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Forward-Looking Statements

This presentation contains forward-looking statements that involve substantial risks and uncertainties. All statements, other than statements of historical facts,
contained in this presentation, including statements regarding Dyne Therapeutics, Inc.’s (the “Company”) strategy, future operations, prospects, plans and
objectives of management, constitute forward-looking statements within the meaning of The Private Securities Litigation Reform Act of 1995. The words
“anticipate,” “believe,” “continue,” “could,” “estimate,” “expect,” “intend,” “may,” “might,” “objective,” “ongoing,” “plan,” “predict,” “project,” “potential,” “should,” or
“‘would,” or the negative of these terms, or other comparable terminology are intended to identify forward-looking statements, although not all forward-looking
statements contain these identifying words. The Company may not actually achieve the plans, intentions or expectations disclosed in these forward-looking
statements, and you should not place undue reliance on these forward-looking statements. Actual results or events could differ materially from the plans,
intentions and expectations disclosed in these forward-looking statements as a result of various important factors, including: uncertainties inherent in the
identification and development of product candidates, including the conduct of research activities, the initiation and completion of preclinical studies and clinical
trials; uncertainties as to the availability and timing of results from preclinical studies; the timing of and our ability to submit and obtain regulatory approval for
investigational new drug applications; whether results from preclinical studies will be predictive of the results of later preclinical studies and clinical trials; the
Company’s ability to obtain sufficient cash resources to fund the Company’s foreseeable and unforeseeable operating expenses and capital expenditure
requirements; the impact of the COVID-19 pandemic on the Company’s business and operations; as well as the risks and uncertainties identified in Dyne’s
filings with the Securities and Exchange Commission (SEC), including the Company’s most recent Form 10-Q and in subsequent filings Dyne may make with
the SEC. In addition, the forward-looking statements included in this presentation represent the Company’s views as of the date of this presentation. The
Company anticipates that subsequent events and developments will cause its views to change. However, while the Company may elect to update these
forward-looking statements at some point in the future, it specifically disclaims any obligation to do so. These forward-looking statements should not be relied
upon as representing the Company’s views as of any date subsequent to the date of this presentation.
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This presentation also contains estimates, projections and other statistical data made by independent parties and by the Company relating to market size and
growth and other data about the Company’s industry and business. This data involves a number of assumptions and limitations, and you are cautioned not to
give undue weight to such estimates. The Company has not independently verified the accuracy and completeness of the information obtained by third parties
included in this presentation. In addition, projections, assumptions and estimates of the Company’s future performance and the future performance of the
markets in which the Company operates are necessarily subject to a high degree of uncertainty and risk.
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OUR MISSION

A

Life-transforming therapies
for patients with serious muscle diseases
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Dyne — Building the Leading Muscle Disease Company

Proprietary Rare Muscle Delivering for Patients Exceptional Team
FORCE Platform Disease Focus
W
LG
O
* Modern oligo * Robust pipeline: DM1, -« Developing multiple * Deep knowledge of
therapeutics for DMD, and FSHD first-in-class or best- muscle diseases and
muscle diseases . Set standard for in-class therapies novel Fherapeutic
- Overcoming challenge  evaluating PD in DM1 « Precision medicine modalities
of muscle delivery disease model strategy * World-class scientific
* Plug-and-play - Demonstrated  Three INDs planned advisory board
therapeutics for functional benefit in between Q4 2021 - « Supported by leading
multiple targets in DM1 and DMD Q4 2022 healthcare investors
skeletal, cardiac and models
smooth muscle - Significant market
diseases opportunities
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Robust Portfolio Focused on Muscle Diseases

PROGRAM TARGET DISCOVERY PRECLINICAL PHASE 1 PHASE 2 PHASE 3 ESTIMATED PATIENTS

Myotonic Dystrophy DMPK _ US: >40,000
(DM1) Europe: >74,000

Exon 51

Duchenne Muscular Exon 53 _ US: ~12,000-15,000
Dystrophy (DMD) Exon 45 Europe: ~25,000
Exon 44

Facioscapulohumeral

US: ~16,000-38,000
Muscular Dystrophy PN e Europe: ~35,000

(FSHD)

Pipeline Expansion Opportunities

Rare Skeletal
Cardiac
Metabolic

¥YDyne



FORCE Demonstrated Functional Benefit Across Multiple Indications

and Disease Models

DMPK Knockdown
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Program

FORCE™ platform and DM1 program
Romesh Subramanian, Ph.D., Chief Scientific Officer
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Dyne FORCE Platform: Modern Oligo Therapeutics for Muscle
Diseases

Proprietary Fab targets TfR1
to enable muscle delivery

................................................................ '
H\

A PAYLOAD

Modularity enables rational
selection of payload to target
the genetic basis of disease

ASO SIRNA

LINKEFR

Clinically validated, enables

precise conjugation of multiple

payloads to a single Fab .
3

VDyne Adapted from: Ohrt et al: NAR , 2006, v.34, p.1369 10
. THERAPEUTICS

Nuclear Cytoplasmic
localization localization




Fabs Offer Multiple, Powerful Advantages Over mAbs

Feature Fab

Delivery to Muscle Enhanced delivery of payloads

1/3 size of mADb leads to

Enhanced Tissue Penetration ) i .
increased tissue penetration

Lower protein load leads to

Tolerabilit . .
y increased tolerability

Lower risk due to lack

Effector Cell Activation .
of Fc domain

Lower risk due to lack
of Fc domain

Complement Activation

Greater residence time in

Residence Time -
muscle cell due to lower FcRn binding

SN XN XX X X

Large Scale Manufacturing Yields enable large scale manufacturing

¥YDyne

mADb

Limited delivery due to TfR1
degradation post binding

Increased size reduces
tissue penetration

3x larger protein load

Fc domain can activate
effector cells

Fc domain can activate
complement system

Fc domain — FcRn binding
recycles therapeutic out of muscle cell

Yields enable large scale manufacturing

11



Rationally Select Payload to Target Genetic Basis of Disease

ASO acts in the
nucleus and cytoplasm

‘% Cell Membrane

DNA +———  nnnnnnnig,

Splice-modulating ASO

D 1111111111113 Nucleus

DNA l

Pre-mRNA —| EXON1 |—— EXON 2 — EXON 3/~ AAAA
Splicing

mRNA AAAA

Single-Stranded Antisense

@ mRNA-Antisense Duplex

Q'"m- RNaseH1
N
« ™ an

RNase H1 Enzyme
Cleaves mRNA

Recognizes Duplex

Subcellular distribution of ASO and siRNA

Nuclear Cytoplasmic
localization localization
o o
i3

FORCE delivers ASO payload for
nuclear targets, siRNA payload
for cytoplasmic targets

VDyne Adapted from: Ohrt et al: NAR , 2006, v.34, p.1369
. THERAPEUTICS

siRNA acts in the cytoplasm

Exogenous dsRNA
Cell Membrane

Dicer
complex

DO 1111111111113
Duplex

RISC < ‘3

Nucleus l

Messenger

RNA Cleavage
Cytoplasm

Double-Stranded Antisense (SiRNA)

12



FORCE Platform Designed to Deliver Significant Advantages

Stop or Reverse

¥YDyne

Disease

Progression

/ Targeted Muscle Delivery

Leverages TfR1 expression
on skeletal, cardiac and smooth muscle

< Redosable Administration

Potential for individualized patient
titration and longer-term efficacy

v/ Extended Durability

Potential for prolonged disease-modifying
effects, enabling less frequent dosing

v/ Targets Genetic Basis of Disease

Rationally select payloads
to match target biology

~/ Enhanced Tolerability

Targeted delivery limits systemic
drug exposure

v/ Reduced Development and

Manufacturing Costs

A single Fab and linker
utilized across all programs

13



DM1 Program

Overview Clinical Presentation @ Population

« Mutation in the DMPK gene Myotonia « >40,000 (US)
* Onset at any point, depending Muscle weakness * >74,000 (Europe)
on DM1 phenotype Cardiac arrhythmia

‘  Life expectancy of 45 - 60 years « Pulmonary abnormalities
i OUR APPROACH
l Disease-Vloa 0 car DIVIF 0CKAQ
, E | Targeting toxic gain of function DMPK RNA to
~ potentially stop or reverse disease progression
HEY  NO

approved
therapies

¥YDyne y



FORCE Targets the Genetic Basis of DM1

DNA Triplet Toxic RNA RNA Binds Clinical
Repeats Forms Foci Splicing Proteins Presentation
Cytoplasm
449bp 479bp
11 i DMWD \'”i ' & ] o @ wvBNL Sequestered
proteins
| Toxic RNA is unable

Myotonia

Sequestered MBNL

Muscle weakness

Cardiac arrhythmia

Pulmonary abnormalities

to leave the nucleus,
sequesters MBNL
. d f foci
CpG islands and forms foci .
g I .
r \ CELF1 Activated
?MPK proteins
3”UTR

Nucleus

FORCE designed to address the
genetic basis of disease by
targeting toxic nuclear DMPK RNA

¥YDyne 5



FORCE Targets Toxic Nuclear DMPK RNA

AR ( ( (

ell Membrane

Toxic DMPK mRNA
is unable to leave

Normal DMPK mRNA is
able to leave the nucleus

the nucleus
TR
ASO Approximately 10 Approximately 10
Toxic DMPK mRNA Normal DMPK mRNA

N " Toxic RNA sequesters RNaseH1 /M
000000000,

MBNL and forms foci

ASO binds RNA ; P
RNaseH1 cleaves RNA ~ «E220500000, LS

Endosome o™ o _‘y”/”y
vl » P * o o
o T
e & MBNL is released o bl

T to restore splicing ()
Cytoplasm Nucleus in the nucleus ©

¥YDyne
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In Vitro Models Represent DM1 Patient Population With Different
Number of CTG Repeats

2 ——————————————————————————————— 2,600 CTG Repeats DM1 Myoblasts

. |

o I 1

0 ! '
3 8 s ' |
i e |
o ' |
& 7 i

o |

o - I

] i ;

il Rl e ek Bl B el ok B 380 CTG Repeats DM1 Myoblasts

Dyne initially targeting ~75% of DM1 patients

[
Congienital lnfall'tti[e Juvénile Adlult Late lc:onf_-*.et »

v Dyne Source: Repeat length data from De Antonito et al. International meeting of the French Society of Neurology, 2016.
L ] THERAPEUTICS



380 CTG Repeats DM1 Myotubes: FORCE Demonstrated Robust
Dose-dependent DMPK KD, Foci Reduction, and Splicing Correction

DMPK mRNA KD by qPCR DMPK foci reduction by FISH BIN1 mis-splicing correction by gPCR
A
1.3+ 4.0
5
1.0- @
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@ 5
0 0.8 2
g 220
£ —
%05 =
o S
0.3+ ﬂ 1.0+
zZ
v @
0.0- 0.0-
PBS FORCE PBS FORCE
150nM ASO 150nM ASO

VD ne Notes: 1. Data are mean =SD, n=4
® yHmm 2. Foci reduction based on foci area corrected for nuclear area



2,600 CTG Repeats DM1 Myotubes: FORCE Demonstrated Robust
Dose-dependent DMPK KD, Foci Reduction, and Splicing Correction

DMPK mRNA KD by qPCR DMPK foci reduction by FISH BIN1 mis-splicing correction by gPCR

A
1.24

o B
2 2
O N
° ¢ ?

DMPK vs. PBS
o
o

BIN1 Exon 11 Inclusion vs. PBS
[N
ul

0.4+ 1.0+
0.2 0.5
v
0.0 0.0-
PBS FORCE PBS FORCE

500nM ASO 500nM ASO

VD ne Notes: 1. Data are mean =SD, n=4 19
® yHmm 2. Foci reduction based on foci area corrected for nuclear area



FORCE Dose-Dependently Corrected Splicing and Reversed
Myotonia in the HSALR DM1 Mouse Model

Splicing Correction
in Multiple Muscles

Near Complete Myotonia Reversal
Within 14 Days After a Single Low Dose

Quadriceps Gastrocnemius Tibialis Anterior 3.0 1
1.00
—~
©)
g z
§ 0.75 ~ 2.0
5 ¢ 5
3 ©
g O
=
3 0.50 ® e
= —
® ® c 1.0 -
T g 3
2 0.25 © >
3 o
© =
]
WT splicing—0.00 0-0- > O % > O > &£ ¥
C}\\’(b (},\o A @gzy é\so (}0(0 é\o A
Treatment @ Saline @ Dyne 10mg/kg @ Dyne 20mg/kg 0‘0 Q‘D Q‘b
L 1 pes I L aso L pyne —I

¥YDyne

Note: HSALR mice, single dose 14-day study. Overall splicing derangement indexed to WT level of 0.00. EMG myotonic discharges were graded by a blinded examiner on a
4-point scale: 0, no myotonia; 1, occasional myotonic discharge in less than 50% of needle insertions; 2, myotonic discharge in greater than 50% of needle insertions;
3, myotonic discharge with nearly every insertion.
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FORCE Dose-Dependently Corrected Splicing in Multiple RNAS In
HSALR DM1 Mouse Model After a Single Dose

Gastrocnemius

Ldb3 (186 nt) Clcn1 (79 nt) Dctnd (21 nt) Ttn (303 nt) " Neb (105nt) | Cpeb2(24nt) Mpdz (99 nt) Abcc9 (39 nt) Nfix (123 nt)
1.00- s | rrl -
o | ] ‘ o ¥ &

0.25{ ‘:’ .”_,.- ¥ 1 R¥ | FESdNEnn | EER e
0.00- i - | | {

Map3k4 (156 nt) Mbnl1 (54 nt) Jag2 (114 nt) Fn1 (270 nt) | Mbni2(95nt) || Brd2(92nt) Best3 (95 nt) Opa1 (54 nt) Bin1 (45 nt)
1.00 ‘ ‘ e
0.75 R
0.50 %

.o ® .. ° '_: L] : o. =
0.251 R N | . : [ . ........... . Sy * ¢ ' .....
L & O T T e ¥ SNLEL * K3 s e o
— 0.00+ ot ik ‘
2 Phkai (177 nt) Rapgef1 (96 nt) Ryr1 (15 nt) Eyad (69 nt) | Kift3a(120nt) || Ppp3cc (27 nt) Clasp1 (48 nt) Vps39 (33 nt) Cacna2d1 (57 nt)
1.00 P e
0.751 R T e . ‘. . ey
0.507 % . ‘ b ol | mEm s e
0251 ¢ e e *w || e L . .-
WL T SR ; L S

0.00 ‘

Phactré (81 nt) Tnik (87 nt) Fbxo31 (87 nt) Trappc9 (30nt) || Pppiri2b(181nt) | Sic8a3 (18 nt) Trim55 (288 nt) Lrrfip2 (45 nt) Atp2ai (42 nt)
1.00- i [ e

v - 0} e ¥ R %
0.50- - > ‘ ‘ .,
0.251 "--.,.' S ‘ '. ‘ ' o s L
. ,,,,,, : T % LT

0.00+ ‘ »

S 2 PP S PP S PR PSP RO PP O PRSP PR LSS @ 2 O

4 Overall splicing derangement

VDYI WT Splicing: Splicing Derangement = 0.0 Treatment @Saline ® Dyne 10mg/kg® Dyne 20mglkg
[ ]

THE



FORCE Dose-Dependently Corrected Splicing and Reversed
Myotonia in the HSALR DM1 Mouse Model

Splicing Correction
in Multiple Muscles

Near Complete Myotonia Reversal
Within 14 Days After a Single Low Dose
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Note: HSALR mice, single dose 14-day study. Overall splicing derangement indexed to WT level of 0.00. EMG myotonic discharges were graded by a blinded examiner on a
4-point scale: 0, no myotonia; 1, occasional myotonic discharge in less than 50% of needle insertions; 2, myotonic discharge in greater than 50% of needle insertions;
3, myotonic discharge with nearly every insertion.
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FORCE Achieved Enhanced Distribution and WT DMPK KD Across

NHP Skeletal, Cardiac and Smooth Muscles

Gastrocnemius

3.0 -
29 62% KD
oy 20 1
0w o
>
¥ F
5§ 10 -
°s

0.0 -

PBS Naked ASO Dyne

Heart-left Ventricle

36% KD

DMPK vs PBS
(Mean +- 95% Cl)
P

PBS Naked ASO Dyne
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Deep Flexor

39% KD

Dyne

Diaphragm

Masseter

49% KD

Dyne

2.0 7
1.5 7
1.0 1

0.5 4

0.0 1

201
1.5 7
1.0 7

0.5 1

0.0

Note: WT NHP with WT DMPK expression, n=3 per group, single dose IV at 10mg per kg for ASO, 14-day study.
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FORCE Well-Tolerated in Single Dose NHP Study

300

200
Reticulocytes

KiuL) 100

0 1 1 L L L L L L L
Days -5 0 5 10 -5 0 5 10 5 0 5 10

Platelets
(K/uL)

All CBC measures, including iron homeostasis and platelet counts, within normal range

Kidney and liver function, including ALT, AST, and BUN:Creatinine ratio, within normal range

v Dyne Note: ALT: alanine transaminase, AST: aspartate transaminase, BUN: blood urea nitrogen 24
. THERAPEUTICS
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3

hTfR1/DMSXL Model Data
Oxana Beskrovnaya, Ph.D., SVP, Head of Research

25



hTfR1/DMSXL Studies Focused on Pharmacokinetics and

Pharmacodynamics

hTfR1/DMSXL is a PK/PD model

Uptakes human TfR1
targeting Fabs

- X »

hTfR1 DMSXL

-,

hTfR1/DMSXL

Expresses
human toxic DMPK

(CUG) ~1,000

e Human DMPK Ys

* Enables measurement of human toxic nuclear DMPK KD

¥YDyne

NHPs are a PK and tolerability model

Cytoplasmic normal DMPK

Cyno NHP

I C o DMPK i — 3

* Allows measurement of normal cytoplasmic DMPK KD

26



FORCE Evaluated in hTfR1/DMSXL Mouse Model with 1,000+ CTG
Repeat Length Representing Severe DM1 Phenotype

¢

1500

+- ) S L S () D A W | 000+ CTG hTfR1/DMSXL Mouse

=]
A4
]
=
& i
;
i
o i
= I
© i
I
s
1 1 H
B — — — _i_
o

Conglenital [nfahti[e Juvénile Ad'ult Late :.mset
Dyne initially targeting ~75%

of DM1 patients

v Dyne Source: Repeat length data from De Antonito et al. International meeting of the French Society of Neurology, 2016.
L ] THERAPEUTICS



hTfR1/DMSXL: Innovative Model Developed by Dyne to Evaluate
Pharmacodynamics By Measuring Toxic Human Nuclear DMPK KD

Fully human
Uptakes human TfR1 Expresses human toxic ngﬁgje
targeting Fabs DMPK
N NDMPK
A ASO
1,000+ CUG
»n X » Q o G
hDMPK
hTfR1 DMSXL
Nucleus "~ mDMPK
Cytoplasm

-,

« Expresses human TfR1 receptor, enabling use of

hTfR1/DMSXL .
human TfR1-targeting Fabs
(CUG)1,000+
v * Underestimates potency, expressing >10 times less
human toxic DMPK vs. mouse DMPK
5 3

Y Dyne Note: DMSXL mice first described in PLOS Genetics 2012, 8(11):e1003043 28
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Human FORCE Conjugate Demonstrated Robust Toxic Human
DMPK KD in hTfR1/DMSXL Model

Tibialis Anterior Gastrocnemius
1.4+ 1.44

1.21 1.21

Baa 1.0 @8 1.0 39% KD

o w (AN

g3 08 54% KD g3 0.8 »
FU”y human 4 % 0.6- *kkok Y % 0.6-

=g 18 "

& 52 0.4
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0.21 0.21

ﬁ ASO

) 04 0.0-
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alinnnnnnng,

ASO hDMPK
F— Heart Diaphragm
Nucleus mDMPK 1.4 1.4-
1.21 1.2
Cytoplasm an |
ytop a5 10 D3 1.0
0 o8 % 08 56% KD
>+ 60% KD Y % Hkk
v £ 0.6 o g 06
% o *kkk g \z-/
2= 0.4 0.4+
0.2 0.21
0.0- oA
PBS Dyne PBS Dyne

! DYQMQS Note: 2 x 10 mg/kg, dO and d7, analyzed d14; Data are mean *=SD; **p < 0.01,**p < 0.001, ****p < 0.0001, significant by ANOVA; n=6-9



FORCE Conjugate Demonstrated Robust Toxic Human DMPK
MRNA and Foci KD in the Heart in hTfR1/DMSXL Model

1.55
n
m
o 1.01
%
>
4
o 0.5
=
@)
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PBS

DMPK mRNA KD by gPCR

60% KD

*k%k*

FORCE

~40% Reduction in DMPK foci by in situ hybridization

PBS FORCE
.-
-\
. ,
s
g, &
” du
2 -
. .
Toxic human DMPK foci #% ‘e
Nuclei

30

Note: 2 x 10 mg/kg, d0 and d7, analyzed d14; Data are mean £=SD; ****p < 0.0001, significant by ANOVA



Low Dose of FORCE Achieved Rapid Human Toxic DMPK KD While
Naked ASO Required High Dose and Prolonged Exposure

Heart

1.0 -
0.9 -
0.8 -
0.7 -
0.6 - A

v \ 4

0.5 A v
0.4 -. A A
0.3 114 days

0.2 12 doses
0.1 -

0.0

Human DMPK vs. PBS

44 days
12 doses

0 150 300 450 600
Total ASO Dose (mg/kg)

! DYQMQS Note: Naked ASO from published data (Pandey et al, 2015) in DMSXL model; Dyne data from hTfR1/DMSXL model.

Human DMPK vs. PBS

1.0 ~
0.9 A
0.8 A
0.7 A
0.6 -

0.5
0.4

0.3 A
0.2 A
0.1 A1

0.0

Diaphragm

14 days A A
2 doses 44 days

12 doses

0

150 300 450 600
Total ASO Dose (mg/kg)

B Dyne
A Naked ASO

Human DMPK vs. PBS

1.0
0.9 -
0.8 A
0.7 A
0.6 A

0.5

0.4 A

114 days
0.2 -

0.1 A1

0.3

0.0

Tibialis Anterior

A
-. v

2 doses 44 days
12 doses

0 150 300 450 600
Total ASO Dose (mg/kg)
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Single Dose of FORCE Conjugate Achieved Sustained Human Toxic
DMPK KD at Week 4 in hTfR1/DMSXL Model

€.

10 mg/kg
hTfR1/DMSXL A 4
mice m
Heart Diaphragm Gastrocnemius Tibialis Anterior
1.4 1.8 51% KD 1.4 1.4
1.2 1.6 T 1.2 ; 1.2 .
0 46% KD 0 1.4 " 42% KD o 46% KD
1.0 1.0 1.0
x *% m m . @ Kk
o« 0.8 o\ o« 0.8 o 0.87
> > > >
\'4 - ¥ X - \'4 .
o 0.6 o o 0.6 o 0.6
= = = =
0O 0.4 (@] O 0.4+ O 0.4
0.2+ 0.2+ 0.2
0.0- . 0.0- 0.0-
PBS FORCE PBS FORCE PBS FORCE PBS FORCE

.I Dygmem Note: single dose study 10 mg/kg ASO dO, analyzed d28. qPCR data are mean =SD; n = 6; **p < 0.01, significant by t-test



Force Conjugate Achieved Sustained Human Toxic DMPK KD iIn
hTfR1/DMSXL Model for Twice Duration with Half the Dose

10 mg/kg 10 mg/kg

@lm—m—@

hTfR1/DMSXL 10 mg/kg

Heart Diaphragm Gastrocnemius Tibialis Anterior

1.8
© 1.6 -

mice

Vehicle 2x 10 10 Vehicle 2x10 10 Vehicle 2x 10 10 Vehicle 2x10 10

mg/kg mg/kg mg/kg mg/kg

v Dyne Note: multidose study10 mg/kg ASO dO and d7, analyzed d14; single dose study 10 mg/kg ASO dO, analyzed d28. gPCR data are mean =SD; n =6 33
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DM1 Program Summary

Preclinical Summary Potential Advantages
——

v/ Targeted toxic DMPK in the nucleus in patient cells « Tractable development with rapid path to human PoC

v/ Robust and durable toxic human DMPK KD in - Efficient commercial model, addressable with focused
novel hTfR1/DMSXL model sales force

v/ Reduced nuclear foci in vitro & in vivo

v/ Corrected splicing changes

v/ Reversed myotonia after a single dose One of three INDs plan ned

between Q4 2021 - Q4 2022

/ Delivered DMPK targeting ASO to mouse
and NHP muscle tissues

Vv Enhanced muscle distribution

«/ Durable DMPK RNA reductions up to 12 weeks
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Perspectives on DM1 and targeting the genetic basis of the disease
Charles Thornton, M.D., Saunders Distinguished Professor of
Neuromuscular Research at the University of Rochester
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Impact of myotonic dystrophy

1. Dystrophy, myotonia

2. Heart rhythm

3. Central nervous system

4. Other: gastrointestinal, cataract

Progression is slow

Walking, use of hands, breathing, speech, swallowing
Historically, few drug development programs

Current treatment options are limited
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S
Genetic code from section of myotonic dystrophy gene

GGATCCGCCAAGGACTTTGATTATTGCGTGAAAGTGCTGACTGCCA
GGACAGGAAGCTAGCTAAGATGCAAGTTCCCAGCCTAGAGCAGTGG
CCTCTGGCTGCTGCTGCTGCTGGGGGTCTA

5 CTG repeats (normal)
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GGATCCGCCAAGGACTTTGATTATTGCGTGAAAGTGCTGACTGCCA
GGACAGGAAGCTAGCTAAGATGCAAGTTCCCAGCCTAGAGCAGTGG
CCTCTGGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGGGGGETCTAGGGLCGG

200 CTG repeats
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Impact on families
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(Die-Smulders et al, 1994)
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Scientific revelations #1 and #2

* Instability of repeats drives these remarkable differences in
how people are affected

« RNA toxicity is the root cause
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GGATCCGCCAAGGACTTTGATTATTGCGTGAAAGTGCTGACTGCCAGGACAGGAAGCTAGCTAAGA ‘
TGCAAGTTCCCAGCCTAGAGCAGTGGCCTCTGGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT \\\\\N
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGC
TGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTG
CTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGC
TGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTG
CTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCT
GCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGC
TGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTG
CTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGCTGGGGGTCTA

EEEEE DNA repeats

GGAUCCGCCAAGGACUUUGAUUAUUGCGUGAAAGUGCUGACUGCCAGGACAGGAAGCUAGCUA
AGAUGCAAGUUCCCAGCCUAGAGCAGUGGCCUCUGGCUGCUG CuUGCUGcuGcuGcuaccuscu
GCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGC
UGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUG
CUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCuUGCcuGCcuGCcuascu
GCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGC
UGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUG
CUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCuUGCcuGCcuGCcuascu
GCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGC
UGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUG
CUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCUGCU
GCUGCUGCUGCUGCUGCUGCUGCUGGGGGUCUAGGGCGG

RNA repeats
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“RNA toxicity”

RNA repeats

Not inert
Not encased
Confined to nucleus
Precedes symptoms
Affects splicing
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A hopeful moment

For the first time, a proven molecular target for treatment
RNA toxicity: ideal scenario for oligonucleotide therapeutics
In animal models, can achieve powerful effects

Can the delivery hurdle be overcome in people?

How will the disease respond?

Extraordinary opportunity to carry out trials that answer
guestions

Patient and research community is energized
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Discussion and Q&A
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Three INDs
planned between

: : : : : 42021 - Q4 2022
Targeting the genetic basis of serious muscle diseases to o o

STOP OR REVERSE DISEASE PROGRESSION

FORCE Robust Delivering Exceptional
PLATFORM PIPELINE FOR PATIENTS TEAM
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