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BACKGROUND METHODS

* Myotonic dystrophy type 1 (DM1) is a rare, debilitating, * hTfR1/DMSXL mice express the hTfR1 and a human DMPK gene with > 1,000 CTG repeats (DMSXL)?2 —igure 1. hTTIR1I/DMSXL mice are a PK/PD model
giggggio%r%?rgasévfegeegingufhcg?rudr:f;iz?af:giggigz * Homozygous hTfR1/DMSXL mice are a novel model that carries two copies of the human DMPK gene, Uptakes human TfR1 Expresses
of the dystrophia myotonica protein kinase (DMPK) RNAZ glﬁéorl]lcr)\glglegher DMPK expression compared with hemizygous DMSXL, and they have a DM1 splicing targeting Fabs human toxic DMPK
P I\t/thK tralnscrlpts dV\g.th dCtUG replez?otls_, %Xﬁsns:agsrf tralpped * Fractionation studies were conducted in hTfR1/DMSXL hemizygous mice treated on day 0 with 10 mg/kg Q x Q
e nucieds and bind to musciebiind-iike ( . )_sp Icing DYNE-101 or with phosphate buffered saline (PBS) and analyzed on day 28 hTIR1 DMSXL 1
factors, sequestering them in toxic nuclear foci,? ultimately
resulting in splicing defects3 * DMPK RNA, foci, and splicing were assessed in hTfR1/DMSXL homozygous mice treated on day O and
Currently, there are no approved therapies for DM14 day 7 with 10 mg/kg DYNE-101 or with PBS and analyzed on day 28 Q
- DYNE-101 was designed to target the DMPK RNA for * DMPK RNA was assessed in hTfR1/DMSXL hemizyg_ous mice treated on month _O (sing_le dose, SD) or hTIR1/DMSXL (CUG) ~1000
RNase-H-mediated degradation by an antisense treated on months O, 1, 2, and 3 (repeat dose, RD) with 5 mg/kg DYNE-101 or with vehicle and analyzed v
oligonucleotide (ASO). The ASO is joined by a clinically on month 1 (SD) or month 4 (RD) . uman DM —— 3
validated valine-citrulline linker to an antigen-binding * DMPK RNA was assessed in male cynomolgus monkeys treated on month 0 (SD) or treated on months 0 Enables measurement of human toxic nuclear DMPK KD
fragment (Fab) antibody that targets the human transferrin and 1 (RD) with 10 mg/kg DYNE-101 or with PBS and analyzed on month 1 (SD) or month 2 (RD)

receptor 1 (hTfR1), which is highly expressed on muscle.

DMPK, dystrophia myotonica protein kinase; Fabs, fragment antigen-binding;
hTfR1, human transferrin receptor 1; KD, knockdown; PD, pharmacodynamics;
PK, pharmacokinetics.

* A GLP toxicology study for DYNE-101 was performed in male cynomolgus monkeys

Figure 2. Toxic Human DMPK is Trapped in Nuclel of Skeletal Muscle of hTfR1/DMSXL Hemizygous Mice Figure 3. DYNE-101 Leads to Robust KD of Toxic Human DMPK in
Nuclel From Gastrocnemius of hTfR1/DMSXL Hemizygous Mice
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Figure 4. DYNE-101 Delivers Sustained Toxic Human DMPK RNA KD and Foci Reduction Figure 5. Low Monthly Dosing of DYNE-101 Enhances Toxic Human DMPK RNA KD In
Leading to Splicing Correction in the Heart of hTTR1/DMSXL Homozygous Mice Cardiac and Skeletal Muscles of hTTR1/DMSXL Hemizygous Mice
0 1 2 3 4  Weeks 0 1 2 3 4 Months V¥ Administration of DYNE-101
[ [ [ [ | l l l l | * vsi
10 mg/kg 1V dose IV dose Analysis
_ 5 mg/kg h Single Dose (SD)
. . . . 3o T e et zcpeat DOse (RD) Toxic Human DMPK RNA KD
Toxic Human DMPK Toxic Human DMPK Splicing Correction
RNA KD Foci reduction Heart Diaphragm Gastrocnemius Tibialis anterior
1.2 - 1.00 1.4 -
DMPK Foci Nuclei Myofibers A
© 0.75
1.0 - c i
= @ @ @ @
N o 0.50 O O O O
al 0.8 - KKk a T % % % %
o e > > > >
% L 0.25 ® ; g g g
> 0.6 - [ > > > >
X S - Y " \ "
: s 0%- s s s s
N o
o 04 O a a a a
-0.25
0.2 - .
49% KD PBS DYNE-101 ® hTfR1-PBS
0.0 - ® hTfR1/DMSXL-PBS _ _ : _ : _
PBS DYNE-101 DYNE-101 reduces foci area by 49%* ® hTfR1/DMSXL-DYNE-101 Vehicle SD  RD Vehicle SD  RD Vehicle SD  RD Vehicle SD  RD
DMPK KD measured by qRT-PCR, representative images from in situ hybridization chain reaction in heart tissues with quantification on FIJI software, DMPK KD measured by qRT-PCR, representative images from in situ hybridization chain reaction in heart tissues with quantification on FIJI
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saline; gRT-PCR, real-time quantitative reverse transcription polymerase chain reaction; SD, standard deviation.

Figure 6. Repeat Monthly Dosing of DYNE-101 Enhances Figure 7. Repeat Monthly Dosing of DYNE-101 Achieves Significant WT DMPK KD in Cardiac and Skeletal Muscles of NHPs
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