trial sites for prospective patients; ¢ availability of competing therapies and clinical trials; ®
efforts to facilitate timely enrollment in clinical trials; and ¢ patient referral practices of physicians. Our Fhe-limited-patient
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chmcal trlals W111 compete W1th other chmcal trlals for product candldates that are in the same therapeutlc areas as our product
candidates, and this competition will reduce the number and types of patients available to us, because some patients who might
have opted to enroll in our trials may instead opt to enroll in a trial being conducted by one of our competitors. Since the number
of qualified clinical investigators is limited, we expect to conduct some of our clinical trials at the same clinical trial sites that
some of our competitors use, which will reduce the number of patients who are available for our clinical trials at such clinical
trial sites. Our and our eeHaberator-collaborators ' ~s-inability to enroll a sufficient number of patients for our clinical trials
would result in significant delays or might require us to abandon one or more clinical trials altogether. Delays in patient
enrollment may result in increased costs, affect the timing or outcome of the planned clinical trials, affect product candidate
development and approval process and jeopardize our ability to seek and obtain the regulatory approval required to commence
product sales and generate revenue, any of which could cause the value of our company to decline and limit our ability to obtain



additional financing if needed. Our success also depends on the collective performance, contributions, and expertise of the
personnel who manage our clinical trial sites. There is significant competition for qualified personnel, particularly those with
higher educational degrees, in the biopharmaceutical and related services industries. Increased personnel turnover and labor
shortages facing the biopharmaceutical services industry could have a negative impact on the third parties we rely on to execute
our clinical trials. While we seek to choose trial sites with adequate staffing support, we cannot be certain that personnel
turnover or the broader labor market dynamics in this industry will not negatively impact our trial sites. If our sites are
negatively impacted by these factors, our ability to enroll our clinical trials in a timely fashion may be hindered and might
negatively affect our business, development timelines, and financial condition. To obtain the requisite regulatory approvals to
commercialize any of our product candidates, we, or our collaborators, must demonstrate through extensive pre- clinical studies
and clinical trials that our, or our collaborators’, product candidates are safe and effective in humans. We, or our collaborators,
may experience delays in completing our, or our collaborators’, clinical trials or pre- clinical studies, and initiating or
completing additional clinical trials or pre- clinical studies, including as a result of regulators not allowing or delay in allowing
clinical trials to proceed under an IND, or not approving or delaying approval for any clinical trial grant or similar approval we
need to initiate a clinical trial. We, or our collaborators, may also experience numerous unforeseen events during our clinical
trials that could delay or prevent our, or our collaborators’, ability to complete development for a product candidate, or
receive marketing approval or commercialize the product candidates we, or our collaborators, develop, including: ¢ delay or
failure in obtaining the necessary approvals from regulators or institutional review boards, or IRBs, in order to commence a
clinical trial at a prospective trial site, or their suspension or termination of a clinical trial once commenced; ¢ inability to reach
agreement with prospective CROs and clinical trial sites, the terms of which can be subject to extensive negotiation and may
vary significantly among different CROs and trial sites, or the breach of such agreements; « we may experience challenges or
delays in recruiting principal investigators or study sites to lead our clinical trials;  side effects or adverse events in study
participants presenting an unacceptable safety risk; ¢ failure of third- party contractors, such as CROs, or investigators to comply
with regulatory requirements, including good clinical practices, or GCPs; ¢ difficulty in having patients complete a trial, adhere
to the trial protocol, or return for post- treatment follow- up; ¢ the number of subjects or patients required for clinical trials of our
product candidates may be larger than we anticipate, enrollment in these clinical trials may be insufficient or slower than we
anticipate, and the number of clinical trials being conducted at any given time may be high and result in fewer available patients
for any given clinical trial, or patients may drop out of these clinical trials at a higher rate than we anticipate; * clinical sites
deviating from trial protocol or dropping out of a trial; « we may have to amend clinical trial protocols submitted to regulatory
authorities or conduct additional studies to reflect changes in regulatory requirements or guidance, which it may be required to
resubmit to an IRB and regulatory authorities for re- examination; ¢ challenges or delays with accessing certain species of
animals to complete our pre- clinical studies; * problems with investigational medicinal product storage, stability and
distribution; e our inability to manufacture, or obtain from third parties, adequate supply of drug substance or drug product
sufficient to complete our pre- clinical studies and clinical trials, including supply chain issues resulting from any events
affecting raw material supply or manufacturing capabilities abroad; ¢ a requirement to undertake and complete additional pre-
clinical studies to generate data required to initiate clinical development or to support the continued clinical development of a
product candidate or submission of an NDA or equivalent; ¢ unforeseen disruptions, caused by man- made or natural disasters,
public health pandemics or epidemics, civil unrest or military conflict, or other business interruptions sinekdingforexample;
the-COVID-—19-pandemie-; and * governmental or regulatory delays and changes in regulatory requirements, policy and
guidelines. These risks and uncertainties could impact any of our, or our collaborators’, clinical programs and any of the clinical,
regulatory or operatlonal events descrlbed above could change our, or our collaborators planned ellnlcal and regulatory

ﬁﬂgemg—G@%L}B-—H-paﬂdemte—Fuﬁher—ehaﬂenges-Challenges in enrollrng and retarnrng patlents in our clrnrcal trrals 1nclud1ng
inour XEN1101 Phase 3 pregrantepilepsy clinical trials , whether as a result of the-COViD-—19-pandemte-pandemics ,
geopolitical events, or for any other reasons, may further delay the trials or cause them to be discontinued. The results of any
Phase 3 or other pivotal clinical trials ;ineluding-withouttimitatton-eurEPHtrial-may not be adequate to support marketing
approval. These clinical trials are lengthy and ;with-respeet-te-non—orphanindieations;-usually involve many hundreds to
thousands of patients. Clinical trials can also be lengthy due to the challenge of identifying patients —es-peeta-l-ly—l—n—efpha-n
-}nd-reat—teﬂs—weh—as—KGNQ%-—BE-E— Even if patients are successfully identified, they may fail screening criteria , including
baseline seizure burden for epilepsy clinical trials, and, as a result, not be enrolled in the trial. Any challenges associated with
identifying, screen1ng and / or enrolling patients in our trials may extend the time needed to complete our EPH<trial-or-other
clinical trials or require additional sites to be initiated in order to achieve target enrollment numbers and to complete our clinical
trials, which may increase the cost of our operations and / or delay the timing of our regulatory approval. In addition, if the
FDA, EMA or another foreign regulator disagrees with our, or our collaborators’, choice of the key testing criterion, or primary
endpoint, or if the results for the primary endpoint are not robust or significant relative to the control group of patients not
receiving the experimental therapy, or our statistical analysis is inconclusive, such regulator may refuse to approve our product
candidate in the region in which it has jurisdiction. The FDA, EMA or other foreign regulators also may require additional
clinical trials as a condition for approving any of these product candidates. We, or our collaborators, could also encounter delays
if a clinical trial is suspended or terminated by us, by our collaborators, by the IRBs of the institutions in which such trial is
being conducted, by any Data Safety Monitoring Board for such trial, or by the FDA, EMA or other foreign regulatory
authorities. Such authorities may impose such a suspension or termination due to a number of factors, including failure to



conduct the clinical trial in accordance with regulatory requirements or our clinical protocols, inspection of the clinical trial
operations or trial site by the FDA, EMA or other foreign regulatory authorities resulting in the imposition of a clinical hold,
product candidate manufacturing problems, unforeseen safety issues or adverse side effects, failure to demonstrate a benefit
from using a drug, changes in governmental regulations or administrative actions or lack of adequate funding to continue the
clinical trial. In addition, delays can occur due to safety concerns arising from trials or other clinical data regarding another
company’ s product candidate in the same compound class as one of ours. Additionally, changes in applicable regulatory
requirements and guidance may occur and we may need to amend clinical trial protocols to reflect these changes or to include
additional objectives that could yield important scientific information critical to our overall development strategy. The protocol
amendment process often requires review and approval by several review bodies, including regulatory agencies and scientific,
regulatory and ethics boards and IRBs which may affect timely completion of a clinical trial. Further, these protocol
amendments may not be accepted by the revrew bodies in the form submitted, or at all, Wthh may unpact costs, tunmg or
successful completion of a clrnrcal trial. Sin areh ; g : y he

collaborators experience delays in the completion of, or termination of, any cllnrcal trial of one of our product candrdates the
commercial prospects of the product candidate may be harmed, the period during which we may have the exclusive right to
commercialize our products under patent protection could be shortened, and our, or our collaborators’, ability to commence
product sales and generate product revenue from the product will be delayed. In addition, any delays in completing our clinical
trials will increase our costs and slow down our product candidate development and approval process and may ultimately lead
to the termination of a clinical trial and development of a product candidate . Any of these occurrences may harm our
business, financial condition and prospects significantly. In addition, many of the factors that cause or lead to a delay in the
commencement or completion of clinical trials may also ultrmately lead to the denial of regulatory approval of our, or our
collaborators product candrdates - 6t : - d ;

: . Our product candrdates may cause undesuable s1de
effects or have other properties that could delay or prevent their regulatory approval, limit the commercial profile of an
approved label, or result in significant negative consequences following regulatory approval, if obtained. Undesirable side
effects caused by any of our product candidates could cause us or regulatory authorities to interrupt, delay or halt clinical trials
and could result in a more restrictive label or the delay or denial of regulatory approval by the FDA, EMA or comparable
foreign regulatory authorities. Results of our clinical trials could reveal a high and unacceptable severity and prevalence of side
effects or unexpected characteristics. For example, while adverse events in our X- TOLE and X- NOVA clinical trials of
XENHOtHto-dateadverse-events-were generally mild or moderate in severlty —Hewever-, there can be no guarantee that we
would-will observe a similar tolerability profile of XEN1101 in our ongoing ofplaﬂﬂed—Phase 3 epilepsy or other clinical trials
or in other future clinical trials. Many compounds that initially showed promise in clinical or earlier- stage testing are later found
to cause undesirable or unexpected side effects that prevented further development of the compound. If unacceptable side
effects arise in the development of our product candidates, we, the FDA, EMA or comparable foreign regulatory authorities, the
IRBs, or independent ethics committees at the institutions in which our trials are conducted, could suspend, limit or terminate
our clinical trials, or the independent safety monitoring committee could recommend that we suspend, limit or terminate our
trials, or the FDA, EMA or comparable foreign regulatory authorities could order us to cease clinical trials or deny approval of
our product candidates for any or all targeted indications. Treatment- emergent side effects that are deemed to be drug- related
could delay recruitment of clinical trial subjects or may-cause subjects that enroll in our clinical trials to discontinue
participation in our clinical trials. In addition, these side effects may not be appropriately recognized or managed by the treating
medical staff. We may need to train medical personnel using our product candidates to understand the side effect profiles for our
clinical trials and upon any commercialization of any of our product candidates. Inadequate training in recognizing or managing
the potential side effects of our product candidates could result in harm to patients that are administered our product candidates.
Any of these occurrences may adversely affect our business, financial condition and prospects significantly. Moreover, clinical
trials of our product candidates are conducted in carefully defined sets of patients who have agreed to enter into clinical trials.
Consequently, it is possible that our clinical trials may indicate an apparent positive effect of a product candidate that is greater
than the actual positive effect, if any, or alternatively fail to identify undesirable side effects. Changes in methods of product
candidate manufacturing or formulation may result in additional costs or delay. As product candidates are developed through
pre- clinical to late- stage clinical trials towards approval and commercialization, it is common that various aspects of the
development program, such as manufacturing methods and formulations, are altered along the way in an effort to optimize
products, processes and results, to extend patent protection and / or to target different populations. For example, XEN4%6-is-a

pediatrie—speeifie-formulation-ofezogabine-and-we have alse-developed a pediatric formulation for NBI- 921352 that was

included in the license to Neurocrine Biosciences. Any of these changes could cause our product candidates to perform



differently and not provide the same drug exposure profile in children and / or cause side effects different to those observed with
the same formulation in adults or with other formulations. Unexpected changes in the performance of a new formulation may
affect the results of planned clinical trials or other future clinical trials conducted with the altered materials. This could delay
completion of clinical trials, require the conduct of additional bridging clinical trials or the repetition of one or more clinical
trials, increase clinical trial costs and / or delay or jeopardize approval of our product candidates and / or jeopardize our, or our
collaborators’, ability to commence product sales and generate revenue. The regulatory approval process is expensive and the
time required to obtain approval from the FDA, EMA or other foreign regulatory authorities in other jurisdictions to sell any
product is uncertain and may take years. Whether regulatory approval will be granted is unpredictable and depends upon
numerous factors, including the substantial discretion of the regulatory authorities. Approval policies, regulations, or the type
and amount of pre- clinical and clinical data necessary to gain approval may change during the course of a product candidate’ s
clinical development and may vary among jurisdictions. Moreover, pre- clinical and clinical data are often susceptible to
varying interpretations and analyses, and even if the pre- clinical studies show promising results and clinical trials are
successfully completed, we cannot guarantee that the FDA, EMA or other foreign regulatory authorities in other jurisdictions
will interpret the results as we do, and more trials, manufacturing- related studies or non- clinical studies could be required
before we submit our product candidates for approval. Many companies that have believed their product candidates performed
satisfactorily in pre- clinical studies and clinical trials have nonetheless failed to obtain marketing approval of their products. To
the extent that the results of our studies and trials are not satisfactory to the FDA, EMA or other foreign regulatory authorities in
other jurisdictions for support of a marketing application, approval of our product candidates may be significantly delayed, or
we may be required to expend significant additional resources, which may not be available to us, to conduct additional trials in
support of potential approval of our product candidates. It is also possible that none of our existing product candidates or any of
our future product candidates will ever obtain regulatory approval, even if we expend substantial time and resources seeking
such approval. Our product candidates could fail to receive regulatory approval for many reasons, including the following: « the
FDA, EMA or other foreign regulatory authorities may disagree with the design or implementation of our, or our collaborators’,
clinical trials; « we, or our collaborators, may be unable to demonstrate to the satisfaction of the FDA, EMA or foreign other
regulatory authorities that a product candidate is safe and effective for its proposed indication; « the results of clinical trials may
not meet the level of statistical significance required by the FDA, EMA or other foreign regulatory authorities for approval; ¢
we, or our collaborators, may be unable to demonstrate that a product candidate’ s clinical and other benefits outweigh its safety
risks; « the FDA, EMA or other foreign regulatory authorities may disagree with our, or our collaborators’, interpretation of data
from pre- clinical studies or clinical trials; * the data collected from clinical trials of our product candidates may not be sufficient
to support the submission of an aNewBruag-Appheation;or-NDA, or other submission or to obtain regulatory approval in the U.
S. or elsewhere; « the FDA, EMA or other foreign regulatory authorities may fail to approve the manufacturing processes,
controls or facilities of third- party manufacturers with which we, or our collaborators, contract for clinical and commercial
supplies; * the pre- approval inspections of Xenon, manufacturing, clinical sites, pre- clinical or clinical service providers,
conducted by regulatory authorities may identify errors or omissions that may result in the product candidate not being
approved; and ¢ the approval policies or regulations of the FDA, EMA or other foreign regulatory authorities may significantly
change in a manner rendering our, or our collaborators’, clinical data insufficient for approval. Even if we, or our collaborators,
obtain approval for a particular product, regulatory authorities may grant approval contingent on the performance of costly post-
approval commitments including clinical trials, or may approve a product with a label that does not include the labeling claims
necessary or desirable for the successful commercialization of that product. In addition, the FDA, EMA or other foreign
regulatory authorities’ policies with respect to clinical trials may change and additional government regulations may be enacted.
For instance, the regulatory landscape related to clinical trials in the EU recently evolved. The EU Clinical Trials Regulation, or
CTR, which was adopted in April 2014 and repealed the EU Clinical Trials Directive, became applicable on January 31, 2022.
The implementation of the CTR also includes the implementation of the Clinical Trials Information System, or CTIS, a new
clinical trial portal and database that will be maintained by the European Medicines Agency, or EMA, in collaboration with the
European Commission and the EU Member States. The objectives of the CTR include consistent rules for conducting trials
throughout the EU, consistent data standards and adverse events listing, and consistent information on the authorization status.
Information on the conduct and results of each clinical trial carried out in the EU will be made publicly available. The CTR
authorizes EU Member States to regulate certain aspects of clinical trials at the national level. To the extent an EU Member
State where we plan to conduct any of our clinical trials is slow to adopt CTIS or implements other regulatory changes at the
national level, or technical issues are encountered with the CTIS system and / or process, our clinical trial may be delayed
in such EU Member State, and our costs may be increased. The main legislation that applies to clinical trials in the United
Kingdom, or UK, is the UK Medicines for Human Use (Clinical Trials) Regulations 2004, which transposes the EU Clinical
Trials Directive into domestic law. The UK has implemented the Integrated Research Application System, which allows a single
application to be reviewed by both the Medicines and Healthcare products —Regulatory Agency and a research ethics committee
at the same time. Requirements and obligations that relate to the conduct of clinical trials in the UK remain largely aligned with
the EU position. Complying with changes in regulatory requirements in different jurisdictions can result in additional costs,
delay our clinical development plans, or expose us to greater liability if we are slow or unable to adapt to changes in existing
requirements or the adoption of new requirements or policies governing clinical trials, our development plans, including eur
XENI1101 Phase 3 development-program-epilepsy clinical trials , may be impacted. Additionally, because there may be
approved treatments for some of the diseases or disorders for which we may seek approval, in order to receive regulatory
approval, we may need to demonstrate in clinical trials that the product candidates we develop to treat those diseases or
disorders are not only safe and effective, but may need to be compared to existing products, which may make it more difficult
for our product candidates to receive regulatory approval or adequate reimbursement. Even if we obtain and maintain approval



for our product candidates from one jurisdiction, we may never obtain approval for our product candidates in other jurisdictions,
which would limit our market opportunities and adversely affect our business. Sales of our approved products, if any, will be
subject to the regulatory requirements governing marketing approval in the countries in which we obtain regulatory approval,
and we plan to seek, ourselves or with collaborators, regulatory approval to commercialize our product candidates in North
America, the EU and in additional foreign countries. Clinical trials conducted in one country may not be accepted by regulatory
authorities in other countries and regulatory approval in one country does not ensure approval in any other country, while a
failure or delay in obtaining regulatory approval in one country may have a negative effect on the regulatory approval process in
others. For example, approval in the U. S. by the FDA does not ensure approval by regulatory authorities in other countries or
jurisdictions, and approval by one foreign regulatory authority does not ensure approval by the FDA, EMA or regulatory
authorities in other countries. Approval procedures vary among jurisdictions and can be lengthy and expensive, and involve
requirements and administrative review periods different from, and potentially greater than, those in the U. S., including
additional pre- clinical studies or clinical trials. Even if our product candidates are approved, regulatory approval for any
product may be withdrawn by the regulatory authorities in a particular jurisdiction. We do not have experience in obtaining
regulatory approval in international markets. If we, or our collaborators, fail to comply with regulatory requirements or to obtain
and maintain required approvals, our target market will be reduced and our ability to realize the full market potential of our
product candidates will be harmed. Although H-we-fat-to-obtainor-matntain-orphan drug designation has been granted in the

United States and Europe to NBI- 921352 or-for other—- the treatment fegu-}afefy—e*el-uswrt-y—feﬁseme—of ﬁttﬂﬁf@&u&
eandidates-SCNSA- DEE , we may not our-eompetitive-posttion-wotdd-be able harmed-—Although-we-ha pelifg tona
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developed this-produet-eandidate-is-notenrrently-eovered-by our collaborator Neurocrine Biosciences, has received any

issued-patents-and-we-may-have-to-relysolely-emrorphan drug designation to-gatn-marketexelustvity-for-this-from the FDA and
orphan medicinal product eandidate-designation was granted by the European Commission for the treatment of SCN8A-

DEE . Currently, this-orphan drug designation provides market exclusivity in the U. S. and the EU for seven years and ten
years, respectively, if a product is the first such product approved for such orphan indication. In the EU, for orphan medicines, a
valid and completed Pediatric Investigation Plan, or PIP, could qualify the sponsor for a two- year marketing exclusivity
extension to the ten- year marketing exclusivity which is granted at the time of review of the orphan medicinal designation. The
orphan drug market exclusivity does not, however, pertain to indications other than those for which the drug was specifically
designated in the approval, nor does it prevent other types of drugs from receiving orphan designations or approvals in these
same indications. Further, even after an orphan drug is approved, the FDA can subsequently approve a drug with similar
chemical structure for the same condition if the FDA concludes that the new drug is clinically superior to the orphan product or
a market shortage occurs. Orphan drug designation does not provide the drug any advantage in the regulatory review or
approval process other than potential fee reductions, nor does such designation increase the likelihood that the drug will
receive marketing approval. In Catalyst Pharms., Inc. v. Becerra, 14 F. 4th 1299 (11th Cir. 2021), the court disagreed with the
FDA’ s longstanding position that the orphan drug exclusivity only applies to the approved use or indication within an eligible
disease. This decision created uncertainty in the application of the orphan drug exclusivity in the U. S. =On January 24, 2023,
the FDA published a notice in the Federal Register to clarify that while the FDA eemplies-complied with the court’ s order in
Catalyst, the FDA intends to continue to apply its longstanding interpretation of the regulations to matters outside of the scope of
the Catalyst order — that is, the FDA will continue tying the scope of orphan- drug exclusivity to the uses or indications for
which a drug is approved, which permits other sponsors to obtain approval of a drug for new uses or indications within the same
orphan designated disease or condition that have not yet been approved. It is unclear how future litigation, legislation, agency
decisions and administrative actions will impact the scope of the orphan drug exclusivity. In the EU, orphan exclusivity may be
reduced to six years if the drug no longer satisfies the original designation criteria or can be lost altogether if the marketing
authorization holder consents to a second orphan drug application or cannot supply enough drug, or when a second applicant

demonstrates its drug is * Chmcaﬂy quloerlor " to the orlgmal orphan drug. Although Wehavereeeivedorphan-drug designation
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we may not be able to reahze any Value from %uch de§1gnat10n NBI- 921352, belng developed by our collaborator Neurocrlne
Biosciences, has received RPD designation for the treatment of SCN8A- DEE. The FDA defines a “ rare pediatric disease ” as a
disease that affects fewer than 200, 000 individuals in the U. S. primarily under the age of 18 years old. Under the FDA’ s RPD
priority review voucher program, upon the approval of an NDA or a biologics license application, BLA, for the treatment of an
RPD, the sponsor of such application would be eligible for a priority review voucher that can be used to obtain priority review
for a subsequent NDA or BLA. There is no assurance Neurocrine Biosciences will receive a RPD priority review voucher or
that use of the priority review voucher will result in a faster review or approval for a subsequent marketing application. It is
possible that even if Neurocrine Biosciences obtains approval for NBI- 921352 in SCN8A- DEE and qualifies for such a priority
review voucher, the program may no longer be in effect at the time of approval of this product candidate. Also, although priority
review vouchers may be freely sold or transferred to third parties, there is no guarantee that we will be able to realize any value
if we or any of our collaborators were to sell a priority review voucher to a third- party. In addition, Congress extended FDA



authorization to designate RPDs through September 30, 2024 and award RPD priority review vouchers through September 30,
2026. RPD designation does not tead-te-faster-development-or-provide the drug any advantage in the regulatory review ef-or
approval process the-other preduet-than potential fee reductions , and priority review vouchers, ernor does such
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ato et ; : lf product hablhty lawsults are brought against us, we
may incur substantlal liabilities in excess of our hmlted product hablhty insurance coverage and may be required to limit
commercialization of our current and any future products. We face an inherent risk of product liability as a result of the clinical
testing of our product candidates, and we will face an even greater risk if we commercialize any product candidates. For
example, we may be sued if any of our product candidates, including any that are developed in combination with other therapies,
allegedly causes injury or is found to be otherwise unsuitable during product testing, manufacturing, marketing or sale. Any
such product liability claims may include allegations of defects in manufacturing, defects in design, a failure to warn of dangers
inherent in the product, negligence, strict liability and a breach of warranties. Claims could also be asserted under state or
provincial consumer protection acts. If we cannot successfully defend ourselves against product liability claims, we may incur
substantial liabilities or be required to limit commercialization of our product candidates. Even successful defense would require
significant financial and management resources. There is also risk that third parties we have agreed to indemnify could incur
liability. Regardless of the merits or eventual outcome, liability claims may result in: « decreased demand for our product
candidates or any resulting products; ¢ injury to our reputation; * withdrawal of clinical trial participants; * costs to defend the
related litigation; * a diversion of management’ s time and our resources; * substantial monetary awards to trial participants or
patients; ¢ product recalls, withdrawals or labeling, marketing or promotional restrictions; ¢ loss of revenue; © the inability to
commercialize our product candidates; and ¢ a decline in the market price of our common shares. We currently carry product
liability insurance with amounts of coverage that we believe are appropriate relative to our current clinical programs; however,
we may not be able to maintain insurance coverage at a reasonable cost or in sufficient amounts to protect us against losses due
to liability. If and when we obtain marketing approval for product candidates, we intend to expand our insurance coverage to
include the sale of commercial products; however, we may then be unable to obtain product liability insurance on commercially
reasonable terms or in adequate amounts. On occasion, large judgments have been awarded in class action lawsuits based on
drugs or medical treatments that had unanticipated adverse effects. A successful product liability claim or series of claims
brought against us could cause the market price of our common shares to decline and, if judgments exceed our insurance
coverage, could adversely affect our future results of operations and business. Patients with certain of the diseases, or disorders,
targeted by our product candidates are often already in severe and advanced stages of disease and have both known and
unknown significant pre- existing and potentially life- threatening conditions. During the course of treatment, patients have in
the past and may in the future suffer adverse events, including death, for reasons that may be related to our product candidates.
Such events could subject us to costly litigation, require us to pay substantial amounts of money to injured patients, delay,
negatively impact or end our opportunity to receive or maintain regulatory approval to market those product candidates, or
require us to suspend or abandon our commercialization efforts. Even in a circumstance in which we do not believe that an
adverse event is related to our products, the investigation into the circumstance may be time- consuming or inconclusive. These
investigations may interrupt our sales efforts, delay our regulatory approval process in other countries, or impact and limit the
type of regulatory approvals our product candidates receive or maintain. As a result of these factors, a product liability claim,
even if successfully defended, could have a material adverse effect on our business, financial condition or results of operations.
We do not have a sales or marketing infrastructure and, as a company, have no sales, marketing or distribution experience. Our
strategy involves building our own commercial infrastructure to selectively commercialize future products in certain commercial
markets which will be expensive and time consuming. For certain products, including XEN496-and-XEN1101, and / or specific
commercial markets, we evaluate commercial partners from time to time. In some cases, we may seek to retain the right to
participate in the future development and commercialization of such products if we believe such involvement would advance our
business. We cannot be certain that we will be successful in consummating any such commercial partnerships or, if
consummated, whether such partnerships will be successful. To develop internal sales, distribution and marketing capabilities in
the U. S., we will have to invest significant amounts of financial and management resources, some of which will need to be
committed prior to any confirmation that any of our product candidates will be approved. We have no prior experience as a
company in the marketing, sale and distribution of biopharmaceutical products and there are significant risks involved in
building and managing a commercial organization. For any future products for which we decide to perform sales, marketing and
distribution functions ourselves, we could face a number of additional risks, including: ¢ the maintenance of existing or the
establishment of new supply arrangements with third- party logistics providers and secondary packagers;  the maintenance of
existing or the establishment of new scaled production arrangements with third- party manufacturers to obtain finished products
that are appropriately packaged for sale; ¢ a continued acceptable safety profile following any marketing approval; ¢ our rabiity
-- ability to recruit and retain adequate numbers of qualified sales and marketing personnel or develop alternative sales channels;



« the irabtlity—- ability of our products to secure acceptance from physicians, healthcare providers, patients, third- party payers
and the medical community including identifying an adequate number of physicians and patients ;-espeetaly-for-ultra—orphan;
eorphan-orniehe-indteattons—;  the lack of complementary products to be offered by sales personnel, which may put us at a
competitive disadvantage relative to companies with more extensive product lines; * unforeseen costs and expenses associated
with creating and maintaining an independent sales and marketing organization; and ¢ our ability to compete with other
therapies. Where and when appropriate, we may elect to utilize contract sales forces, distribution partners or collaborators that
have s-ales-sales , marketing and distribution capabilities to assist in the commercialization of or to independently
commercialize our product candidates. If we enter into arrangements with third parties to perform sales, marketing and
distribution services for a product, the resulting revenue or the profitability from this revenue to us is likely to be lower than if
we had sold, marketed and distributed that product ourselves. In addition, we may not be successful in entering into
arrangements with third parties to sell, market, and distribute our product candidates or may be unable to do so on terms that are
favorable to us. We likely will have little control over such third parties, and any of these third parties may fail to devote the
necessary resources and attention to sell, market, and distribute our current or any future products effectively. Even if we receive
regulatory approval to commercialize any of our product candidates, we will be subject to ongoing regulatory obligations and
continued regulatory review, which may result in significant additional expense and delays. Any of our product candidates for
which we, or any existing or future collaborators, obtain regulatory approval, as well as the manufacturing processes, post-
approval studies, labeling, advertising and promotional activities for such product, among other things, will be subject to
ongoing requirements of and review by the FDA and other regulatory authorities. These requirements include submissions of
safety and other post- marketing information and reports, registration and listing requirements, requirements relating to
manufacturing, quality control, quality assurance and corresponding maintenance of records and documents, requirements
regarding the distribution of samples to physicians and recordkeeping. We and our contract manufacturers will also be subject to
user fees and periodic inspection by the FDA and other regulatory authorities to monitor compliance with these requirements
and the terms of any product approval we may obtain. In addition, our product candidates may receive schedule classifications
under the Controlled Substances Act of 1970 (or scheduling classifications under similar legislation outside of the U. S.) which
will result in additional complexity and may result in delays and restrictions with respect to manufacturing, supply chain,
licensing, import / export and distribution. Even if a product is approved, the FDA or another applicable regulatory authority, as
the case may be, may limit the indications for which the product may be marketed, require extensive precautions and warnings
on the product labeling or require expensive and time- consuming post- approval commitments including clinical trials or
onerous risk management activities, including Risk Evaluation and Mitigation Strategies, or REMS, in the U. S. as conditions of
approval to help ensure that the benefits of the drug outweigh the potential risks. REMS can include medication guides,
communication plans for kealth-healthcare eareprofessionals, and elements to assure safe use, or ETASU. ETASU can include,
but are not limited to, special training or certification for prescribing or dispensing, dispensing only under certain circumstances,
special monitoring, and the use of patient registries. The requirement for a REMS can materially affect the potential market and
profitability of the drug. For any approved product, we, or our collaborators, will need to ensure continued compliance with
extensive regulations and requirements regarding the manufacturing processes, labeling, packaging, serialization, distribution,
adverse event reporting, storage, advertising, promotion and recordkeeping for the product. These requirements include
submissions of safety and other post- approval information and reports, as well as continued compliance with current good
manufacturing practices, or cGMP, good distribution practices, or GDP, and current good clinical practices, or cGCP, for any
clinical trials that we, or our collaborators, are required to conduct post- approval. Post- approval discovery of previously
unknown problems with a product, including adverse events of unanticipated severity or frequency, or other problems with our
product or with third- party manufacturers or manufacturing processes, or failure to comply with regulatory requirements, may
result in, amongst other things, restrictions on the labeling or marketing, withdrawals, consent decrees, clinical holds, post-
approval requirements or restrictions, recalls, fines, warning letters, injunctions, penalties, exclusions from federal health
healthcare eare-programs, seizures and / or detentions, among other consequences and adverse actions. Occurrence of any of
the foregoing could have a material and adverse effect on our business and results of operations. In addition, prescription drugs
may be promoted only for the approved indications in accordance with the approved label. The FDA, EMA and other agencies
actively enforce the laws and regulations prohibiting the promotion of off- label uses, and a company that is found to have
improperly promoted off- label use may be subject to significant liability. However, physicians may, in their independent
medical judgment, prescribe legally available products for off- label uses. The FDA does not regulate the behavior of physicians
in their choice of treatments but the FDA, EMA and other foreign regulators do restrict manufaetarer-manufacturers ' s
communications on the subject of off- label use of their products. To the extent we develop and commercialize product
candidates that contain or are considered controlled substances, any failure by us or our CROs, CMOs and other contractors to
comply with controlled substance laws and regulatlons may adversely affect the results of our busmess operatlons and our
ﬁnancralcondrtron N4S6-contatns-ezogab v substanee;-and-issubjeet-to-e ed-stbstane

future develop et-her—product candrdates that are cons1dered controlled substances in mult1ple Jurrsdrctlons such asthe U. S,
Canada, and the EU, which will expose us to additional controlled substance regulatory requirements in each applicable
jurisdiction where we engage in regulated activities, including storage, manufacture, research, clinical trials, import, and export,
among other activities. For example, obtaining and maintaining the necessary registrations may result in delay of the
importation, manufacturing or distribution of our controlled substance product candidates and may extend our anticipated
timelines for eurEPHtrial-or-otherclinical trials we run. Controlled substances or scheduled substances are regulated by the
DEA under the CSA. The DEA regulates compounds as Schedule L, II, III, IV or V substances. Pharmaceutical products



approved for use in the U. S. may be listed as Schedule II, I1I, IV or V, with Schedule IT substances considered to present the
highest potential for abuse or dependence and Schedule V substances the lowest relative risk of abuse among such substances.
Scheduling determinations by the DEA are dependent on FDA approval of a substance or a specific formulation of a substance.
This scheduling determination will be dependent on FDA approval and the FDA’ s recommendation as to the appropriate
schedule, which may introduce a delay into the approval and any potential rescheduling process. There can be no assurance that
the DEA will make a favorable scheduling decision. Substances that are Schedule II, II1, IV or V controlled substances at the
federal level may also require scheduling determinations under state laws and regulations, as well as similar foreign controlled
substances regulations, if applicable. If approved by the FDA, a number of post- approval activities involving controlled
substances will be subject to regulation by the DEA, including DEA regulations relating to registration and inspection of
facilities, manufacturing, storage, distribution and physician prescription procedures, among others. Furthermore, failure of our
contractors, such as our CROs and CMOs, to maintain compliance with the CSA during development and / or
commercialization, as applicable, can result in a material adverse effect on our business, financial condition and results of
operations. Individual U. S. states and countries outside of the U. S. have also established controlled substance laws and
regulations. Those laws and regulations, including state - controlled substances laws that often but not necessarily mirror federal
law, may separately schedule our product candidates. Complying with different controlled substances requirements across
different jurisdictions can increase the cost of our operations and expose us to additional liabilities. Even if we obtain marketing
approval for our product candidates, the presence of a controlled substance in the product candidate may lead to adverse
publicity or public perception regarding our current or future product candidates. Our-produeteandidate XEN496-contains-a
Sehedule-V-eontroHed-substanee—| { XEN496-er-our eurother-product candidates that are subject to controlled substances
regulation are approved for commercial sale, adverse publicity or public perception of controlled substances in general or other
controlled substances could negatively impact market acceptance or consumer perception of our product candidates. We may
face limited adoption if clinicians or patients are unwilling to try a novel treatment that contains a controlled substance. Any
adverse publicity associated with illness or other adverse effects resulting from patients’ use or misuse of our or similar therapies
distributed by other companies could have a material adverse impact on our business, prospects, financial condition and results
of operations. Future adverse events and research in controlled substances that are present in the product candidates could also
result in greater governmental regulation, stricter labeling requirements and potential regulatory delays in the testing or
approvals of our product candidates. Any 1ncrea§ed %Crutlny could delay or 1ncrea§e the costs of obtarnrng regulatory approval
for our product candidates - : ates-a ; v y

may become %ubjeet to unfavorable third- party coverage and rermburqement praetree% as Well as pricing regulatrom Our, or
our collaborators’, ability to commercialize any products successfully will depend, in part, on the extent to which coverage and
rermburiement for the%e productq and related treatments erl be avarlable frorn gover nment healthcare program% such as.

third- party payers, such as private health insurers managed care plans, and other hea}t-h—m&rnteﬁa-nee—orgamzauom o
Government authorities and private third- party payers decide which medteations-drugs they will pay for and establish
reimbursement levels. A primary trend in the U. S. healthcare industry is cost containment. Government authorities and third-
party payer% have attempted to control CO%t% by hmltrng coverage and the amount of rermburiement for particular medrcatrom T

avarlable for any product that we, or our collaboratorq commercrahze and, 1f reimbursement is available, the level of
reimbursement. In addition, coverage and reimbursement may impact the demand for, or the price of, any product candidate for
which we or a collaborator obtains marketing approval. If coverage and reimbursement are not available or reimbursement is
available only to limited levels, we, or our collaborators, may not be able to successfully commercialize any product candidate
for which marketing approval is obtained. There is significant uncertainty related to third- party payer-payer coverage and

reimbursement of newly approved productq 'I'ﬁ-WlthlIl the U. S,, coverage and -fe%exa-ﬂﬁ-p*e—pm}ema-l—éeetsmrts—abeut—

reimbursement varies from




. At ver;-one thlrd -—party paye%payer to another. One third-
party payer s determlnatlon to pr0V1de coverage for a product candldate does not assure that other payetrs-payers will also
provide coverage for the product candidate. As a result, the coverage determination process is often time- consuming and
costly. Factors payers-payers consider in determining reimbursement are based on whether the product is: (i) a covered benefit
under its health plan; (ii) safe, effective and medically necessary; (iii) appropriate for the specific patient; (iv) cost- effective;
and (v) neither experimental nor investigational. Fhis-preeess-wit-We may be require-required #s-to provide scientific and
clinical support for the use of our products to each third- party payerpayer separately, with no assurance that coverage and
adequate reimbursement will be applied consistently or obtained in the first instance. As federal and state governments
implement additional kealth-healthcare eare-cost containment measures, including measures to lower prescription drug pricing,
we cannot be sure that our products, if approved, will be covered by private or public payers-payers , and if covered, whether
the reimbursement will be adequate or competitive with other marketed products. Actions by federal and state governments and
health plans may put additional downward pressure on pharmaceutical pricing and health-healthcare eare-costs, which could
negatively impact coverage and reimbursement for our products if approved, our revenue, and our ability to compete with other
marketed products and to recoup the costs of our research and development. Additionally, net prices for drugs may be reduced
by mandatory discounts or rebates required by government healthcare programs or private payers-payers and by any future
relaxation of laws that presently restrict imports of drugs from countries where they may be sold at lower prices than in the U.
S. —I-nereasmg-ly—t-hrrd——pa-rty—payefs—ln order to obtaln and malntam acceptable relmbursement levels and access for
patients at copay levels that arc req ; z ¢-reasonable and customary,
we may have to offer discounts or rebates from hst prices a-nd—&re—ehal—lengi-ng—t-he—pﬁees—eha—rged—fe& or medteal-produets-to
implement other unfavorable pricing modifications . We cannot be sure that reimbursement will be available for any product
candidate that we commercialize and, if reimbursement is available, the level of reimbursement. Outside the U. S., the
commercialization of therapeutics is generally subject to extensive governmental price controls and other market regulations,
and we believe the increasing emphasis on cost containment initiatives in Europe, Canada and other countries has and will
continue to put pressure on the pricing and usage of therapeutics such as our product candidates. In many countries, particularly
the countries of the-Eurepeantntem-erthe EU, medical product prices are subject to varying price control mechanisms as part
of national health systems. In these countries, pricing negotiations with governmental authorities can take considerable time
after a product receives marketing approval. To obtain reimbursement or pricing approval in some countries, we, or our
collaborators, may be required to conduct a clinical trial that compares the cost- effectiveness of our product candidate to other
available therapies. In general, product prices under such systems are substantially lower than in the U. S. Other countries allow
companies to fix their own prices for products but monitor and control company profits. Additional foreign price controls or
other changes in pricing regulation could restrict the amount that we, or our collaborators, are able to charge for our product
candidates. Accordingly, in markets outside the U. S., the reimbursement for our products may be reduced compared with the
U. S. and may be insufficient to generate commercially reasonable revenue and profits. Some of our and-or our collaborators =
target patient populations may be in orphan and-or niche indications, such as KENQ2—DPEE-and-SCNEA- DEE. In order for
therapies that are designed to treat smaller patient populations to be commercially viable, the pricing, coverage and
reimbursement for such therapies needs to be higher, on a relative basis, to account for the lack of volume. Accordingly, we swH
or our collaborators may need to implement pricing, coverage and reimbursement strategies for any approved product that
accounts for the smaller potential market size. If we or our collaborators are unable to establish or sustain coverage and
adequate reimbursement for our or eur collaborators’ current and any future products from third- party payers or the
government, the adoption of those products and sales revenue will be adversely affected, which, in turn, could adversely affect
the ability to market or sell those products. Healthcare Reeently-enaeted-and futureegistation-other reforms may increase the
difficulty and cost for us to commercialize any products that we, or our collaborators, develop and affect the prices we may
obtain. The U. S. and some foreign jurisdictions are considering or have enacted a number of legislative and regulatory
proposals to change the healthcare system in ways that could affect our ability to sell any of our products profitably, once such
products are approved for sale. Among policy makers and payers in the U. S. and elsewhere, there is significant interest in
promoting changes in healthcare systems with the stated goals of containing healthcare costs, improving quality and / or
expanding access. In the U. S., the pharmaceutical industry has been a particular focus of these efforts and has been significantly
affected by major legislative initiatives. For example, in 2010, the Patient Protection and Affordable Care Act, as amended by
the Health Care and Education Reconciliation Act of 2010, collectively, the PPACA, was enacted and includes measures that
have significantly changed the way healthcare is financed by both governmental and private insurers. Sinee-its-enaetment
Beyond the ACA there are ongoing and Wldespread health care reform efforts, a number of whlch have focused been

are-regulation of prlces eeu-}d—be
or bttsrness—payment for drug products . in

addrt—teﬂ—Drug pr1c1ng and payment reform was a focus of t-here» the Trump Admmlstratlon and has been a focus of




-fer—ph&ﬂﬂaeetrt-tea-l—preduets— F or example federal leglslatlon enacted in uﬂ&efﬂae%meﬂeaﬁ—Resette—P-}aﬁ—Aet—ef—mﬂ
ehmlnates a —effeetwe—}amt&ry—l%@%—t-he—statutory cap on Medlcald -Bfug—drug -Rebate—rebate -Pfeg-faﬂa—program rebates that

. As another example Geﬂgfess—passed—the lnﬂatlon ReducUon Act (IRA) of 2022 contalns various —whwh—rne—ludes

preseription-drug prlce negotlatlon, 1nﬂ tlonary rebate, and prlcmg provmons with varymg 1mplementat10n dates. The

the federal government to negotiate a maximum fair price for certain high- prlced single - source Med1care drugs, -rrﬂpestng-
impose penalties and excise tax for manufacturers that fail to comply with the drug price negotiation requirements, reqtirig
require inflation rebates for all Medicare Part B and Part D drugs s-( with limited exceptions 5) if their drug prices increase
faster than inflation, and redesigning-redesigns Medicare Part D to reduce out- of- pocket prescription drug costs for
beneficiaries, among other changes. The impact of these—- the regulations-IRA on our business and any-fature-healtheare
meastres-and-ageney rulesimplemented-by-the broader pharmaceutical industry remains uncertain as implementation is
ongoing. As another example, in 2022, subsequent to the enactment of the IRA, the Biden administration released an
executive order directing the HHS to report on how us-and-the pharmaeeutieal-industryCenter for Medicare and Medicaid
Innovation (“ CMMI ”) could be leveraged to test new models for lowering drug costs for Medicare and Medicaid
beneficiaries. The report as-was a-whole-issued in 2023 and proposed various models that CMMI is currently snknows
developing which seek to lower the cost of drugs, promote accessibility and improve quality of care . At These changes or
the-other changes could affect the market conditions for our products. We expect continued scrutiny on drug pricing and
government prlce reportmg from Congress, agencles, and other bodles. Further, a number of state-states -}eveh

and reportlng laws that could substantlally increase our comphance burdem and expose us to geatel hablhty under such state
laws enee-if and when we beginreommeretalization-have marketed products . These and other health reform measures that are
implemented may have a material adverse effect on our operatlons We are unable to predlct the future course of fedelal or state
healthcare legislation in the U. S. Any ¢4 ; g
ofhealtheare—These-and-any-further Changes il the law or regulatory framework Could reduce our ab1hty to enerate revenue in
the future or increase our costs, either of which could have a material and adverse eﬂect on our business, fln'lncml condition and
results of operations. The continuing efforts of the government +4 g attons;-and other
third- party payers-payers e-Phea-l-t-he&re—seﬁﬂees%rd-medteﬂHare&uets—to cont"un or reduce costs of healthcare and / or impose
price controls may adversely affect the demand for our product candidates, if approved, and our ability to achieve or maintain
profitability. In the EU, similar political, economic and regulatory developments may affect our, or our collaborators’, ability to
profitably commercialize our current or any future products. In addition to continuing pressure on prices and cost containment
measures, legislative developments at the EU or member state level may result in significant additional requirements or
obstacles that may increase our operating costs. In international markets, reimbursement and healthcare payment systems vary
significantly by country, and many countries have instituted price ceilings on specific products and therapies. Our future
products, if any, might not be considered medically reasonable and necessary for a specific indication or cost- effective by third-
party payers. An adequate level of reimbursement might not be available for such products and third- party payers’
reimbursement policies might adversely affect our, or our collaborators’, ability to sell any future products profitably.
Legislative and regulatory proposals have been made to expand post- approval requirements and restrict sales and promotional
activities for pharmaceutical products. We cannot be sure whether additional legislative changes will be enacted, or whether the
FDA regulations, guidance or interpretations will be changed, or what the impact of such changes on the marketing approvals of
our product candidates, if any, may be. In addition, increased scrutiny by the U. S. Congress of the FDA’ s approval process
may significantly delay or prevent marketing approval, as well as subject us to more stringent product labeling and post-
approval testing and other requirements. In addition, other broader legislative changes have been adopted that could have
an adverse effect upon, and could prevent, our products’ commercial success. For example, the Budget Control Act of
2011, as amended, resulted in the imposition of reductions in Medicare (but not Medicaid) payments to providers in 2013
and remains in effect through 2032 unless additional Congressional action is taken. Any significant spending reductions
affecting Medicare, Medicaid or other publicly funded or subsidized health programs that may be implemented and / or
any significant taxes or fees that may be imposed on us could have an adverse impact on our results of operations. We
cannot predict the likelihood, nature or extent of government regulation that may arise from future legislation or administrative
action, either in the U. S. or in other jurisdictions. If we, or our collaborators, are slow or unable to adapt to changes in existing
requirements or the adoption of new requirements or policies, or if we, or our collaborators, are not able to maintain regulatory
compliance, our product candidates may lose any marketing approval that may have been obtained and we may not achieve or
sustain profitability, which would adversely affect our business. Risks Related to Our Dependence on Third Parties We have no
control over the resources, time and effort that our collaborators may devote to our programs and limited access to information
regarding or resulting from such programs. We are dependent on our collaborators, including Neurocrine Biosciences, to fund
and conduct the research and any clinical development of product candidates under our agreements with each of them, and for




the successful regulatory approval, marketing and commercialization of one or more of such products or product candidates.
Such success will be subject to significant uncertainty. Our ability to recognize revenue from successful collaborations may be
impaired by multiple factors including: ¢ a collaborator may shift its priorities and resources away from our programs due to a
change in business strategies, or a merger, acquisition, sale or downsizing of its company or business unit; ¢ a collaborator may
cease development in therapeutic areas which are the subject of our strategic alliances; ¢ a collaborator may change the success
criteria for a particular program or product candidate thereby delaying or ceasing development of such program or candidate; ¢ a
significant delay in initiation of certain development activities by a collaborator will also delay payment of milestones tied to
such activities, thereby impacting our ability to fund our own activities; ¢ a collaborator could develop a product that competes,
either directly or indirectly, with our current or future products, if any; ¢ a collaborator with commercialization obligations may
not commit sufficient financial or human resources to the marketing, distribution or sale of a product; ¢ a collaborator with
manufacturing responsibilities may encounter regulatory, resource or quality issues and be unable to meet demand requirements;
* a collaborator may exercise its rights under the agreement to terminate our collaboration; ¢ a dispute may arise between us and
a collaborator concerning the research or development of a product candidate, commercialization of a product or payment of
royalties or milestone payments, any of which could result in a delay in milestones, royalty payments or termination of a
program and possibly resulting in costly litigation or arbitration which may divert management attention and resources; * a
collaborator may not adequately protect the intellectual property rights associated with a product or product candidate; * a
collaborator may use our proprietary information or intellectual property in such a way as to invite litigation from a third- party;
and ¢ disruptions caused by man- made or natural disasters or public health pandemics or epidemics or other business
interruptions ineludingforexample, the-COVID-—+9-pandemie-. If our collaborators do not perform in the manner we expect
or fulfill their responsibilities in a timely manner, or at all, the clinical development, regulatory approval and commercialization
efforts could be delayed, terminated or be commercially unsuccessful. Conflicts between us and our collaborators may arise. In
the event of termination of one or more of our collaboration agreements, it may become necessary for us to assume the
responsibility of any terminated product or product candidates at our own expense or seek new collaborators. In that event, we
could be required to limit the size and scope of one or more of our independent programs or increase our expenditures and seek
additional funding which may not be avallable on acceptable terms or at all and our business could be materially and adver%ely

92—1—352—W‘h1eh-eet&d-ﬂeg&twel-y—tmpaet—etu*buﬁﬂess— We may not be %ucces%ful in estabh%hmg new collabmatlom or

maintaining our existing alliances, which could adversely affect our ability to develop product candidates and commercialize
products. In the ordinary course, we engage with other biotechnology and pharmaceutical companies to discuss potential in-
licensing, out- licensing, alliances and other strategic transactions. The advancement of our product candidates and development
programs and the potential commercialization of our current and future product candidates will require substantial additional
cash to fund expenses. Additionally, there are certain jurisdictions where a collaborator may be able to realize the market
potential of our product candidates better than us. For these or other reasons, we may decide to collaborate with additional
pharmaceutical and biotechnology companies with respect to development and potential commercialization. We face significant
competition in seeking appropriate collaborators and the negotiation process is time- consuming and complex. Moreover, we



may not be successful in our efforts to establish other collaborations or other alternative arrangements for any current or future
product candidates because our research and development pipeline may be insufficient, our current or future product candidates
may be deemed to be at too early of a stage of development for collaboration effort and / or third parties may view our product
candidates as lacking the requisite potential to demonstrate safety and efficacy. Even if we are successful in our efforts to
establish collaborations, the terms that we agree upon may not be favorable to us and we may not be able to maintain such
collaborations if, for example, development or approval of a product candidate is delayed or sales of an approved product are
disappointing. If any of our existing collaboration agreements are terminated, or if we determine that entering into other product
collaborations is in our best interest but we either fail to enter into, delay in entering into or fail to maintain such collaborations:
« the development of certain of our current or future product candidates may be terminated or delayed;  our cash expenditures
related to development or commercialization of any such product candidates would increase significantly and we may need to
seek additional financing sooner than expected; * we may be required to hire additional employees or otherwise develop
expertise, such as clinical, regulatory, sales and marketing expertise, some of which we do not currently have; « we may delay
commercialization or reduce the scope of any sales or marketing activities; * we will bear all of the risk related to the
development or commercialization of any such product candidates; and ¢ the competitiveness of any product that is
commercialized could be reduced. We do not own or operate manufacturing facilities for the production of clinical or
commercial quantities of our product candidates, and we lack the resources and the capabilities to do so. As a result, we
currently rely on third parties for the manufacture and supply of the active pharmaceutical ingredients, or APIs, in our product
candidates and the final drug product formulation for all of our product candidates that are being used in our clinical trials and
pre- clinical studies as well as packaging, labelling and distribution of clinical trial supplies . Our current strategy is to
outsource all manufacturing of our product candidates to third parties. In addition, we rely on our collaborators, either directly or
through CMOs, to manufacture product candidates licensed to them or to work with CMOs to produce sufficient quantities of
materials required for the manufacture of our product candidates for pre- clinical testing and clinical trials and intend to do so
for the commercial manufacture of our products. If we, or our collaborators, are unable to arrange for such third- party
manufacturing sources, or fail to do so on commercially reasonable terms, we, or our collaborators, may not be able to
successfully produce sufficient supply of a product candidate or we, or our collaborators, may be delayed in doing so. Such
failure or substantial delay could delay our clinical trials and materially harm our business. The manufacture of
biopharmaceutical products is complex and requires significant expertise and capital investment, including the development of
advanced manufacturing techniques and process controls. The process of manufacturing our product candidates is susceptible to
product loss due to contamination, equipment failure or improper installation or operation of equipment, vendor or operator
error, contamination and inconsistency in yields, variability in product characteristics and difficulties in scaling the production
process. Even minor deviations from normal manufacturing processes could result in reduced production yields, product defects
and other supply disruptions. If microbial, viral or other contaminations are discovered in our product candidates or in the third-
party manufacturing facilities in which our product candidates are made, such manufacturing facilities may need to be closed for
an extended period of time to investigate and remedy the contamination. Any adverse developments affecting manufacturing
operations for our product candidates, if any are approved, may result in shipment delays, inventory shortages, lot failures,
product withdrawals or recalls, or other interruptions in the supply of our products. We may also have to take inventory write-
offs and incur other charges and expenses for products that fail to meet specifications, undertake costly remediation efforts or
seek more costly manufacturing alternatives. Reliance on third- party manufacturers entails risks to which we would not be
subject if we manufactured product candidates ourselves, including reliance on these third parties for regulatory compliance and
quality control and assurance, volume production, the possibility of breach of the manufacturing agreement by the third- party
because of factors beyond our control (including a failure to synthesize and manufacture our product candidates in accordance
with our product specifications) , the impact of industry consolidation, including business combinations involving such
third parties, and the possibility of termination or nonrenewal of the agreement by the third- party at a time that is costly or
damaging to us. Although we believe that there are several potential alternative manufacturers who could manufacture our
product candidates, we may incur added costs and delays in identifying and qualifying any such replacement. In addition, we
typically order raw materials, ARFAPIs and drug product and services on a purchase order basis and do not enter into long-
term dedicated capacity or minimum supply arrangements with any commercial manufacturer. There is no assurance that we will
be able to timely secure needed supply arrangements on satisfactory terms, or at all. Our failure to secure these arrangements as
needed could have a material adverse effect on our ability to complete the development of our product candidates or, to
commercialize them, if approved. We may be unable to conclude agreements for commercial supply with third- party
manufacturers or may be unable to do so on acceptable terms. There may be difficulties in scaling up to commercial quantities
and formulation of our product candidates, and the costs of manufacturing could be prohibitive. Further, the FDA, EMA and
other foreign regulatory authorities require that our product candidates be manufactured according to cGMP and similar foreign
standards. Pharmaceutical manufacturers and their subcontractors are required to register their facilities and / or products
manufactured at the time of submission of the marketing application and then annually thereafter with the FDA, EMA and other
foreign regulatory agencies. They are also subject to pre- approval inspections and periodic unannounced inspections by the
FDA, EMA and other foreign regulatory agencies. Any subsequent discovery of problems with a product, or a manufacturing or
laboratory facility used by us or our collaborators, may result in restrictions on the product or on the manufacturing or laboratory
facility, including product recall, suspension of manufacturing, importation bans, product seizure or a voluntary withdrawal of
the drug from the market. Any failure by our, or our collaborators’, third- party manufacturers to comply with cGMP or any
failure to deliver sufficient quantities of product candidates in a timely manner, could lead to a delay in, or failure to obtain,
regulatory approval of any of our product candidates. In addition to third- party manufacturers, we rely on other third parties to
store, monitor, label , package and transport bulk drug substance and drug product. If we are unable to arrange for such third-



party sources, or fail to do so on commercially reasonable terms, we may not be able to successfully supply sufficient product
candidate or we may be delayed in doing so. Such failure or substantial delay could materially harm our business. If any third-
party manufacturer of our product candidates is unable to increase the scale of its production of our product candidates, and / or
increase the product yield of its manufacturing, then our costs to manufacture the product may increase and commercialization
may be delayed. In order to produce sufficient quantities to meet the demand for clinical trials and, if approved, subsequent
commercialization of our product candidates, our third- party manufacturers will be required to increase their production and
optimize their manufacturing processes while maintaining the quality of the product. The transition to larger scale production
could prove difficult. In addition, if our third- party manufacturers are not able to optimize their manufacturing processes to
increase the product yield for our product candidates, or if they are unable to produce increased amounts of our product
candidates while maintaining the quality of the product, then we may not be able to meet the requirements for registration and
validation and the demands of clinical trials or market demands, which could delay regulatory approvals and decrease our ability
to generate profits and have a material adverse impact on our business and results of operation. We rely on entities outside of our
control, which may include academic institutions, CROs, hospitals, clinics and other third- party collaborators, to monitor,
support, conduct and / or oversee pre- clinical and clinical studies of our current and future product candidates. As a result, we
have less control over the timing and cost of these studies and the ability to recruit trial subjects than if we conducted these trials
with our own personnel. For example, an investigator- sponsored Phase 2 proof- of- concept clinical trial examining XEN1101
in MDD and anhedonia is being conducted in partnership with academic collaborators at the Icahn School of Medicine at Mount
Sinai. If we are unable to maintain or enter into agreements with these third parties on acceptable terms, or if any such
engagement is terminated prematurely, we may be unable to enroll patients on a timely basis or otherwise conduct our trials in
the manner we anticipate. In addition, there is no guarantee that these third parties will devote adequate time and resources to
our studies or perform as required by our contract or in accordance with regulatory requirements, including maintenance of
clinical trial information regarding our product candidates. If these third parties fail to meet expected deadlines, fail to transfer to
us any regulatory information in a timely manner, fail to adhere to protocols or fail to act in accordance with regulatory
requirements or our agreements with them, or if they otherwise perform in a substandard manner or in a way that compromises
the quality or accuracy of their activities or the data they obtain, then clinical trials of our future product candidates may be
extended or delayed with additional costs incurred, or our data may be rejected by the FDA, EMA or other foreign regulatory
agencies. Ultimately, we are responsible for ensuring that each of our clinical trials is conducted in accordance with the
applicable protocol, legal, regulatory and scientific standards, and our reliance on third parties does not relieve us of our
regulatory responsibilities. We, our CROs and CMOs are required to comply with current good laboratory practices, or cGLP,
c¢GCP and cGMP regulations and guidelines enforced by the FDA, the competent authorities of the member states of the
European Economic Area and comparable foreign regulatory authorities for products in clinical development. Regulatory
authorities enforce these regulations through periodic inspections of clinical trial sponsors, principal investigators, clinical trial
sites, manufacturing facilities, nonclinical testing facilities and other contractors. If we or any of our CROs or CMOs fail to
comply with these applicable regulations, the clinical data generated in our non- clinical studies and clinical trials may be
deemed unreliable and our submission of marketing applications may be delayed or the FDA, EMA or another foreign
regulatory authority may require us to perform additional clinical trials before approving our marketing applications. Upon
inspection, the FDA, EMA or another foreign regulatory authority could determine that any of our clinical trials fail or have
failed to comply with applicable cGCP regulations. In addition, our clinical trials must be conducted with product produced
under the cGMP regulations enforced by the FDA, EMA and other foreign regulatory authorities, and our clinical trials may
require a large number of test subjects. Our failure to comply with cGLP, cGCP and cGMP regulations may require us to repeat
clinical trials or manufacture additional batches of drug , which would delay the regulatory approval process and increase our
costs. Moreover, our business may be implicated if any of our CROs or CMOs violates federal or state fraud and abuse or false
claims laws and regulations or healthcare privacy and security laws, or if this is asserted or reported to have occurred. If any of
our clinical trial sites terminates for any reason, we may experience the loss of follow- up information on patients enrolled in
our ongoing clinical trials unless we are able to transfer the care of those patients to another qualified clinical trial site. Further,
if our relationship with any of our CROs or CMOs is terminated, we may be unable to enter into arrangements with alternative
CROs or CMOs on commercially reasonable terms, or at all. Switching or adding CROs, CMOs or other suppliers can involve
substantial cost and require extensive management time and focus. In addition, there is a natural transition period when a new
CRO, CMO or supplier commences work. As a result, delays may occur, which can materially impact our ability to meet our
desired clinical development timelines. If we are required to seek alternative supply arrangements, the resulting delays and
potential inability to find a suitable replacement could materially and adversely impact our business. Risks Related to
Intellectual Property We could be unsuccessful in obtaining or maintaining adequate patent protection for one or more of
our product candidates or future products. Our commercial success will depend, in farge-part, on our ability to obtain and
maintain patent, trademark and trade secret protection of our product candidates and future products , their respective
components, formulations, methods used to manufacture them and methods of treatment, as well as successfully defending these
patents-against third- party challenges. We evaluate our global patent portfolio in the ordinary course of business to enhance
patent protection in areas of our strategic focus and in key markets for our petentiat-product candidates and future products
and may abandon existing patents or patent applications related to terminated development programs, areas, or markets of low
strategic importance. Patents might not be-issaed-- issue with respect to our patent applications that are currently
pending, and issued ergranted-patents might later be found to be invalid or unenforceable, be interpreted in a manner that does
not adequately protect our entrent-product candidates or any future products, or fail to otherwise provide us with any
competitive advantage. The patent position of biotechnology and pharmaceutical companies is generally highly uncertain
because it involves complex legal and factual considerations that may be impacted by changes in the law . Fhe-In addition,



the standards applied by the U. S. Patent and Trademark Office, or USPTO, and foreign patent offices in granting-issuing

patents are not always applied uniformly or predlctably —Feﬁex&mp-}e— and also may be fhefe—ts—ne—tuﬂ-feiﬁ—weﬁdwnde—pehey
regardingpatentablesubject to changing law e ;

patenits-. Conqequently, patents may not issue from our pendrng patent apphcatrom or we may end up Wrth patent Claun% of
different scope in different jurisdictions. As such, we do not know the degree of future protection that we will have on our
future products and proprietary preduets-and-technology, if any, and a failure to obtain adequate intellectual property
protection with respect to our product candidates and future products, as well as other proprietary technology could have a
material adverse impact on our business and ability to achieve profitability. Periodic maintenance fees, renewal fees, annuity
fees and various other governmental fees on patents and / or patent applications will be due to be paid to the USPTO and
various governmental patent agenetes-offices outside of the U. S. in several stages over the lifetime of the patents and / or
applications. The USPTO and foreign vartous-nen—S-governmental patent agenetes-offices require compliance with a number
of procedural, documentary, fee payment and other similar provisions during the patent application and maintenance process.
We employ reputable law firms and other professionals to help us comply with respect to the patents and patent applications that
we own or ¢o- own , and we rely upon eur—heeﬁsefs—er—etueet-her—collaboratorq to effect Comphance Wlth respect to the patents
and patent apphcatlons that we out- hcense - ey pé :

advefse—effeet—eﬁ-eur—bttstﬁess— Our 1nte11ectual property rlght% will not neces%arrly pr0V1de us Wlth Competrtrve advantageq The
degree of future protection afforded by our intellectual property rights is uncertain because intellectual property rights have
limitations, and may not adequately protect our business, or may not permit us to maintain our competitive advantage. The
following examples are by way of iHustrative-illustration only : < others may be able to make compounds that are similar to our
product candidates or future products but that are not covered by the claims of the patents that we ;ereureoHaberators;-own ,
co- own or have-exelastvely-may in- Heensed- license ; ¢ others may independently develop similar or alternative technologies
without infringing our intellectual property rights; « #ssged-patents that we own , co- own or have-exelastvely-may in- Heensed--
license may not provide us with any competitive advantages, or may be held invalid or unenforceable, as a result of legal
challenges by our competitors; * we may obtain patents for certain compounds many years before we obtain marketing approval
for products containing such compounds, and because patents have a limited life, swhiek-the term (s) may begin to run out prior
to the commercial sale of the related product, the commercial value of our patents may be limited ; ® we might not have been
the first to make or file upon the inventions covered by the patents or pending patent applications; ¢ it is possible that
our pending patent applications will not issue as patents; * we cannot predict the scope of protection of any patent
issuing from our patent applications, including whether the patent applications that we own will result in patents with
claims directed to our product candidates or future products or uses thereof in the United States or in foreign countries ;
* our competitors might conduct research and development activities in countries where we do not have patent rights and then
use the information learned from such activities to develop competitive products for sale in our major commercial markets; * we
may fail to develop additional proprietary technologies that are patentable and / or may fail to adequately protect such
technologies ; * the laws of certain foreign countries may not protect our intellectual property rights to the same extent as the
laws of the U. S., or we may fail to apply for or obtain adequate intellectual property protection in all the jurisdictions in which
we operate; and ¢ the patents of others may have an adverse effect on our business, for example by preventing us from
commercializing marketing-one-or-our future more-efourproduet-products eandidates-for-one-ormeore-indieations-. Any of
the aforementioned threats to our competitive advantage could have a material adverse effect on our business. Filing,
prosecuting, enforcing and defending patents on product candidates in all countries throughout the world would be prohibitively
expensive, and our intellectual property rights in some countries outside the U. S. can be less extensive than those in the U. S. In
addition, the laws of some foreign countries do not protect intellectual property rights to the same extent as the federal-and-state
laws in the U. S. Consequently, we may not be able to prevent third parties from practicing our inventions in all countries
outside the U. S., or from offering to sell, selling, using, making or importing products made using our inventions in and into the
U. S. or other jurisdictions. Competitors may use our teehnotogies-inventions in jurisdictions where we have not obtained patent
protection to develop their own products and further, may export otherwise infringing products to territories where we have
patent protection, but enforcement is not as strong as that in the U. S. These products may compete with our esrrentor-future
products ey and our patents or other intellectual property rights may not be effective or sufficient to prevent them from
competing. Many companies have encountered significant problems in protecting , enforcing and defending intellectual
property rights in certain foreign jarisdiettons-countries . The legal systems of eertatr-some countries, particularly certain
developing countries, do not favor the enforcement of patents, trade secrets and other intellectual property proteetier-rights ,
particularly those relating to biotechnology and pharmaceutical products, which could make it difficult for us to stop the
infringement of our patents or marketing of competing products in violation of our proprietary rights generally. Proceedings to
enforce our patent rights in foreign jurisdietions-countries could result in substantial costs and divert our efforts and attention
from other aspects of our business, could put our patents at risk of being invalidated or interpreted narrowly and our patent
applications at risk of not issuing as patents and could provoke third parties to assert claims against us. We may not prevail in
any lawsuits that we initiate and the damages or other remedies awarded, if any, may not be commercially meaningful.
Accordingly, our efforts to enforce our intellectual property rights around the world may be inadequate to obtain a significant
commercial advantage from the-our intellectual property thatwe-develop-. We may be involved in lawsuits to enforce or-our

Heense—Our-patents eovering-one-ormeore-of-otr—- or produets-the patents of or-our predueteandidates-licensors, which could

be expensive, time consuming and unsuccessful, and those patents could be found invalid or unenforceable if challenged.



Any of our intellectual property rights could be challenged or invalidated despite measures we or our licensors take to obtain
patent and other intellectual property protection with respect to our product candidates and proprietary technology. eettd-be
expenstve;time-eonsuming-and-unsteeessfl-Competitors may infringe our patents or the patents of our licensors.To eeunter
stop infringement or unauthorized use,we may be required to file infringement claims,which can be expensive and time-
consuming.In addition,in an infringement proceeding,a court may decide that a patent in suit ef-etrs-er-one-ofourteensors-is
not valid or is not urenfereeable--- enforceable.In such case third parties may be able to use or-our technology without
paying licensing fees or royalties.Even if the validity of our patents is upheld,a court may refuse to stop the other party
sueh-infringement-proeeeding-from using the technology at issue on the greunds— ground that eur-patents-de-the other party’ s
activities are not eever-covered by our patents.In addition,third parties may affirmatively challenge our rights to,or the
teehnology-in-question-scope or validity of,our patents .An adverse result in any litigation or defense-post- grant proceedings
could put additional ere-er-mere-ef-eurpatents at risk of being invalidated,held unenforceable or interpreted narrowly,and

could put any of our patent apphcatlons at risk of not y1e1d1n an issued patent -I-ﬂfeffewﬂee—pfeeeed-rﬂgs—defwa&eﬂ

ptorship G y atenta ; Any uﬁ-favefab}e—eﬁteeﬁ&e-eet&d-efforts to enforce
our mtellectual property rights are llkely to be costly and may dlvert the efforts of our scientific and management
personnel. For example, if we were to initiate legal proceedings against a third- party to enforce a patent covering one of our
product candidates or future products , the defendant could defend or counterclaim that our patent is invalid and / or
unenforceable. In patent litigation in the U. S. and in some etherjurisdtetions-foreign countries , defendant defenses and
counterclaims alleging invalidity and / or unenforceability are commonplace. Grounds for a validity challenge could be an
alleged failure to meet any of several statutory requirements, for example, lack of novelty, obviousness, brekerpatent
ineligibility, loss of priority claims , lack of written description, instffietent-or renr—-lack of enablement. Grounds for an
assertion of unenforceability assertion-could be an allegation that someone connected with prosecution of the patent withheld
material information from the USPTO or the-an applicable foreign counterpart where such a duty to disclose exists , or made a
misleading statement, during prosecutlon A—eﬁe—e—ﬁetuhheeﬂsefs—ts—net—V&hd-er—F or example,admlnlstratlve proceedlngs s

proceedings,ex parte reexamination,inter partes review, postgrant post—grantreview, a-nd—or opposition proceedmos , provoked
by third parties or breught-initiated by the USPTO or any foreign patent authority may be used to challenge
inventorship,ownership,claim scope,or validity of our patent-patents applieations-or a patent of our licensor .An unfavorable
outcome in any of these proceedings could require us to cease using the related technology or to attempt to license rights to it
from the prevailing party.Our business could be harmed if the prevailing party does not offer us a license on commercially
reasonable terms,if any license is offered at all.Litigation or interferenee-administrative proceedings may fail and,even if
successful,may result in substantial costs and distract our management and other employees. We-maynot-With respect to
challenges to the validity of our patents or the patents of our licensors,for example,there might be abte-prior art of which
we and the patent examiner were unaware during prosecution.If a defendant were to prevent-prevail on a legal assertion
of invalidity and / or unenforceability,we would lose at least part,and perhaps all,of the patent protection on a product
candidate or future product.As another example,a litigant or the USPTO itself could challenge our patents on this basis even
if we believe that we have conducted our patent prosecution in dccordance with the duty of candor and in good faith. The
outcome followmg such a—eha-l-}eﬂge-challenges 18 unpredlctable Vith o-chs ;

ef—t-he—p&teﬂt—pfeteeﬁefreﬁ—a—pfedﬂet—e&ndi&a’ée—Even 1f a defertd&ﬂt—challenger does not prev a11 eﬁ—a—}ega-l-&ssemeﬂ—ef—rm%a-hd-&y
and-+orunenforeeability—, our patent claims may be construed in a manner that would limit our ability to enforce such claims

against the defendant-challenger and others. The cost of defending such a challenge, particularly in a foreign jarisdietion
country and any reiultmo loss of patent protectlon could have a materlal adv erse 1mpact on one or more of our product

y —Patent protection and patent prosecution for some
of our product eandldatei and future products is dependent on, and the ability to assert patents and defend them against claims
of invalidity is maintained by, third parties. There have been and may be times in the future when certain patents that relate to
our product candidates or any appreved-future products are controlled by our collaborators, including licensees, sublicensees 5
or licensors er-othereetaberators-. Although we may, under such arrangements, have rights to consult with our collaborators on
actions taken as well as back- up rights of prosecution and enforcement, we have in the past and may in the future relinquish
rights to prosecute and maintain patents and patent applications within our portfolio as well as the ability to assert such patents
against infringers. For example, currently the rights relating to the patent portfolio for XEN901 (now known as NBI- 921352),
other selective Nav1. 6 inhibitors and dual Nav1. 2 / 1. 6 inhibitors are exclusively licensed to Neurocrine Biosciences , and
Neurocrine Biosciences has the first right to bring and control any action in connection with product 1nfr1ngement If
any current or future Heensee;-sublieensee; Heensor-or-othereoHaborators-— collaborator with rights to file, prosecute, assert



enforce and / or defend patents related to our product candidates or future products fails to appropriately prosecute and
maintain patent protection for patents covering any of our product candidates, or if patents covering any of our product
candidates or future products are asserted against infringers or defended against claims of invalidity or unenforceability in a
manner which adversely affects such coverage, our ability to develop and commercialize any such product eandidate-candidates
or future products may be adversely affected and we may not be able to prevent competitors from making, using, importing,
offering for sale, and / or selling competing products. We may be involved in lawsuits to......, results of operations and prospects.
Claims that our product candidates or the sale, offer for sale, importation, manufacture, or use of our future products infringe the
patent or other intellectual property rights of third parties could result in costly litigation e, could require substantial time and
money to resolve, even if litigation is avoided , and could prevent or delay us from developing or commercializing our
product candidates . Our commercial success depends , in part, upon our ability to develop product candidates and

commercmhze our future product% ﬂ&&t—may—be—&ppfeved—m—t-he—ftﬁufe— ﬂﬁrrg—etmpfepﬂetafy—teehﬂe-legy—Wlthout 1nfr1nglng the

eoHaborators-. Such thlrd partles mlght resort to lltlgmon agalnst us or other partles we have agreed to 1ndemn1fy which
litigation could be based on either existing intellectual property or intellectual property that arises in the future. It is possible that
relevant patents or patent applications held by third parties will cover our product candidates at the time of launch and we may
also fail to identify srelevant patents or patent applications held by third parties that might be asserted to cover our product
candidates. For example, U. S. applications filed before November 29, 2000, and certain applications filed after that date that
wviH-were not be-filed outside the U. S. remain confidential until patents issue. Other patent applications in the U. S. and several
other jurisdictions are published approximately 18 months after the earliest filing for which priority is claimed, with such
earliest filing date being commonly referred to as the priority date. Furthermore, publication of discoveries in the scientific or
patent literature often lags behind actual discoveries. Therefore, we cannot be certain that we, or our collaborators, were the first
to invent, or the first to file patent applications on our product candidates or for their uses, or that our product candidates will not

mfrlnge patents that are currently issued or that will be 1§sued in the future Hrthe-event-thatathird-—party-has-also-filed-apatent

pﬂefrﬁhef—rmeﬂt-teﬁ—Addltlonally, pendmg patent apphcatlon% and patent% Wthh have been publlshed can, subject to certain
limitations, be later amended in a manner that could cover our current or future products, if any, or their use. The coverage of
patents is subject to interpretation by the courts, and the interpretation is not always uniform. If we were sued for
patent infringement, we would need to demonstrate that our product candidates, our future products, or methods of use
either do not infringe the patent claims of the relevant patent or that the patent claims are invalid or unenforceable, and
we may not be able to do this. Proving invalidity may be difficult. Even if we are successful in these proceedings, we may
incur substantial costs and the time and attention of our management and scientific personnel could be diverted in
pursuing these proceedings, which could have a material adverse effect on our business and operations. Furthermore, we
may not have sufficient resources to bring these actions to a successful conclusion. We may choose to challenge the
enforceability or validity of claims of a third party’ s patent by requesting an administrative proceedings, for example,
derivation proceedings, entitlement proceedings, ex parte reexamination, inter partes review, postgrant review, or
opposition proceedings, before the USPTO or any foreign patent authority. These administrative proceedings are
expensive and may consume our time or other resources. The costs of these administrative proceedings could be
substantial and may consume our time or other resources. If we fail to obtain a favorable result in the USPTO, EPO or
other foreign patent office then we may be exposed to litigation by a third party alleging that the patent may be infringed
by our product candidates or future products. Defending against claims of patent infringement ;-misappropriation-oftrade
seerets-or other violations of intellectual property rights could be costly and time consuming, regardless of the outcome. Thus,
even if we were to ultimately prevail, or to settle at an early stage, such litigation or threatened litigation could burden us with
substantial unanticipated costs. In addition, litigation or threatened litigation could result in significant demands on the time and
attention of our management team, distracting them from the pursuit of other comp"lny busmess Clalm% that the sellmg, usmg,
making, offering to sell, or importing, of our product candidates or the-se RE 0
euffuture product% infringe, mlsappropnate or otherwrse violate third- party 1ntellectual property rights could therefore have a

property lmoatlon -}eﬂgefor proceedlngs more effectlvely than we ee-u-}d-can ln dddmon the uncertainties associated with
litigation could have a material adverse effect on our ability to raise the funds necessary to conduct our clinical trials, continue
our internal research programs, in- license needed technology, or enter into strategic collaborations that would help us bring our
product candidates to market. n-addition;-any-Unfavorable outcomes in intellectual property litigation could limit our
research and development activities and / or our ability to commercialize certain products. Any future intellectual property
litigation sinterferenee-er-other administrative proceedings will result in additional expense and distraction of our personnel.
There is inevitable uncertainty in intellectual property litigation, and we could lose, even if the case against us is weak or
flawed. An adverse-unfavorable outcome in such litigation or proceedings may expose us or any future strategic collaborators
to loss of our proprietary position, expose us to significant liabilities, or require us to seek licenses that may not be available on
commercially acceptable terms, if at all, each of which could have a material adverse effect on our business. Bafaverable



outeomesirIf we are found to infringe a third- party’ s intellectual property {-rt-rgat-ten—rlghts, we could -l-rnatt—be forced
including by court order, to cease developing, manufacturing eur—- or researeh4 abiity
to-eommeretalize-commercializing eertain-the infringing produets— product candldate or future product -I-f—Alternatlvely,
we may be required to obtain a license from such third- party in order to use the infringing technology and continue
developing, manufacturing or marketing the infringing product candidate or future product For example, if third parties
successfully assert their intellectual property rights against us, we might be barred from using certain aspects of our technology
or barred from developmg and Commerc1ahzmg certain future productq Alternatlvely Prohibittons-againstusing-eertain

s be requlred tmpesed—by—a—eeuﬁ—e%by—a

pay %ub%tantlal damage awardq to the plamtlff -
to treble damages and attorneys’ fees if we are found eenld i i 15— AWE

feads-to an-outeome-unfavorabletots-have willfully infringed a patent As another alternatlve we may be requlred to obtam
a license from the intellectual property owner -tn—e-rder—to Contmue our research and development program% or to market any
resulting product. It is alse possible that ; avatla 0 G T8
al—Adternatively-we may be required to modify or redemgn our eufreﬂt—product candldates or future productq if any, in order
to avoid infringing or otherwise violating third- party intellectual property rights. This may not be technically or commercially
feasible, may render those products less competitive, or may delay or prevent the entry of those products to the market. Any of
the foregoing could hmlt our research and development activities, our ab111ty to commerc1a112e one or more product candldateq
or both. If 1 v ARy

parties;-we fnay—choose or be—are requ1red to %eek a hcense from a thlrd party and— we may be requlred to pay / license fees or
royalties or both, which could be substantial. These licenses may not be available on acceptable terms, or at all. Even if we or
any future collaborators were able to obtain a license, the rights may be nonexclusive, which could result in our competitors
gaining access to the same intellectual property. Ultimately, we could be prevented from commercializing a product, or be
forced, by court order or otherwise, to cease some or all aspects of our business operations yif-as a result of actual or threatened
litigation patent-or-other-intelleetaal-property-etaims-, we are unable to enter into licenses on acceptable terms. Further, we
could be found liable for significant monetary damages as a result of claims of intellectual property infringement. In the future,
we may receive offers to license and demands to license from third parties claiming that we are infringing their intellectual
property or owe license fees and, even if such claims are without merit, we could fail to successfully avoid or settle such claims.
If Neurocrine Biosciences or other collaborators license or otherwise acquire rights to intellectual property controlled by a third -
party in various circumstances, for example, where a product could not be fegaly-developed or commercialized in a country
without the third- party intellectual property right or, where it is decided that it would be useful to acquire such third- party right
to develop or commercialize the product, they are eligible under our collaboration agreements to decrease payments payable to
us on a product- by —product basis and, in certain cases, on a country- by- country basis. Any of the foregoing events could
harm our business significantly. If we breach any efthe-agreements-- agreement under which we license the use, development
and commercialization rights to our product candidates or technology from third parties, we could lose license rights that are
important to our business. Under etr-existing or future license and other agreements, we are or may become subject to various
obligations, including diligence obligations such as development and commercialization obligations, as well as potential
milestone payments and other obligations. If we fail to comply with any of these obligations or otherwise breach our license
agreements, our licensing partners may have the right to terminate the applicable license in whole or in part ;-or convert an
exclusive license to a non- exclusive license. Generally, the loss of any such ene-ef-oureurrentleenses— license , or any license
exclusivity thereunder—ef&ny—etheieheense—we—may—aeqmreﬁthe—futufe— could materlally harm our buqmesq prospectq
financial condition and results of operations. If we are unable to W y

may-rotprevent unauthorized disclosure of trade secrets and other proprletary mformatlon Wh-teh—weu-}d-hafm—our competltlve
position could be harmed . In addition to patents, we rely on trade secrets, technical know- how and proprietary information
concerning our discovery platform, business strategy and product candidates , which can be difficult to protect, in order to
preteet-maintain our competitive position Fwhieh-are-diffiealtte-proteet-. In the course of our research and development
activities and our business activities, we often rely on confidentiality agreements to protect our proprietary information. Such
confidentiality agreements are used, for example, when we talk to vendors of laboratory, manufacturing, pre- clinical
development or clinical development goods or services or potential strategic collaborators. In addition, each of our employees
and consultants is required to sign a confidentiality agreement and invention assignment agreement upon joining our company.
Our employees, consultants, contractors, business partners or outside scientific collaborators might intentionally or inadvertently
disclose our trade secret information in breach of these confidentiality agreements or our trade secrets may otherwise be
misappropriated. Our collaborators might also have rights to publish data and we might fail to apply for patent protection prior
to such publication. It is possible that a competitor will make use of such information, and that our competitive position will be
compromised. In addition, to the extent that our employees, consultants or contractors use intellectual property owned by others
in their work for us, disputes may arise as to the rights in related or resulting know- how and inventions. Enforcing a claim that a
third- party illegally obtained and is using any of our trade secrets is expensive and time consuming, and the outcome is
unpredictable. In addition, courts outside the U. S. sometimes are less willing than U. S. courts to protect trade secrets.
Moreover, our competitors may independently develop equivalent knowledge, methods and know- how. If we cannot maintain
the confidentiality of our proprietary technology and other confidential information, then our ability to obtain patent protection
or to protect our trade secret information would be jeopardized, which would adversely affect our competitive position. et
eommen-shares—In addition,we,or our licensors,may be subject to claims that former employees,collaborators or other third




parties have an interest in our owned or in- licensed patents,trade secrets,or other intellectual property as an inventor or co-
inventor.For example,we,or our licensors,may have inventorship disputes arise from conflicting obligations of
employees,consultants or others who are involved in developing our product candidates.Litigation may be necessary to defend
against these and other claims challenging inventorship or our,or our licensors’,ownership of our owned or in- licensed
patents,trade secrets or other intellectual property.If we,or our licensors,fail in defending against any such claims,in addition to
paying monetary damages,we may lose valuable intellectual property rights,such as exclusive ownership of,or right to
use,intellectual property that is important to our product candidates.Even if we are successful in defending against such
claims,litigation could result in substantial costs and be a distraction to management and other employees.Any of the foregoing
could have a material adverse effect on our business,financial condition,results of operations and prospects. Changes in U. S.
patent law, or laws in other countries, could increase the uncertainties and costs surrounding the prosecution of our patent
applications and the enforcement or defense of our #sswed-patents, thereby impairing our ability to protect our product candidates
and future products . Our success is heavily dependent on intellectual property, particularly patents. The patent positions of
pharmaceutical and biopharmaceutical companies can be highly uncertain and involve complex legal and factual questions for
which important legal principles remain unresolved. No consistent policy regarding the breadth of claims allowed in patents in
these fields has emerged to date in the U. S. or other countries. In addition, Congress or other foreign legislative bodies may
pass patent reform legislation that is unfavorable to us. For example, there have been recent changes regarding how patent laws
are interpreted, and both the USPTO and Congress have recently made significant changes to the patent system. There have
been U. S. Supreme Court decisions that now show a trend of the Supreme Court which is distinctly negative on some patents.
The trend of these decisions along with resulting changes in patentability requirements being implemented by the USPTO could
make it increasingly difficult for us to obtain #né-, maintain and / or enforce patents on our products. We cannot accurately
predict future changes in the interpretation of patent laws or changes to patent laws which might be enacted into law. Those
changes may materially affect our patents, our ability to obtain patents, the costs to prosecute our patent applications and enforce
our patents and / or the patents and applications of our collaborators. The patent situation in these fields outside the U. S. also
has uncertainties. Changes in either the patent laws or in interpretations of patent laws in the U. S. and other countries may
diminish the value of our intellectual property or narrow the scope of our patent protection. Accordingly, we cannot predict the
breadth of claims that may be allowed or enforced in the patents we own or to which we have a license or third- party patents.
As an example, European patent applications s#seem-have the option, upon grantissuance of a patent, of becoming a Unitary
Patent, which is s#be-subject to the jurisdiction of the Unitary Patent Court, or UPC. The option of a Unitary Patent swit-be-a
and the creation of the UPC are significant ehange-changes in European patent practice. As the UPC is a new court system,
there is ne-little precedent for the court, increasing the uncertainty of any litigation in the UPC . Intellectual property
litigation and administrative proceedings may lead to unfavorable publicity that harms our reputation and causes the
market price of our common shares to decline. During the course of any intellectual property litigation or administrative
proceeding, there could be public announcements of the initiation of the litigation or proceeding as well as results of
hearings, rulings on motions, and other interim rulings in the litigation or proceeding. If securities analysts or investors
regard these announcements as negative, the perceived value of our existing products, programs or intellectual property
could be diminished. Accordingly, the market price of our common shares may decline. Such announcements could also
harm our reputation or the market for our future products, which could have a material adverse effect on our business .
If we do not obtain protection under the Hatch- Waxman Act in the U. S. and similar foreign legislation eutstde-ofthe-d—S-by
extending the patent terms for our product candidates, our business may be materially harmed. Depending upon the timing,
duration and specifics of FDA marketing approval of our product candidates, if any, one or more U. S. patents may be eligible

for hmrted patent term restoration-extension under the Hatch Waxman Act —”Phe—H&teh——\lla*m&n—Aet—pef&n-fs-a-p&ten’f

However we may not be granted an extenqron becau%e of, for example, farhng to apply within
applicable deadlines, failing to apply prior to expiration of relevant patents or otherwise failing to satisfy applicable
requirements. Moreover, the applicable time period or the scope of patent protection afforded could be less than five years, or
even less than we request if that number is less than five years. If we are unable to obtain patent term extension or resterationor
the termr-duration of any such extension is less than we request, the period during which we will have the right to exclusively
market our product may be shortened and our competitors may obtain approval of competing products following our patent
expiration, and our revenue could be reduced, possibly materially. We-have-If our trademarks are not registered-our-eorporate
adequately protected, we may not be able to build name recognition as-a-trademarlin al-efour petential-markets of interest

, which and-fatlure-to-seeure-theseregistrations-could adversely affect our business. Our current and future trademarks,
lncludlng our corporate name, Xenon, has not been trademarked in each market where we operate and plan to operate. Our
trademark applications for our corporate name or the name of our products may not be allowed for registration, and our
registered trademarks may not be maintained or enforced. During trademark registration proceedings, we may receive rejections,
which we may be unable to overcome in our responses. Third parties may also attempt to register trademarks utilizing the
Xenon name on their products, and we may not be successful in preventing such usage. In addition, in the USPTO and in
comparable agenetes-patent officers in many foreign jurisdiettonis-countries , third partre@ are grven an opportunrty to oppoqe
pending trademark applications and to seek to cancel regrqtered trademarks. Our Oppesttie

filed-againstourtrademarks;-and-our-trademarks may not survive such proceedings. If we do not secure regrstratron% for our

trademarks, we may encounter more difficulty in enforcing them against third parties than we otherwise would. fateHeetuat

property-litigation-may-tead-Moreover, any name we have proposed to unfaverable-publieity-use with our product

candidates in the United States, regardless of whether we have registered it or applied to register it as a trademark, must
be approved by the FDA. Similar requirements exist in Europe and other foreign countries. If the FDA (or an equivalent




administrative body in a foreign country) objects to any of our proposed product names, we may need to identify a
suitable substitute name, for example, that harms-eurteputationrand-eauses-would qualify under applicable trademark
laws, not infringe the marketpriee-existing rights of eureommon-shares-third parties, and be acceptable to deeline—During
the eonrse-ofany-inteHeetualpropertytitigation- FDA. This may require additional expense. In addition , there could be
publie-announeements-potential trademark infringement claims brought by owners of the-other initiation-registered
trademarks that incorporate variations of our registered or unregistered trademarks. If we assert trademark
infringement claims, a court may determine that the litigation-marks we have asserted are invalid or unenforceable, or
that the party against whom we have asserted trademark infringement as-has wel-as-results-ofhearings-superior rights to
the marks in questlon. In this case . ralings-we could ultlmately be forced to cease use of such trademarks. If we are

sative-, we may nott-he—pefeewed—va-}ue—eﬁeﬁfeﬂs&ﬁg
dfmfmshed—Aeeefd-rﬁg}yhable to compete effectlvely , and t-he—ma-rket—pﬁee

Wdﬂeh—eeiﬁd—have-a—fna’eeﬂal-advefse—effeet—eﬁ—our business may be adversely affected RlSkS Related to OWHerShlp of Our
Common Shares Our common shares are listed on Nasdaq under the trading symbol “ XENE. ” The market price of our
common shares has fluctuated in the past and is likely to be volatile in the future. As a result of this volatility, investors may
experience losses on their investment in our common shares. The market price for our common shares may be influenced by
many factors, including the following: ¢« announcements by us or our competitors of new products, product candidates or new
uses for existing products, significant contracts, commercial relationships or capital commitments and the timing of these
introductions or announcements; * actions by any of our collaborators regarding our product candidates they are developing,
including announcements regarding clinical or regulatory decisions or developments of our collaboration; ¢ unanticipated serious
safety concerns related to the use of any of our products and product candidates; * negative or inconclusive results from clinical
trials of our product candidates, leading to a decision or requirement to conduct additional pre- clinical testing or clinical trials or
resulting in a decision to terminate the continued development of a product candidate; ¢ delays of clinical trials of our product
candidates; * failure to obtain or delays in obtaining or maintaining product approvals or clearances from regulatory authorities;
« adverse regulatory or reimbursement announcements; * announcements by us or our competitors of significant acquisitions,
strategic collaborations, licenses, joint ventures or capital commitments; ¢ the results of our efforts to discover or develop
additional product candidates; ¢ our dependence on third parties, including our collaborators, CROs, clinical trial sponsors and
clinical investigators; * regulatory or legal developments in Canada, the U. S. or other countries; * developments or disputes
concerning patent applications, issued patents or other proprietary rights; ¢ the recruitment or departure of key personnel; * the
level of expenses related to any of our product candidates or clinical development programs; * actual or anticipated changes in
estimates as to financial results, development timelines or recommendations by securities analysts; ¢ actual or anticipated
quarterly variations in our financial results or those of our competitors; ¢ sales of common shares by us, our insiders or our
shareholders in the future, as well as the overall trading volume of our common shares; ¢ changes in the structure of healthcare
payment systems; « commencement of, or our involvement in, litigation; * the impact of the-COVID-—9-pandemte-pandemics ,
epidemics or other public health crises on our business and the macroeconomic environment; * general economic, industry
and market conditions; * market conditions in the pharmaceutical and biotechnology sectors and other factors that may be
unrelated to our operating performance or the operating performance of our competitors, including changes in market valuations
of similar companies; and  the other factors described in this “ Risk Factors  section. In addition, the stock market in general,
and Nasdaq and the biopharmaceutical industry in particular, have from time to time experienced volatility that often has been
unrelated to the operating performance of the underlying companies. The COVID- 19 pandemic and rising inflation and
interest rates , for example, resulted in significant volatility. These broad market and industry fluctuations may adversely affect
the market price of our common shares, regardless of our operating performance. In several recent situations where the market
price of a stock has been volatile, holders of that stock have instituted securities class action litigation against the company that
issued the stock. If any of our shareholders were to bring a lawsuit against us, the defense and disposition of the lawsuit could be
costly and divert the time and attention of our management and harm our operating results. The market price of our common
shares could decline as a result of sales of a large number of our common shares or the perception that these sales could occur.
These sales, or the possibility that these sales may occur, also might make it more difficult for us to sell equity securities in the
future at a time and at a price that we deem appropriate. Pursuant to our equity incentive plans, our compensation committee (or
a subset or delegate thereof) is authorized to grant equity- based incentive awards to our employees, directors and consultants.
Future stock option grants and issuances of common shares under our share- based compensation plans will result in dilution to
all shareholders and may have an adverse effect on the market price of our common shares. In addition, in the future, we may
issue additional common shares, preferred shares, or other equity or debt securities convertible into common shares in
connection with a financing, collaboration agreement, acquisition, litigation settlement, employee arrangements or otherwise.
We may also issue additional common shares upon the exercise of pre- funded warrants that we have issued from time to time.
Any such issuance, including any issuances pursuant to our “ at- the- market ” equity offering program under our sales
agreement with Jefferies and Stifel, could result in substantial dilution to our existing shareholders and could cause the market
price of our common shares to decline. We are governed by the corporate and securities laws of Canada which in some cases
have a different effect on shareholders than the corporate laws of Delaware and U. S. securities laws. We are governed by the
Canada Business Corporations Act, or CBCA, and other relevant laws, which may affect the rights of shareholders differently
than those of a company governed by the laws of a U. S. jurisdiction, and may, together with our articles and by- laws, have the
effect of delaying, deferring or discouraging another party from acquiring control of our company by means of a tender offer, a
proxy contest or otherwise, or may affect the price an acquiring party would be willing to offer in such an instance. The material




differences between the CBCA and Delaware General Corporation Law, or DGCL, that may have the greatest such effect
include, but are not limited to, the following: (i) for material corporate transactions (such as mergers and amalgamations, other
extraordinary corporate transactions or amendments to our articles) the CBCA generally requires a two- thirds majority vote by
shareholders, whereas DGCL generally only requires a majority vote; and (ii) under the CBCA , holders of 5 % or more of our
shares that carry the right to vote at a meeting of shareholders can requisition a special meeting of shareholders, whereas such
right does not exist under the DGCL. In addition, our board of directors is responsible for appointing the members of our
management team and certain provisions of the CBCA and our articles and by- laws may frustrate or prevent any attempts by
our shareholders to replace or remove our current management by making it more difficult for shareholders to replace members
of our board of directors. Certain of these provisions include the following:  shareholders cannot amend our articles unless such
amendment is approved by shareholders holding at least two- thirds of the shares entitled to vote on such approval; ¢
shareholders must give advance notice to nominate directors or to submit proposals for consideration at shareholders’ meetings;
and ¢ applicable Canadian corporate and securities laws generally require, subject to certain exceptions, a tender offer (also
known as a take- over bid) to remain open for a minimum of 105 days and that more than 50 % of the outstanding securities not
owned by the offeror be tendered before the offeror may take up the securities. Any provision in our articles, by- laws, under the
CBCA or under any applicable Canadian securities law that has the effect of delaying or deterring a change in control could limit
the opportunity for our shareholders to receive a premium for their common shares, and could also affect the price that some
investors are willing to pay for our common shares, thereby depressing the market price of our common shares. U. S. civil
liabilities may not be enforceable against us, our directors, or our officers. We are governed by the CBCA and our principal
place of business is in British Columbia, Canada. Many of our directors and officers reside outside of the U. S., and all or a
substantial portion of their assets as well as all or a substantial portion of our assets are located outside the U. S. As a result, it
may be difficult for investors to effect service of process within the U. S. upon us and certain of our directors and officers or to
enforce judgments obtained against us or such persons, in U. S. courts, in any action, including actions predicated upon the civil
liability provisions of U. S. federal securities laws or any other laws of the U. S. Additionally, rights predicated solely upon civil
liability provisions of U. S. federal securities laws or any other laws of the U. S. may not be enforceable in original actions, or
actions to enforce judgments obtained in U. S. courts, brought in Canadian courts, including courts in the Province of British
Columbia. We are at risk of securities class action litigation. In-the-past;seeurities-Securities class action litigation has often
been brought against a company following a decline in the market price of its securities. This risk is especially relevant for us
because biotechnology companies have experienced significant share price volatility in recent years. If we face such litigation, it
could result in substantial costs and a diversion of management’ s attention and resources, which could harm our business. In
addition, an increase in litigation against biotechnology companies may make it more difficult and more expensive for us to
obtain director and officer liability insurance, and we may be required to accept reduced policy limits and coverage or incur
substantially higher costs to obtain the same or similar coverage. Our management has broad discretion over the use of our cash
and we may not use our cash effectively, which could adversely affect our results of operations. Our management has broad
discretion in the application of our cash resources. Shareholders may not agree with our decisions, and our use of our cash
resources may not improve our results of operation or enhance the value of our common shares. Our failure to apply these funds
effectively could have a material adverse effect on our business, delay the development of our product candidates and cause the
market price of our common shares to decline. In addition, pending their use, they may be placed in investments that do not
produce significant income or that may lose value. We do not anticipate paying any cash dividends on our common shares in the
foreseeable future. We do not currently intend to pay any cash dividends on our common shares in the foreseeable future. We
currently intend to retain all of our future earnings, if any, to finance the growth and development of our business. As a result,
capital appreciation, if any, of our common shares may be investors’ sole source of gain for the foreseeable future. Reports
published by analysts, including projections in those reports that differ from our actual results, could adversely affect the price
and trading volume of our common shares. The trading market for our common shares depends in part on the research and
reports that industry or securities analysts publish about us or our business. If one or more of the analysts who cover us issues an
adverse opinion about our company, our common share price would likely decline. If one or more of these analysts ceases
research coverage of us or fails to regularly publish reports on us, we could lose visibility in the financial markets, which in turn
could cause the price of our common shares or trading volume to decline. There is no public market for our outstanding pre-
funded warrants. There is no public trading market for our outstanding pre- funded warrants and we do not expect a market to
develop. In addition, we do not intend to list the outstanding pre- funded warrants on Nasdaq or any other national securities
exchange or nationally recognized trading system. Without an active trading market, the liquidity of the outstanding pre- funded
warrants will be limited. General Risk Factors Unstable market and economic conditions may have serious adverse
consequences on our business and financial condition. Global credit and financial markets have at times experienced extreme
disruptions, including mestreeently-in connection with the COVID- 19 pandemic, characterized by increased market volatility,
increased rates of inflation, declines in consumer confidence, declines in economic growth, increases in unemployment rates, and
uncertainty about economic stability. Similarly, the current eenthet-conflicts between Ukraine and Russia and in the Middle
East, has— as well as recent failures in the global banking sector, have created volatility in the capital markets and is-are
expected to have further global economic consequences. Limited liquidity, defaults, non- performance and other adverse
developments affecting financial institutions or parties with which we do business, or perceptions regarding these or
similar risks, have in the past and may in the future lead to market- wide liquidity problems. For example, in March
2023, Silicon Valley Bank was closed and placed into receivership and, subsequently, additional financial institutions
have been placed into receivership. There is no guarantee that the U. S. government or governments in other
jurisdictions will intervene to provide access to uninsured funds in the future in the event of the failure of other financial
institutions, or that the U. S. government or governments in other jurisdictions would do so in a timely fashion. If another



such disruption in credit and financial markets and deterioration of confidence in economic conditions occurs, our business may
be adversely affected. If the equity and credit markets were to deteriorate significantly in the future, including as a result of a
pandemic resurgenee-of- COVAD-—9-, political unrest or war , or further instability of the global banking sector , it may
make any necessary equity or debt financing more difficult to complete, more costly, and more dilutive. Failure to secure any
necessary financing in a timely manner and on favorable terms could have a material adverse effect on our growth strategy,
financial performance and the market price of our common shares and could require us to delay or abandon development or
commercialization plans. In addition, there is a risk that one or more of our current collaborators, service providers,
manufacturers and other partners would not survive or be able to meet their commitments to us under such circumstances, which
could directly affect our ability to attain our operating goals on schedule and on budget. We have incurred, and expect to
continue to incur, significant costs as a result of laws, regulations and investor- driven standards relating to corporate governance
and other matters. Laws and regulations affecting public companies, including provisions of the Dodd- Frank Wall Street
Reform and Consumer Protection Act, Sarbanes- Oxley Act of 2002, the CBCA, applicable Canadian securities laws, and rules
adopted or proposed by the SEC, Nasdaq, Corporations Canada and applicable Canadian securities regulators have resulted in,
and will continue to result in, significant compliance costs to us as we evaluate the implications of these rules and respond to
their requirements. Compliance with the various reporting and other requirements applicable to public companies also requires
considerable time and attention of management. In the future, if we are not able to issue an evaluation of our internal control
over financial reporting, as required, or we or our independent registered public accounting firm determine that our internal
control over financial reporting is not effective, this shortcoming could have an adverse effect on our business and financial
results and the price of our common shares could be negatively affected. New rules could make it more difficult or more costly
for us to obtain certain types of insurance, including director and officer liability insurance, and we may be forced to accept
reduced policy limits and coverage or incur substantially higher costs to obtain the coverage that is the same or similar to our
current coverage. The impact of these events could also make it more difficult for us to attract and retain qualified persons to
serve on our board of directors and board committees, and as our executive officers. We cannot predict or estimate the total
amount of the costs we may incur or the timing of such costs to comply with these rules and regulations. In addition, the SEC
and applicable Canadian securities regulators regularly pursue reeently-have-beenpursting-various rulemaking efforts,
including recently with respect to environmental, social and governance, or ESG, matters. A variety of organizations also
measure the performance of companies on such ESG topics, and the results of these assessments are widely publicized.
Investment in funds that specialize in companies that perform well in such assessments are increasingly popular, and major
institutional investors have publicly emphasized the importance of such ESG measures to their investment decisions. If
additional rules regarding ESG matters are adopted or if investors continue to increase their focus on ESG matters, we could
incur substantially higher costs in our efforts to comply and cannot be certain that our efforts will be viewed as adequate by
regulators or by such investors .



