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Item 8.01. Other Events.
On June 2, 2021, Milestone Pharmaceuticals, Inc. (the "Company") updated its corporate presentation that it intends to use in connection with
presentations at conferences and meetings. The full text of the Company’s corporate presentation is filed as Exhibit 99.1 hereto and incorporated herein by

reference.

Item 9.01. Financial Statements and Exhibits.

(d) Exhibits.
Exhibit
No. Description
99.1 Corporate Presentation dated June 2, 2021
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Disclaimers

rEvEy

The Presentation contains forward-looking statements within the meaning of the safe harbor provisions of the Private Securities Litigation Reform Act of 1995, as amended.
Words such as “aim,” “antidpate,” “assume,” “believe.” “contemplate,” “continue,” “oould,” “design,” “due.” “estimate,” “ewpect,” “geal” “intend,” “may.”
“"objective,” “plan,” “predict,” “positioned,” “potential,” “project,” “sesk,” “should,” “mget,” “will,"” “would” [as well as other words or expressions referencing future
events, conditions or droumstances) 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 Presenmtion. Each of these forward-looking sEtements invelves risks and uncerainties. Acual resuls may differ materially from these
forward-lcoking statements. Forward-looking statements contined in this Presentation incdude statements regarding (i) the design, progress, timing, scops and results of
the etripamil dinical trials in PEVT and AFb-RVR, (il) the possibility that data will support FDA approval, (i) the potential market size and the rate and degree of market
acceptance of etripamil and any future product candidates and the implementaton of Milestone's business model and strategic plans for its business, etripamil and any
future product andidates, and (iv) the suffidency of Milestone's apital resources. Important factors that could @use actual results to differ matenally from those in the
forward-looking statements indude, but are not limited to, the risks inherent in biopharmacsutical product development and dinical trials, induding the lengthy and
uneerain regulatory approval process, uncermainties related w the tming of initiation, enroliment, completon and evaluation of dinical trials, induding the RAPID and
ReVeRA trials, and whether the dinical trials will validate the safety and efficacy of etripamil for PSVT, AFib-RVR, or other indications, amang others, as well as risks nelated to
pandemics and public health emegendes, induding those related to COVID-19, and risks retated the suffidency of our capital respurces and our ability 1o rRise additional
capital These and other risks are set forth in Milestone’s filings with the U5, Securities and Exchange Commission, induding in its annusal report on Form 10-K for the year
ended December 31, 2020, under the caption "Risk Factors" Except as required by law, Milestone assumes no obligation to update any forward- locking statements
contained hereinto reflect any change in expectations, even as new information becomes available

This Presentaticn containg trademarks, trade names and service marks of other companies, which ane the property of their respective owners. Cerain information contained
in this Presentation and statements made gmally during this Presentation reiate o or is based on studies, publications, surveys and other dat cbwined from thid-party
sources and Milestone’s own internal estimates and research. While Milesione believes these third-pary studies, publications, suneys and other data 1o be reliable as of the
date of the Presentation, it has not independently werified, and makes no representation as 1o the adequacy, faimess, accuracy or completeness of, any informaton
obtzined from third-party sources. In addition, no independent sources has evaluated the reasonableness or accuracy of Milestone's intemal estimates or researdh and no
reliance should be made on any information or statements made inthisPresentation relating to or based on such internal estimates and research.
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Milestone (Nasdaq: MIST) - Corporate Highlights
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Phase 3 Cardiovascular Company

Targeting Large
Areas of Unmet Need

W PSVT

" AFib-RVR

%" Additional pipeline
opportunities

PEVT = Parowyemal Sup

Milestone Corporate Overview

Paradigm-Changing
Approach

+" Etripamil - novel calcium
channel blocker
(IP protection until 2036)

~/" shift from the ED to patient
self-management

Recent Events Position
for Future Success

»" First Phase 3 study findings and
FDA guidance in PSVT

+ MNext Pivotal Phase 3 efficacy result
in PSVT expected by 2H 2022

»" Financial runway expected
through mid-2023




PSVT & AFib-RVR Populations

PSVT Atrial Fibrillation

1
228 Total Patients (2016) 2 Million? 5 Million

[expected to grow to 7-12M by 203013)

»  Discharged ED Visits
m & Hospital 145 Thousand 785 Thousand

Admissions (2016)?

Target Market

Addressable 0.8 - 1.2 Million® 2 Million®

(Patient Population)

Milesione Corporate Overview




Supraventricular Tachycardias with a Common Patient Burden Eii::

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

PSVT AFib-RVR
(AVNRT and AVRT) (a subset of AFib) r‘ﬂ/ wavelets)
Regular rapid heart rate Irregular rapid heart rate "k‘@' 2

SANode )

Atrial Fibrillation
(multiple atrial

150 - 250 bpm 110 - 175 bpm

Episode frequency and duration is highly variable AV Node

Heart palpitations / Chest pressure or pain

Common

Symptoms Shortness of breath / Fatigue
Include Light-headedness / Anxiety

AV Modal AV Reentrant

Reentrant Tachycardia (AVINRT) Tachycardia (AVRT)
PSVT = Paroeoysmal Supravenricular Tachycardis; AFIB-RYVR = Atria | Fibrillaton with Rapid Ventioular Rate

gl
Milemm=mm




Role of Intravenous L-Type Calcium Channel Blockers Eii::

Atrio-
Ventricular

{AV) Node

Sino-Atrial
Node

IV CCBs like verapamil or
diltiazem slow conduction
over the AV node...

for PSVT for AFib-RVR

..to break the ..to reduce the
tachycardia and return ventricular rate while
the heart to sinus rhythm still in AFib

CCBs wCalcium Channel Blockers; F3T m Parowysmal Supraventricular Tachycardia; AFib-RVR m Atrial Fibrillation with Rapid VentrouslarRate; IV w intravenous




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

Issues with the current standard of care Intervention used by the patient
in the Emergency Department (ED) whenever & wherever an episode occurs

RN Tng o Ufter.- I’ESUHSIIH.EI * Reduces ED visits / hospital admissions
) ) hospital admission
¥ Rty pROvORInG g : + Less need for chronic medications
* Experienced by patients
* Costly as a loss of control « Alternative or bridge to ablation procedure

Mi.emm“=mm




Etripamil Nasal Spray is Designed to be Fast, Convenient,
and Empowering Ebei;

Prospectively designed to treat common tachycardias outside the Emergency Department (ED)

= 220 4 *+  Transient plasma levels
Class Novel CCB £ 200 -
£ 18D
Potency (1Cs;) 11 nv g 160 -
Metabolism Rapid: Esterase-mediated @ 140
a 120 -
g 100 -
= Clinically-validated mechanism E g
= Calcium channel blockers (CCBs) slow conduction over E 60 -
the &V node 2 a0
*  Rapid onset of action s 20 -
* Convenient patient self-administered nasal spray e o B
0 20 40 &0
*  Short duration of action
Minutes after Dose
AN w Atrio-ventricular Error bars indicate sandard arorcfthe mean

Mi.emm“=mm _




Clinical Program for Etripamil Enrolling Phase 2, Phase 3, "
and Safety '-

Phase 3 program designed to support NDA filing in PSVT while concurrently building safety database
and running Phase 2 ReVeRA to support AFib-RVR program

NODE-1 ReVeRA NODE-301 RAPID NODE-303/302
PSVT AFib-RVR PSVT PSVT PSVT
Phase 2 Phase 2 Phase 3 Phase 3 Phase 3
Efficacy Efficacy POC Efficacy Efficacy Safety
: . : Enrolling/
Published Enrollin Complete Enrollin
S L P L Complete
Electrophysiology Emergency ithona Ak Home AEHarne
Lab Department
N=104 N=50 N=419 N~500 N ~1000
1:1 randomized 1:1 randomized 2:1randomized 1:1 randomized Open label

Milestone Corporate Overview
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Development Plan for Etripamil Eii::

NODE-301: Efficacy & Safety Data

Expanded Access Program

NODE-303: Open-label Safety

NODE-302: Open-Labe Extension

Phase3 PSVT Program

ReVeRA: AFib—RVR Efficacy POC

Pipeline
Expansion
{Phase 2)

AFib-RVE = Atrial Fibrillation with Rapid Ventricular Rate; POC » Proof of Concept

Mi.emm“=mmm _




NODE-301 Study Design Eii::

NODE-301 patients on drug had no serious adverse events

Test Dose Randomization Event Primary Efficacy
Analysis
70 mg dose 70 mg etripamil: placebo L. Patient recognizes = ECG of event isadjudicated
symptoms for PEVT; only PSVT events
Administer inoffice 2:1 i Apply cardiac count in primary efficacy
while in sinus rhythm monitor (ECG) = Primary Endpoint= PSVT
for safety evaluation [MN=418) 5. Attempt vagal conversion to SR Kaplan
maneuver Meier analysisover 5 hours
4. Administer *  Powering: 90%, alpha
study drug <0.01; delta= 40%
*  Study concluded when 150
[{N=198) confirmed PSVT events
reached (N = 156)

Milestone Corporate Overview “




NODE-301 Kaplan-Meier Plot of Conversion to Sinus Rhythm Ei

=
" 4

100

g 80 1 _-——H—————n-f'____r__-'__-

‘E ET L T o 3 s

= Primary analysis — over 5 hours

3 HR = 1.086; p<0.12

£

S

E 40 -rH

-— f . .

= i Post hoc analysis - over 30 minutes

§ 20 4 Etripamil = 54% vs. Placebo= 35%

HR =1.87; p<0.02
o [ Placee — — — Cupami ]
T | T T T T T T T T
30 60 80 120 150 180 210 240 270 300
Time since study drug administration (minutes)
Placebo 49 32 18 12 § 1 1 0
Etripamil 107 47 36 n 28 22 15 13 11 ] 3

MNumber of subjects at risk

Milestone Corporate Overview “




NODE-301 Safety Analysis

Randomized Treatment Emergent Adverse Events (RTEAE) ::;::r;':] :;‘:;z]
Subjects with any RTEAE 53(38.4) 12 (20.0)
Maximum severity of RTEAE
Mild 45 (32.6) 10 (16.7)
Moderate 8 (5.8) 3(3.3)
Severe 0{0.0) 0 (0.0}
Nasal discomfort 27 (19.6) 4 (6.7}
Nasal congestion 11 (8.0} 2(3.3)
Epistaxis 9 (6.5) 0 (0.0}
Rhinorrhea 8 (5.8) 1(1.7)
Throat irritation 7(5.1) 1(1.7)

RTEAE timing: up to 24 hours following double-blind study drug administration

Hilemcmmem”im




PK of Etripamil 30 mg Repeat Administration at T=10 min
(Study MSP-2017-1096)

Repeat administration increases both Cmax and AUC

Plasma Concentration (ng/ml)

40 50

Time (minutes)

fe
==

w7, Error bars ane standard error

Milestone Corporate Overview
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RAPID Study Design

Test Dose

70 mg etripamil
repeat dose regimen

(2 doses 10 minutes
apart)

Administer in office
while in sinus rhythm
for safety evaluation

Randomization

70mg etripamilx2:
Placebox2

11

{N~500)

ki

i

Event

Patientrecognizes
symptoms

. Apply cardiac

monitor (ECG)
Attempt vagal
maneuver

3. Administer study

drug

If symptoms persist
for 10 minutes, dose
study drug again

Primary Efficacy
Analysis

ECG of event is adjudicated
for PSVT, only PSVT events
count to primary efficacy
Primary Endpoint =PSVT
conversion to SR Kaplan
Meier analyssover 30 min
Powering: 90%, alpha<0.05;
delta=19%

Study concluded when 130
confirmed PSVT events

Milestone Corporate Overview




Clinical Program for Etripamil Enrolling Phase 2, Phase 3,

and Safety

Ee s

Phase 3 program designed to support NDA filing in PSVT, while concurrently building safety database

NODE-1
PSVT

Phase 2
Efficacy
Published

Electrophysiology
Lab

N=104
1:1 randomized

Milestone Corporate Overview

and running Phase 2 ReVeRA to support AFib-RVR program

ReVeRA NODE-301 NODE-303/302
AFib-RVR PSVT PSVT
Phase 2 Phase 3 Phase 3 Phase 3

Efficacy POC Efficacy Efficacy Safety
. : Enrolling/
Enrollin Complete Enrollin
2t ; e Complete
Emergency 5 . 5
en e At-home At-Home At-Home
N=50 N=419 N~500 N~1000
1:1 randomized 2:1randomized 1:1 randomized Open label




The ReVeRA Trial

Reduction of Ventricular Rate in Patients with Atrial Fibrillation

Presents to ED with
episode of AFib-RVR

Inclusion:
= Atrial Fibrillation 2 1 hour
= Ventricular Rate 2 110 bpm

Select Exclusions:

* Treated with antiarrhythmic drugs
* Hemodynamically unstable

* Heart failure

L ha b

[T I =

Dosing & Assessment

Baseline ECG for 2 10 min
Administer study drug

70 mg etripamil ; Placebo (1:1)
Monitor in-patient for 1 hour
Discharge

Six-hour remote cardiac monitor
Complete safety 24 hours

post dose

Efficacy Analysis

Primary: Maximum reduction in
ventricular rate within 80 min
* M=50:90% poweredto detect
20 bpm difference in max
reduction, a=0.05;
Time from drug administrationto
lowest ventricular rate
Time to and duration of
ventricular rate reductions
<100 bpm, 2 10%
reduction, z20% reduction
Patient satisfaction with
treatment (TSOM-3)

CHAD=s 0 =No Hean Failure/No Hypertension/Age < 65/Mo Diabetes/No Hisory of Stroke orTIANo Coronary Bchemic disease; OAC, oral anti-coagulam; RVR, Rapid Ventrioular Rate;
T5OM-9, Treatment Satifaction Questionnairefor Medication; ED m Emergency Depatment

Milestone Corporate Overview







Etripamil — Addressing Market Needs in PSVT and AFib-RVR

rEvEy
TeEy

Potential for high receptivity to etripamil across stakeholders

Future with Etripamil —a Potentially Better Treatment Option

iy & O

Patients Physicians (Cards, EPs, PCPs) Payors
* Self-management of * Better risk/benefit profile * Reduction in
acute episodes * Expected to have ED/hospital admissions
* Reduces ED visits/hospital significant adoption in * Improvement in
admissions unablated patients patient satisfaction

Cards » Cardiclogists, EPsw Electrophwsiclogists, FOPs e Primary Care Providerss, SVT m Supravertricular Tachycandia, ED w Emergency Department

Mi.emwﬁem”iw _




Projected US Market for Etripamil in PSVT
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Market research suggests utilization of 1-2 million doses of etripamil in peak year for PSVT

Total Number of Episodes inthe First 12 Months After Diagnosis

Sumo = ~ 2 million patients
40% 37% .
' J0-ESH
oo
o patien
20% 12% 11% 15%

| B
1g:: - - - - ™ 400k patients

=2 episodes 2to b Gto 11 1210 24 =25 . + 50%of events

episodes episodes episodes  episodes

Percent of Patients

Episode Frequency (n=256 US patients)
) ]

v ]
40% patients with 65% patients on 40% patients with - ~1.2 - 2 million episodesfyr
multiple episodes — chronic medications — =1 ED visits for
>10minfyr* for PSVT PSVT fyr* .
Peak NetSales

TAM =Target Addrezsable Market
*Estimates are for patients in year after initial diagnosis; rates dropby 13-29% inyears following their initial diagnosis

rternal estimates basad on marker research, hilestone Pharmaceuticalz ine
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Projected US Market for Etripamil in AFib-RVR Eii::

l Market research suggests a target addressable market of ~ 2 million patients for AFib-RVR i
Prevalent ~5 mimmm
~25% ~508 | R
* v ~2 million patients
Patient Segments Pam Pe["z";‘";‘ .
Share Experiencing l l
=1 Symptomatic
Ahwnn = L
Episode Requiring
Treatment* per Year! 1 l .
Target Addressahle
Market

W

Peak MetSales

January-Febmary 2021, Clinical Cardiologis=s{n=3], Int

3.P




Projected US Market for Etripamil in Arrhythmias (PSVT and AFib-RVR) i

Market research suggests a TAM of ~3 million patientsin peak year

AFib-RVR
T = R
. * 40-ESH . . a0

~ 800k patients e ~2 million patients

W ]
~ 400k patients TBD

. * 50% of avents .

e
3.5/year m 8D
oot

~1.2-2 million doses/year TBD

_ vesc et ssles  E—

PEVT = Paroxysmal Supraventricular Tachycardia; AF —RVR = Atrial Fibrillaticnwith Rapid Vertrioular Rate; TAM =Target Addressable Market

Milestone Corporate Overview “ 12




Finances — as of March 31, 20211

Proforma cash $149.9M?2 Equity - 42.1M?3in shares
- $129.9Min Cash as and pre-funded warrants

of March 31, 2021 outstanding
* S20Min Equity and * 29.8M common shares
Upfront cash from Ji

Xing deal * 11.4M pre-funded warrants

* 0.9M pre-funded warrants,

Cash funds operations in RTW private placement?
past guidance for top-line

data and into mid-2023

Hilemcmmem”im







Etripamil Nasal Spray Pharmacological Results (NODE-102)
Anticipated therapeutic effect within 45 minutes; peak within 10 minutes

Comparison of PK and PD Profile of Etripamil 70mg

160 =l
E w28 Exripamil Plasma Concentrazisn [ng/mi) 209 E
¥ 140 =
‘:‘ [ Mzan Percentage Change from Baseling FR inwerval 2
K- =
E 120 E
- rget Threshold for FR Praongaton i
& [ Target Threshold FR Pr £ 5
3 Al e L 20 B
i %
£ B0 £
= z]
3 g

= 60 |
= -
g 0% B
£ 40 £
i 2
= =
g o

0 -10%
0 10 20 30 40 50 60 70 B0 20 100
N=24; Errar barsindicste standsrd erorof the mean Time [minutes)
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Phase 2 Mean Systolic Blood Pressure Effects
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70 mg of etripamil showed no decrease in blood pressure; higher doses transient decreases

-~ 140
[ ]
2
é 130
¥
m
g 120
ol
-
3
% —

110

Baseline’ ] 2 4 & 8 10 12 14 16 18 20 22 24 26 28 130
Time *(minutes, post dose)
—&8— Flacebo — & — Etripamil 35 mg -SEEES- Etripamil T0 mg

.—# — Etripamil 105 mg -~  Etripamil 140 mg




NODE-301 Efficacy— Time to Conversion over 45 Minutes s

£

i Second Dose Option I New Primary
| for RAPID } Endpoint
70% 1 I
1 I
60% i i
-
1 I
1 Etripamil 70mg 54%
& 50% - -
: : |
T 40% i I
= 32% | -
2 30% I
£ I
5 I
2 20% !
= Placebo l HR 1.87, p=0.02 (post-hoc)
I
10% I
I
I
0% [
0 5 10 15 20 25 30 35 40 45

Time to Conversion (minutes)
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NODE-301 Conversion up to Hour 5 with Medical Intervention Patients .
Analyzed as Treatment Failures at 5 hours (post-hoc) £z

100 4

+ Censored

80 -
e e — —

60 - Etripamil 70mg” T —
= - Hazard Ratio = 1.27, p=0.06 (post-hoc)

Placebo

Cumulative Conversion Rate (%)

20
o | ——— Piacebo — — — Etripami |
T L] L T L] L 1 L] T L L)
1} 30 60 a0 120 150 180 210 240 270 300
Time since study drug administration (minutes)
Placabo 49 32 22 20 16 14 14 13 13 13 13
Etripamil 107 48 k! a7 34 32 27 27 26 24 18

Mumber of subjects at risk

Subjcﬂswmmnweﬂ folmmgmedicalassmncemcensm atShours. Subjectswho present missing datafromtimettothe end are censored ar thetime of last available
data_Subjectswho donot convert or arenot censored before 5 hours are censored at 5 howrs
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PSVT Patient Characteristics s

+ Age: teens to elderly
* Gender: majority are female

* Episodefrequencyand duration varies widely

= Median 4-7 per year despite chronic medications

* Strongly negative
= Almost 40% of patients have at least 2 episodes/year >10 min* experience associated

with adenosine in ED

* Significant anxiety/fear
of ablation
* Many patients indicate

“significant impact”
on QOL

* Cardiovascular comorbidities in about half of patients

« 40% of patients have 2 1 ED visit per year*

Mi.emm“em”iw




Current US PSVT Market Eipec:

Total annual US healthcare expenditures of ~$3B

: : Current Management
* Prevalence ~2M diagnosed PSVT patients

Ablation ~10%

* ~300K newly diagnosed per year
+ ~600K patientstreated per year
+ >150K ED/hospital visits per year Ch“"jfa::jeraw

+ ~80K ablationsper year

e




Core PSVT Market is Addressable Now, with Potential for Expansion s

Target PSVT Market Strategy to Address
& i noss AV Baciarts ~600-900k™ . |ncrease speed and rates of
- diagnosis through wearable
s technology
s ~1.4 Million?
[ = s
:é- Diagnosed, Untreated PSVT Patients * Re-engage in healthcare system
“ through DTC promotion
® * MIST specialty sales force
ﬁ' Diagnosed, Annually Treated PSVT Patients * Partner major'rty of PCP prnmotinn
L]
S

Corporate PFresentation




PSVT Patient Management and Call Point Targeting

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

Clinical Primary Care Electro-
Cardiologists Physicians physiologists

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

Addto or Reploce
EONETAILL S chromcmadmimns
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 commaon CV portfolio call points

Milesione Corporate Overview




Estimating Prevalence, Incidence, and Annually Treated Patients Using
Longitudinal Claims Data

rEvEy
ey

* Analyzed commercial and Medicare claims data over a 9-year period, where patients were required to have
5 years of continuous enrollment

¥ 1+ PSVT code required in the ED or inpatient setting (unique patients managed acutely)

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

Year 2 Year 3 Year 4 Year 3
271,024 196,653 165,988 155,966 145,485 939,116

377,493 220,596 208,358 188,925 166,286 1,162,658
648,518 417,249 379,346 344,891 311,771 2,101,775

f

Annually Treated Incident PSVT Prevalent PSVT
PSVT Patients Patients Patients
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Published Disease Data Likely Under-Reports Burden of PSVT s

MESA Study =
il (=D pREEMPT Study ==
Parvxysmal Supraventricular Tachycardia in the Gen

LECRARIN A, CRRELARINA MO, ITUMBERTO VERARLLIT, Ja. M0, FAL Contemporary Burden and Correlates of Symptomatic Paroxysmal
FRANK DesTEFASCE MD. MFH. DAVID L SORDSTROM. Pelr, ROBERT Supravertriciulsr Tachycarday

FETER ¥ SMETIL MEx FACC. BOIEN 1. HAYES. MD. FACT s e, W . VO, (i | L AL Sogw o WS vt B Carna, WK T e B, 9
[TREVSVY —

Strengths Weaknesses
*  Provides important demographic and clinical * Data only from patients presenting to healthcare
characteristic data on patients with PSVT settings acutely, with the episode confirmed on
* Positive Predictive Values from PREEMPT useful ECG during the encounter
+  Lessthan 40% ofincident casesin MESAwould ~ *  PSVTepisodeswere only adjudicated during the
have been detected by PSVT ICD-9 Code 427.0 first healthcare encounter with a PSVT or PSVT-

related code in PREEMPT

+ Non-representative, small, and non-contemporary
population (MESA)

Mi.emm“=mm _




