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Item 5.02. Departure of Directors or Certain Officers; Election of Directors; Appointment of Certain Officers; Comp ion Arr ts of Certain Officers.

In connection with the Company’s Virtual Commercial Deep-Dive Event on Etripamil for PSVT (the “Commercial Presentation”), Mr. Oliveto, the Company’s Chief Executive Officer, announced Mr. Francis Plat’s
intention to retire as Chief Scientific Officer from the Company, effective December 31, 2022.

In connection with the departure, the Company entered into a consulting agreement (the “Consulting Agreement”) with Mr. Plat. Pursuant to the Consulting Agreement, Mr. Plat has agreed to provide consulting services to
the Company following his retirement effective December 31, 2022. The Consulting Agreement provides for monthly compensation of $15,000 for each month during Stage 1,and an hourly rate of $300 per hour for services
provided during Stage 2 and Stage 3 (each as defined in the Consultant Agreement). Additionally, Mr. Plat’s options to purchase shares of Company’s common stock will continue to vest. The foregoing summary of
the Consulting Agreement between Mr. Plat and the Company does not purport to be complete and is subject to, and qualified in its entirety by the full text of the Consulting Agreement.

Item 7.01. Other Events.

In connection with the Commercial Presentation, the Company provided a presentation that may be used in connection with presentations at conferences and investor meetings. The full text of the Company’s corporate
presentation is filed as Exhibit 99.1 hereto and incorporated herein by reference, and may also be accessed through the “Investors” section of the Company's website at www.milestonepharma.com.

The Company intends to use its website as a means of disclosing material non-public information and for complying with its disclosure obligations under Regulation FD. Such disclosures will be included on its website in
the ‘Investor Relations” sections. Accordingly, investors should monitor such portions of its website, in addition to following press releases, SEC filings and public conference calls and webcasts.

The information furnished under this Item 7.01, including Exhibit 99.1, shall not be deemed “filed” for purposes of Section 18 of the Securities Exchange Act of 1934, or the Exchange Act, or subject to the liabilities of that
section or Sections 11 and 12(a)(2) of the Securities Act of 1933, or the Securities Act. The information in this Item 7.01, including Exhibit 99.1, shall not be deemed incorporated by reference into any other filing with the U.S.
Securities Exchange Commission, or the SEC, made by the Company, whether made before or after the date hereof, regardless of any general incorporation language in such filing.




Item 9.01. Financial Statements and Exhibits.
(d) Exhibits.

Exhibit No. Description
99.1 Corporate Presentation dated December 6, 2022.

Cover Page Interactive Data File--the cover page XBRL tags are embedded within the Inline XBRL document




SIGNATURES
Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the undersigned hereunto duly authorized.
MILESTONE PHARMACEUTICALS INC.

By: /s/ Amit Hasija

Amit Hasija
Chief Financial Officer

Dated: December 6, 2022




Exhibit 99.1

Commercial Opportunity Deep Dive
for Milestone Pharmaceuticals

Joe Oliveto Lorenz Muller

Chief Executive Officer Chief Commercial Officer
December 6, 2022




Forward Looking Statement £l

The Presentation contains forward-looking st; within the ing of the safe harbor provisions of the Private Securities Litigation Reform Act of 1995, as amended.
Words such as “aim,” “anticipate,” “assume,” “believe,” “contemplate,” “continue,” “could,” “design,” “due,” “estimate,” “expect,” “goal,” “intend,” “‘may,’
“objective,” “plan,” “predict,” “positioned,” “potential,” “project,” “seek,” “should,” “target,” “will,” “would” (as well as other words or expressions referencing future
events, conditions or circumstances) are intended to identify forward-looking statements. These forward- looking statements are based on Milestone's expectations and
assumptions as of the date of this Presentation. Each of these forward-looking 5 risks and uncertainties. Actual results may differ materially from these
forward-looking statements. Forward-looking statements contained in this F ion include regarding (i) the design, progress, timing, scope and results of
the etripamil clinical trials in PSVT and AFib-RVR, (i) the potential efficacy, safety and tolerability of etripamil, (i) the potential of etripamil to deliver a clinically meaningful
benefit to patients with PSVT in the home-setting i and to emp: i to take control of their condition as well as provide value to the healthcare system,
(iv) the possibility that data could fulfill the efficacy requirement for an NDA submission with the FDA for etripamil, (v) plans relating to commercializing etripamil, if
approved, including the geographic areas of focus and sales strategy and (vi) the potential market size and the rate and degree of market acceptance of etripamil and any
future product candid and the ation of Milestone's business model and strategic plans for its business, etripamil and any future product candidates. Important
factors that could cause actual results to differ materially from those in the forward-looking statements include, but are not limited te, the risks inherent in
biopharmaceutical product development and clinical trials, including the lengthy and uncertain regulatory approval process, uncertainties related to the timing of initiation,
enroliment, completion and evaluation of clinical trials, including the RAPID and ReVeRA trials, and whether the clinical trials will validate the safety and efficacy of etripamil
for PSVT, AFib-RVR, or other indications, among others, as well as risks related to pandemics and public health emergencies, including those related to COVID-19, and risks
related the sufficiency of our capital resources and our ability to raise additional capital. These and other risks are set forth in Milestone's filings with the U.S. Securities and
Exchange Commission, including in its annual report on Form 10-K for the year ended December 31, 2021, under the caption "Risk Factors”, as such discussion may be
updated in future filings we make with the SEC. Except as required by law, Milestone assumes no obligation to update any forward- looking statements contained herein to
reflect any change in expectations, even as new information becomes available.

o oo o "o o

This Pr ion contains trade names and service marks of other companies, which are the property of their respective owners. Certain information contained
in this Presentation and statements made orally during this Presentation relate to or is based on studies, publications, surveys and other data obtained from third-party
sources and Milestone's own internal estimates and research. While Milestone believes these third-party studies, publications, surveys and other data to be reliable as of the
date of the Presentation, it has not independently verified, and makes no representation as to the adequacy, fairness, accuracy or completeness of, any information
obtained from third-party sources. In addition, no independent sources has evaluated the reasonableness or accuracy of Milestone’s internal estimates or research and no
reliance should be made on any i ion or made in this F ion relating to or based on such internal estimates and research.

Etripamil is an investigational new drug, which is not approved for commercial distribution in the United States.
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Commercial Deep-Dive Agenda e

* Introduction and Overview of Milestone Pharmaceuticals
= PSVT Disease Burden — The Problem

= Etripamil — Value Proposition

* Where Do We Play — Market Size

* How Do We Engage — Commercial Strategy
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Investment Highlights

1. Etripamil potentially offers patients with PVST control over their condition through rapid resolution of
episodes when and wherever they occur

2. PSVT is a large untapped market with high unmet need for Patients and Health Care Providers

3. Experienced team with deep understanding of the market from 5+ years of stakeholder engagement
4. Phase 3 clinical trials in PSVT deliver clear statistical efficacy and safety appropriate for patient self-use
5. NDA submission expected mid-2023 enables clear path to market

6. Development in AFib with Rapid Ventricular Rate (AFib-RVR) represents potential to drive future growth

ot _




Atrial Arrhythmias with a Common Patient Burden Eped

Patients with PSVT and AFib-RVR report feeling a loss of control

Atrial Fibrillation

PSVT AFib-RVR (multiple atrial
(AVNRT and AVRT) (a subset of AFib) wavelets)

Regular rapid heart rate Irregular rapid heart rate &@ e
SA Node 2
Commonly 150 - 250 bpm Commonly 100 - 175 bpm
Episode frequency and duration is highly variable AV Node
Common Heart palpitations  Chest pressure or pain
Symptoms Shortness of breath  Fatigue
Include Light-headedness  Anxiety
AV Nodal AV Reentrant
Reentrant Tachycardia Tachycardia
(AVNRT) (AVRT)

i = R s




Current Standard of Care for PSVT ised

* Chronic oral BBs and CCBs
* Uncertain efficacy and unpleasant side effects
* 50-65% of patients with PSVT are actively taking at any time

* Catheter ablation
* Only ~10-15% of patients with PSVT opt for ablation

- « |V adenosine or DC cardioversion
g - >150K ED visits/hospital per year
Emergency 50 sits/hospital per ye
4 * CCBs/BBs used off-label as “Pill-in-Pocket” despite limitations
* Many patients wait out episodes

Milestone Commercial Deep-Dive December 6, ZIJZZ—_




Potential Paradigm-Changing Treatment to Empower Patient
Control of their Condition

Drawbacks with the current standard of Intervention used by the patient
care in the Emergency Department when & wherever an episode occurs

+ Time consuming + Often results in a Potential to:

hospital admission = : :
- Anxiety provoking Resolve patient symptoms quickly
* Experienced by patients R - . _
. * Reduce ED visits / hospital admissions
Costly as a loss of control 3

- Unpleasant experience « Alleviate need for chronic medications

with adenosine * Be used as an alternative or bridge to
ablation procedure

Milestone Ci ial Deep-Dive Dy 6, 2022
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Etripamil: Potential New Treatment for PSVT b

* Developed to rapidly terminate episodes of PSVT

* Designed for patient self-administration where and
whenever the episodes occur

* Novel, investigational, L-type calcium channel blocker

* Formulated as intranasal spray with:
— Rapid onset of action (T, € 7 min)

— Short-lasting duration: eliminated from blood within a few hours

ot




Commercial Deep-Dive Agenda b

* Introduction and Overview of Milestone Pharmaceuticals
< PSVT Disease Burden — The Problem

= Etripamil — Value Proposition

* Where Do We Play — Market Size

* How Do We Engage — Commercial Strategy
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Milestone Thought Leadership in PSVT
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Robust market and customer understanding shown in interviews with 2,000+ stakeholders

[ Prasei | pasez | propamtionorphases 1 e [
2010-2016 2017 2018-2019 2020-2022
Quantitative Quantitative ~ HCP/Patient

HCP Demand Behavior/

Updated Claims Patient Journey Study Attitudes Study
o Analyses Research
Qualitative o Epi and Access/
HCP/Payer/Patient Longitudinal oy j/cost Reimbursement
Initial Claims Market Research Patient Study  pplications ~ Dynamics Studies

Analyses

North American and European Opinion Leader Advisory Councils
Qualitative and
Quantitative Market

>1,000 Patients with PSVT
Research (G7)

,000 Clinical Cardiologists, Electrophysiologi
>100 National and Regional Private and Public Payors

Key Stakeholders Engaged

Milestone Commercial Deep-Dive December 6, 2022




Longitudinal Study Enhances Understanding of Burden of PSVT

Analysis of Prospective Patient
Reported Outcomes (PRO)

™

Longitudinal Data =9 - ﬂ
g -g §:‘ = ."'
= o
{1 55 5277 257 days
(=] SUrveys Average days on study
247 US & U K pati ents - completed (Awvg. 37 weeks/8 months per patient)
met !]
* Phase 1: Baseline Survey (medical and li » v \“

SVT episode history)

Episode
Surveys

2,518 surveys 5 035 SVT episodes

Awvg. of 10 per pafient

* Phase 2: Longitudinal Weekly Surveys —
(episode survey if experienced an episode,
Qol survey if not)

!?ﬂuuui )

oL
Surveys

2759 .

e
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Key Characteristics of PSVT for Patients that Define TAM st

" 60% with multiple 10+ minute Target Addressable Market
moderate/severe* episodes per year (TAM)
- o/ experience an average duration .
) . of patients
45% 230 min / episode 40-60% dia%nosed with
experience one or more episodes per year PSVT
>20%

that require medical intervention

12-15 median episode frequency per year

4 6 burdensome
359% last at least 30 minutes

episodes / year

56% moderate/severe intensity
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PRO Study Episode Burden — # Symptoms Correlate with Episode Severity

Symptoms by Episode Mild Episodes = Moderate Episodes  Severe Episodes
Severity* n=1113 (44%) n=1182 (47%) n=223 (9%)
% of Episodes
Palpitations / rapid
heart rate i i 9%
Difficulty breathing 18% 43% 80%
Dizziness 15% 34% 58%
Chest pain 8% 19% 45%
Average Number of
Symptoms per 21 3.5 6.0

Episode

e e b _
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The Emotional Burdens of PSVT, During and Between Episodes

Will everyone know?

To Appear Normal, Sustain Employment,
Concealment, Social Stigma

What's wrong with me? < - What is causing this?

Hard Work, PCP Lack of Awareness, L Frustration, Randomness, Reducing Stress
Trying to Document on EKG, o i . and Lifestyle Triggers, Not Being Believed,
Assumed to Be Panic Attacks meg with Uncertamty Trivialized, Futility

Anxiety, On Edge, Emotional Burden,

s g > Fear of Morbidity, Avoiding ADL, Fatig:l.e

Why doesn’t anything work? Why won’t anyone believe me?

Vagal Maneuvers, Headstands, Carotid Sinus Massage, Frustration, Alone, Low Self Esteem, Self Doubt,
Futility and Failure Leads to Further Anxiety Withdrawal, Depression

Source: K Wood, Supraventricu chycardia and the Strugg

e - Vwm
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= PSVT Disease Burden — The Problem
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RAPID-Enabled Target Product Profile for Etripamil

i i
Kaplan-Meier Plot of Conversion
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100%
| At 30 min., HR = 2.62 (95% CI, 1 6594 147); p<0.001 |
Conversion to Sinus Rhythm at 30 Minutes 64% 31% & o0%
= 239 81%
S B0%
Conversion to Sinus Rhythm at 60 Minutes 73% 55% g Etnpam” 7
g 0% &
Median Time to Conversion 17 minutes 54 minutes g 64%
2 so%
+ Use of Etripamil resulted in a cumulative o,
Healthcare Resource Utilizatiol =
i = ~40% difference in ED visits S sox% = 61%
2 55%
3 40%
a
Relief of specific symptoms potentially * Etripamil demonstrated significant g 30%
d with an SVT episod improvement in symptoms E - Placebo
&
5 31%
+ Vast majority of adverse events were mild in = 1%
which 30% of patients experienced transient
lly safe and well tol | nasal discomfort / irritation 0%
* Less than 1% of patients experienced 0. 10 20 30 40 S0 60 70 B0 D0
presyncope or 2°d degree AV block Time Since Study Drug Administration (minutes)
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Etripamil Has Distinct Value Propositions For Patients b

& = &2

= Rapid & Reliable Relief Patient Empowerment Quiet Mind Active Living
Pahents Provide meaningful relief from in disease & Reduce worry between episodes with Allow a return to normal functional
‘episode symptoms and duration avoid unneeded healthcare visits wversatile on-demand treatment. activity between episodes

i g “m _




Etripamil Has Distinct Value Propositions for Patients and Physicians

S

Patients

=0

Rapid & Reliable Relief

Provide meaningful relief from
episode symptoms and duration

®

Patient Empowerment

Empower in disease management &
avoid unneeded healthcare visits

Quiet Mind

Reduce worry between episodes with
versatile on-demand treatment

Active Living
Allow a return to normal functional
activity between episodes

O

(0% Fomilior B Rapid, safe, Versatile ‘On-Demand’ Reduction in
i Trusted & Reliable Relief Treatment Healthcare Utilization
Physicians b Provide meaningful & safe relief Meet the need for reliable acute Reduce unneeded healthcare use
well known and trusted fram episode symptoms and outpatient treatment options (e.g., unneeded ED visits)
duration
i e N _




Etripamil Has Distinct Value Propositions for All Stakeholder Groups

Pati Rapid & Reliable Relief Patient Empowerment Quiet Mind Active Living
atients Provide meaningful relief from Empower in disease management & Reduce worry between episodes with Allow a return to normal functional
episode symptoms and duration avoid unneeded healthcare visits versatile on-demand treatment activity between episodes
m Familiar & Rapid, Safe, Versatile ‘On-Demand’ Reduction in
Physicians Trusted & Reliable Relief Treatment Healthcare Utilization
¥ Ca+ channel MoA is Provide meaningful & safe relief Meet the need for reliable acute Reduce unneeded healthcare use
AR i s ctod from episode symptoms and outpatient treatment options (e.g., unneeded ED visits)
duration
Eﬁ Addresses Reduction in
= Novel Formulation
Paygrs Unmet Need Healthcare Utilization
Fill a gap in current treatment with the first ble reductionin New molecule using Ca+ channel
indicated, reliable, on-demand option healthcare utilization and cost-offsets MoA

e e s —




Market Access Strategy Considerations £

&,

Recognize benefit of See efficacy endpoints
reducing episode as translating to HCRU
duration/severity benefit

PSVT education and awareness

* Most US payers are expected to understand the burden of PSVT and the value prop for etripamil
* Not expected to be “budget-impacting” enough to warrant active management
* Minimal market competition less likely to drive large rebate pressure

* Tier placement and utilization management employed are expected to determine physician
willingness to prescribe and patient willingness to pay

Milestone C ial Deep-Dive D 6, 2022 22
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* Introduction and Overview of Milestone Pharmaceuticals
= PSVT Disease Burden — The Problem

= Etripamil — Value Proposition

*  Where Do We Play — Market Size

* How Do We Engage — Commercial Strategy
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Core PSVT Market is Addressable Now*, with Large Potential for Expansion

—_—

Market

Initial Target

| ~650k/year® | Diagnosed, Annually Treated Patients

2.1

Diagnosed, Not Annually Treated Patients Million

Market

Future Target

Undiagnosed Patients

*if approved




Understanding Epidemiology of PSVT Using Longitudinal Claims Data

rvvy
Ty

Unique

. 648,518 417,249 379,346 344,891 311,771 2,101,775
Patients

f 1 f

Annually 5-year Incidence 5-year Prevalence
Treated Patients Patients Patients

Analyzed commercial and Medicare claims data over a 9-year period, where patients were required to have five years of continuous enrollment
¥ 1+ PSVT code required in the Emergency Department or inpatient setting (unique patients managed acutely) or,

¥ 2+ PSVT codes required in the outpatient setting (additional unigue patients managed chronically)

e e e -




New Publication Addresses Under-reporting of Prevalence of PSVT

Prevalence and incidence of patients with paroxysmal
supraventricular tachycardia in the United States

i Bhorn MO, MS! | lases €. Sacks PROS 5 | Mala B, Emen BAT |
gt Mealew MPW' | Madion T. Pres MPI' | PaBa L Sy MEHE

Sean . Pobsrmey MO, MBA'

WiLEY

MESA Study

R

o
AT FACK, KINS L HAYES. M, F

im the General

| Pupulation

FSEEED PREEMPT Study ==

L]
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1.3-2.1M diagnosed patients with
PSVT

MESA/PREEMPT identify only
patients presenting to healthcare
settings acutely, with the episode
confirmed on ECG during the
encounter

Less than 25% of patients in RAPID
on placebo sought medical
intervention

Less than 40% of incident cases in
MESA would have been detected
by PSVT ICD-9 Code 427.0

Potential 2.5X under-reporting of
diagnosed patients with PSVT




Core PSVT Market is Addressable Now*, with Large Potential for Expansion

| Initial Target
Market

~ Diagnosed, Annually Treated Patients

Diagnosed, Not Annually Treated Patients

Market

Future Target

Undiagnosed Patients

*if approved
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Core PSVT Market is Addressable Now?*, with Large Potential for Expansion

| ~650k/year* |
Diagnosed, Annually Treated Patients
i e

Diagnosed, Not Annually
Treated Patients

Market

Undiagnosed Patients

Future Target

*if approved

Sou S ar

Milestone C

H
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Strategy to Address
Hyperfocus on Early Adopters (Cardiologists)

Quality Reimbursement,/Co-Pay Support

Omnichannel Patient Activation

Expanded Access

PCP Market Development/Expansion
Institutional & Urgent Care Market Expansion

Market Development Through Digital Diagnostics
Targeted DTC -TV
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Management of Patients with PSVT and Call Point Targeting

Majority of patients with PSVT managed by CV specialists, leading to commercial efficiencies

Clinical Cardiologists P:::z:::* ph:::;::i‘ "

% of patients managed ~60% ~30% ~10%

Add to or Replace

Long-term Use Chronic Medications
Primary Target
Medium-term Use Defer Ablation
Secondary

Target

Short-term Use Bridge to Ablation

= Targeted sales force to reach majority of available opportunity
« Significant overlap with most common CV portfolio call points (e.g., heart failure, OACs, lipidemia, diabetes)

e e -




Cardiologists Report >50% Stated Adoption of

; g Shaed
Etripamil when Shown RAPID Study Product Profile .
100%

20%
80% 53% Stated

T Adoption Share

98. for Etripamil

v 60% 2%

= * Newly

_q,J \ diagnosed

d('_I_J' 40% Chronic Medication - ED visits

a without Pill-in-Pocket

20%

0%

Pillin-Pocket with + Dissatisfied
ill-in-Pocket wi .
Chronic Medication with current

treatments
Pill-in-Pocket Alone

Current Treatment

Milestone C
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Peak US Market Opportunity for Etripamil in PSVT B

Patients with PSVT

- ~ 2.6 million patients! ‘ ~60% with multiple 10+ minute moderate/severe*

l e { episodes per year
- ~1.0-1.6 million patients ‘ ~45% experience an average duration 230 min / episode

| RS
- "500'3;“( patients ‘ Episades of PSVT

12-15 median annual epi fr

- e ‘ edian annual episode frequency

l' Avg ofs/ yr 35% last at least 30 minutes

~2.5 to 4.0 million episodes/yr ‘

- " pEodes/y 56% moderate to severe intensity

$2B+ Peak US Net Revenue Opportunity

Milestone C Deep-Dive December




Commercial Deep-Dive: Key Takeaways

* PSVT represents a large and actionable population in the US with significant
potential for expansion

* Most patients with PSVT experience episodes that could benefit from etripamil

* RAPID study results enable a target product profile that appeals to physicians and
patients while not overly burdening payers

*  PSVT market dynamics allow for early success and substantial room to expand

* Milestone has the foundational market understanding and commercialization
expertise to successfully launch etripamil in the US
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