UNITED STATES

SECURITIES AND EXCHANGE COMMISSION
Washington, D.C. 20549

FORM 8-K

CURRENT REPORT
Pursuant to Section 13 or 15(d)
of the Securities Exchange Act of 1934

Date of Report (Date of earliest event reported): December 7, 2019

Stoke Therapeutics, Inc.

(Exact Name of Registrant as Specified in its Charter)

Delaware 001-38938 47-114582
(State or other jurisdiction (Commission (L.R.S. Employer
of incorporation or organization) File Number) Identification No.)
45 Wiggins Ave
Bedford, Massachusetts 01730
(Address of principal executive offices) (Zip Code)

Registrant’s telephone number, including area code: (781) 430-8200

Not Applicable

(Former Name or Former Address, if Changed Since Last Report)

Check the appropriate box below if the Form 8-K filing is intended to simultaneously satisfy the filing obligation of the registrant under any of the
following provisions:

[0 Written communications pursuant to Rule 425 under the Securities Act (17 CFR 230.425)

0 Soliciting material pursuant to Rule 14a-12 under the Exchange Act (17 CFR 240.14a-12)

0  Pre-commencement communications pursuant to Rule 14d-2(b) under the Exchange Act (17 CFR 240.14d-2(b))
O

Pre-commencement communications pursuant to Rule 13e-4(c) under the Exchange Act (17 CFR 240.13e-4(c))

Securities registered pursuant to Section 12(b) of the Act:

Trading Name of each exchange
Title of each class Symbol(s) on which registered
Common Stock, $0.0001 par value per share STOK Nasdaq Global Select Market

Indicate by check mark whether the registrant is an emerging growth company as defined in Rule 405 of the Securities Act of 1933 (§230.405 of this
chapter) or Rule 12b-2 of the Securities Exchange Act of 1934 (§240.12b-2 of this chapter).

Emerging growth company

If an emerging growth company, indicate by check mark if the registrant has elected not to use the extended transition period for complying with any
new or revised financial accounting standards provided pursuant to Section 13(a) of the Exchange Act. [




Item 7.01 Regulation FD.

On December 7, 2019, Stoke Therapeutics, Inc. issued a press release announcing preclinical data from studies of STK-001 that showed
significant improvements in survival and reductions in seizure frequency in a Dravet syndrome mouse model. A copy of the press release is attached as
Exhibit 99.1 to this report.

On December 8, 2019, Stoke Therapeutics, Inc. issued an additional press release announcing dose-dependent target engagement and increased
protein expression in the brain of non-human primates after a single intrathecal injection. A copy of the press release is attached as Exhibit 99.2 to this
report.

The information furnished with this report, including Exhibit 99.1 and Exhibit 99.2, shall not be deemed “filed” for purposes of Section 18 of the
Securities Exchange Act of 1934, as amended (“Exchange Act”), or otherwise subject to the liabilities of that section, nor shall it be deemed
incorporated by reference into any other filing under the Securities Act of 1933, as amended, or the Exchange Act, except as expressly set forth by
specific reference in such a filing.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits

Exhibit

Number Description

99.1 Press release issued by Stoke Therapeutics, Inc., dated December 7, 2019.

99.2 Press release issued by Stoke Therapeutics, Inc., dated December 8, 2019.
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undersigned hereunto duly authorized.

STOKE THERAPEUTICS, INC.

Date: December 9, 2019 By: /s/ Stephen J. Tulipano

Stephen J. Tulipano
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Exhibit 99.1

Stoke Therapeutics Presents Preclinical Data From Studies of STK-001 That Showed Improvements in Survival and Reductions in Seizure
Frequency in a Mouse Model of Dravet Syndrome

New data from electroencephalography (EEG) recordings showed 76% of Dravet syndrome (DS) mice treated with STK-001 were seizure free compared
to 48% of placebo-treated mice

An 80% reduction in the average number of spontaneous seizures was also observed among treated DS mice
Data support the clinical development of STK-001 as a potential new medicine for Dravet syndrome, a severe and progressive genetic epilepsy

BEDFORD, Mass., Dec. 7, 2019 - Stoke Therapeutics, Inc. (Nasdaq: STOK), a biotechnology company pioneering a new way to treat the underlying
cause of severe genetic diseases by precisely upregulating protein expression, today announced preclinical data from studies of STK-001 that showed
significant improvements in survival and reductions in seizure frequency in a mouse model of Dravet syndrome (DS). New data from
electroencephalography (EEG) recordings showed 76% (16/21) of DS mice treated with STK-001 were seizure free compared to 48% (10/21) that were
treated with a placebo. An 80% reduction in the average number of spontaneous seizures (3 seizures vs 16 seizures) was also observed among treated
DS mice compared to placebo. EEG is a highly sensitive measure of seizure activity, which enables the detection of seizures that may not be otherwise
visible. These data were presented in a poster session at the American Epilepsy Society (AES) Annual Meeting in Baltimore.

“The data on STK-001 from this mouse model give us confidence in our approach to treating the underlying cause of Dravet syndrome by restoring
Navl.1 protein expression to near normal levels,” said Edward M. Kaye, M.D., Chief Executive Officer of Stoke Therapeutics. “The reductions in
mortality previously observed with STK-001 were compelling and the new EEG data provide further evidence of the potential for STK-001 to impact
Dravet syndrome by reducing seizure frequency and possibly preventing seizures entirely. What is particularly remarkable is that these data were
generated from a spontaneous seizure model, which we believe accurately reflects the clinical situation in people with Dravet syndrome.”

Dravet syndrome is a severe and progressive genetic epilepsy that begins within the first year of life. The effects of the disease go beyond seizures and
often include cognitive regression or developmental stagnation, ataxia, speech impairment and sleep disturbances. Approximately 85% of Dravet
syndrome cases are caused by spontaneous, heterozygous variants in the SCN1A gene. This gene encodes the voltage-gated sodium channel o subunit,
NaV1.1. STK-001 is a proprietary antisense oligonucleotide (ASO) designed to increase — or upregulate — protein production by manipulating the cell’s
RNA splicing process.

In the studies presented in today’s poster, the efficacy of STK-001 was evaluated in a Scnla-linked mouse model of Dravet syndrome that results in
Nav1.1 haploinsufficiency. Seizures and Sudden Unexpected Death in Epilepsy (SUDEP) in these mice occurred spontaneously and were not provoked
by temperature changes or other manipulation. Mice were administered a single intracerebroventricular (ICV) injection of STK-001 or placebo at
postnatal day 2 or postnatal day 14 and monitored to postnatal day 90. The data showed improvements among mice treated with STK-001 compared to
placebo, including:

. Significant increases in Scnla mRNA and Nav1.1 protein expression in the brain at day 90;
. Significant improvements in survival among DS mice treated at postnatal day 2 or postnatal day 14 compared to placebo;

*  97% (33/34) mice survived to day 90 after treatment on postnatal day 2, compared to 23% (14/62) mice in the placebo-treated group
(p<0.0001).

*  85% (45/53) mice survived to day 90 after treatment at postnatal day 14, compared to 64% (47/74) mice in the placebo-treated group
(p<0.005).



. An increase in the number of DS mice that experienced no seizures following administration of STK-001 at postnatal day 2, as measured
by EEG. Between postnatal day 22 and postnatal day 46, 76% (16/21) of DS mice treated with STK-001 were seizure free compared to
48% (10/21) in the placebo-treated group;

. An 80% reduction in the average number of spontaneous seizures (3 seizures vs 16 seizures) detected between postnatal day 22 and
postnatal day 46 in DS mice after treatment with STK-001 compared to placebo (p<0.05).

“Although we cannot make a direct correlation, these data are encouraging because they suggest a potential for STK-001 to reduce seizure frequency in
Dravet syndrome patients. Showing a 50% improvement in the number of DS mice that had no detectable seizures is a significant finding, particularly
considering the high seizure burden associated with Dravet syndrome,” said Lori Isom, Ph.D., Maurice H. Seevers Professor and Chair of
Pharmacology, University of Michigan Medical School. “Across all measures, the data showed a consistent benefit for DS mice treated with STK-001
compared to placebo, making the totality of these data compelling.”

Details of the presentation are as follows:

Presentation Title: Targeted Augmentation of Nuclear Gene Output (TANGO) of Scnla Prevents SUDEP in a Mouse Model of Dravet Syndrome
Session Date & Time: Saturday, December 7, 2019, 12:00 p.m. — 6:00 p.m. ET

Session Title: Poster Session 1

Presenter: Lori Isom, Ph.D., Maurice H. Seevers Professor and Chair of Pharmacology, University of Michigan Medical School

Location: The Baltimore Convention Center, Hall E

Additional preclinical data will be presented on Sunday, December 8, 2019 showing biodistribution, target engagement, pharmacodynamics, safety and
tolerability in non-human primates treated with STK-001:

Presentation Title: TANGO Oligonucleotides for the Treatment of Dravet Syndrome: Safety, Biodistribution and Pharmacology in the Non-Human
Primate

Session Date & Time: Sunday, December 8, 2019, 10:00 a.m. — 4:00 p.m. ET

Session Title: Poster Session 2

Presenter: Anne Christiansen, Ph.D., Associate Director, Neuroscience, Stoke Therapeutics

Poster Number: 2.195

Location: The Baltimore Convention Center, Hall E

The posters for these studies will be made available online upon presentation at the meeting on the Events and Presentations section of Stoke’s website
at https://www.stoketherapeutics.com/.

About STK-001

STK-001 is an investigational new medicine for the treatment of Dravet syndrome. Stoke believes that STK-001, a proprietary antisense oligonucleotide
(ASO), has the potential to be the first disease-modifying therapy to address the genetic cause of Dravet syndrome. STK-001 is designed to upregulate
NaV1.1 protein expression by leveraging the non-mutant (wild-type) copy of the SCN1A gene to restore physiological NaV1.1 levels, thereby reducing
both occurrence of seizures and significant non-seizure comorbidities. Stoke has generated preclinical data demonstrating proof-of-mechanism and
proof-of-concept for STK-001. STK-001 has been granted orphan drug designation by the U.S. Food and Drug Administration as a potential new
treatment for Dravet syndrome. Stoke plans to submit an investigational new drug application (IND) to the U.S. Food and Drug Administration in early
2020.

About Dravet Syndrome

Dravet syndrome is a severe and progressive genetic epilepsy characterized by frequent, prolonged and refractory seizures, beginning within the first
year of life. Dravet syndrome is difficult to treat and has a poor long-term



prognosis. Complications of the disease often contribute to a poor quality of life for patients and their caregivers. The effects of the disease go beyond
seizures and often include cognitive regression or developmental stagnation, ataxia, speech impairment and sleep disturbances. Compared with the
general epilepsy population, people living with Dravet syndrome have a higher risk of sudden unexpected death in epilepsy, or SUDEP. Dravet
syndrome affects approximately 35,000 people in the United States, Canada, Japan, Germany, France and the United Kingdom, and it is not
concentrated in a particular geographic area or ethnic group.

About Stoke Therapeutics

Stoke Therapeutics, Inc. (Nasdaq: STOK), is a biotechnology company pioneering a new way to treat the underlying causes of severe genetic diseases
by precisely upregulating protein expression to restore target proteins to near normal levels. Stoke aims to develop the first precision medicine platform
to target the underlying cause of a broad spectrum of genetic diseases in which the patient has one healthy copy of a gene and one mutated copy that
fails to produce a protein essential to health. These diseases, in which loss of approximately 50% of normal protein expression causes disease, are called
autosomal dominant haploinsufficiencies. The company’s lead investigational new medicine is STK-001, a proprietary antisense oligonucleotide (ASO)
that has the potential to be the first disease-modifying therapy to address the genetic cause of Dravet syndrome, a severe and progressive genetic
epilepsy. Stoke is headquartered in Bedford, Massachusetts with offices in Cambridge, Massachusetts. For more information, visit
https://www.stoketherapeutics.com/ or follow the company on Twitter at @StokeTx.

Forward-Looking Statements

This press release contains “forward-looking” statements within the meaning of the “safe harbor” provisions of the Private Securities Litigation Reform
Act of 1995, including, but not limited to: the ability of STK-001 to improve survival and reduce seizure frequency in mice, as well as its
biodistribution, target engagement and ability to increase protein expression in non-human primates; our ability to use study data to advance the
development of STK-001; the ability of STK-001 to treat the underlying causes of Dravet syndrome; and the ability of TANGO to design medicines to
increase protein production. Statements including words such as “plan,” “continue,” “expect,” or “ongoing” and statements in the future tense are
forward-looking statements. These forward-looking statements involve risks and uncertainties, as well as assumptions, which, if they do not fully
materialize or prove incorrect, could cause our results to differ materially from those expressed or implied by such forward-looking statements.
Forward-looking statements are subject to risks and uncertainties that may cause our actual activities or results to differ significantly from those
expressed in any forward-looking statement, including risks and uncertainties related to the company’s ability to develop, obtain regulatory approval for
and commercialize STK-001 and its future product candidates, the timing and results of preclinical studies and clinical trials, the company’s ability to
protect intellectual property; and other risks set forth in our filings with the Securities and Exchange Commission, including the risks set forth in our
quarterly report on Form 10-Q for the three months ended September 30, 2019. These forward-looking statements speak only as of the date hereof and
we specifically disclaim any obligation to update these forward-looking statements or reasons why actual results might differ, whether as a result of new
information, future events or otherwise, except as required by law.
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Stoke Media & Investor Contact:
Dawn Kalmar

Vice President, Head of Corporate Affairs
dkalmar@stoketherapeutics.com
781-303-8302
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Exhibit 99.2

Stoke Therapeutics Presents Preclinical Data on the Biodistribution, Target Engagement and Safety of STK-001 in Non-Human Primates That
Support the Planned Clinical Development of STK-001 for the Treatment of Dravet Syndrome

STK-001 showed distribution throughout the brain after a single intrathecal injection; Target engagement and increased Nav1.1 protein expression were
observed throughout the cortex

Safety findings showed STK-001 to be well-tolerated at both dose levels studied
IND submission on track for early 2020; Phase 1/2 study anticipated to start in 1H 2020

BEDFORD, Mass., December 8, 2019 - Stoke Therapeutics, Inc. (Nasdaq: STOK), a biotechnology company pioneering a new way to treat the
underlying cause of severe genetic diseases by precisely upregulating protein expression, today presented new preclinical data on STK-001, a potential
new disease-modifying medicine for the treatment of Dravet syndrome. Data from studies in non-human primates (NHP) showed STK-001 distributed
throughout the brain and achieved target engagement and increased Nav1.1 protein expression throughout the cortex after a single intrathecal injection.
Safety findings showed STK-001 to be well-tolerated at the two intrathecal dose levels studied. These data were presented today in a poster session at
the American Epilepsy Society (AES) Annual Meeting in Baltimore.

“The effects of Dravet syndrome go beyond seizures and often include cognitive regression or developmental stagnation, ataxia, speech impairment and
sleep disturbances. The disease is believed to affect multiple areas of the brain, with the cerebral cortex playing a particularly important role,” said
Edward M. Kaye, M.D., Chief Executive Officer of Stoke Therapeutics. “These new data are encouraging because they show the ability of STK-001 to
broadly distribute in the brain and to elicit target engagement and increased Nav1.1 throughout the cortex. These results will be included in our planned
IND submission and provide additional confidence in our clinical plans for STK-001.”

Dravet syndrome is a severe and progressive form of genetic epilepsy that affects approximately 35,000 people in the United States, Canada, Japan,
Germany, France and the United Kingdom. Approximately 85% of Dravet syndrome cases are caused by spontaneous, heterozygous mutations in the
SCNI1A gene, resulting in 50% of normal Nav1.1 protein expression.

Stoke selected two dose levels of STK-001 for this non-GLP study in order to evaluate safety, brain biodistribution, target engagement and Nav1.1
protein expression. On day 1, treatment-naive cynomolgus monkeys were administered a single, bolus intrathecal lumbar (IT-L) injection at one of two
dose levels of STK-001. After dosing, the animals underwent standard clinical and neurological observation, and blood samples were collected.
STK-001 concentration level, gene expression, and protein expression were assessed in the brain on day 3 and on day 29.

The following are highlights from today’s poster presentation.

. Brain tissue exposure to STK-001 was observed on day 3 and day 29. In the high dose group, exposure of STK-001 was observed in all
brain regions examined, except pons and thalamus. STK-001 levels in cortical brain regions were generally higher than in deeper structures
and were also increased from day 3 to day 29.

. Nav1.1 protein levels were observed to increase up to 3-fold in some regions of the cortex on day 29 in the high dose group. No or
marginal changes in Nav1.1 protein levels were observed on day 29 in the low dose group, or on day 3 in either dose group.

. Significant target engagement (SCN1A expression) was observed on day 29 throughout the cortex and the limbic lobe in the high dose
group. No or marginal change in SCN1A levels in brain tissues were observed at the low dose of STK-001, or on day 3 in either dose

group.

. A favorable safety profile was demonstrated for STK-001 at both dose levels with no change in neurological or physical measures, even in
animals that overexpressed Nav1.1 protein above wild type levels.



Stoke plans to submit an investigational new drug (IND) application to the U.S. Food and Drug Administration in early 2020 and, subject to acceptance
of the IND, plans to initiate a Phase 1/2 single-ascending dose study in children and adolescents with Dravet syndrome in the first half of 2020.

Details of today’s presentation are as follows:

Presentation Title: TANGO Oligonucleotides for the Treatment of Dravet Syndrome: Safety, Biodistribution and Pharmacology in the Non-Human
Primate

Session Date & Time: Sunday, December 8, 2019, 10:00 a.m. — 4:00 p.m. ET

Session Title: Poster Session 2

Presenter: Anne Christiansen, Ph.D., Associate Director, Neuroscience, Stoke Therapeutics

Poster Number: 2.195

Location: The Baltimore Convention Center, Hall E

Data from preclinical studies of STK-001 in a Dravet syndrome mouse model were presented at AES on Saturday, December 7, 2019. (Poster Number
1.116)

The posters presented at AES are now available online on the Events and Presentations section of Stoke’s website at
https://investor.stoketherapeutics.com/.

About STK-001

STK-001 is an investigational new medicine for the treatment of Dravet syndrome. Stoke believes that STK-001, a proprietary antisense oligonucleotide
(ASOQ), has the potential to be the first disease-modifying therapy to address the genetic cause of Dravet syndrome. STK-001 is designed to upregulate
NaV1.1 protein expression by leveraging the non-mutant (wild-type) copy of the SCN1A gene to restore physiological NaV1.1 levels, thereby reducing
both occurrence of seizures and significant non-seizure comorbidities. Stoke has generated preclinical data demonstrating proof-of-mechanism and
proof-of-concept for STK-001. STK-001 has been granted orphan drug designation by the U.S. Food and Drug Administration as a potential new
treatment for Dravet syndrome. Stoke plans to submit an investigational new drug (IND) application to the U.S. Food and Drug Administration in early
2020.

About Dravet Syndrome

Dravet syndrome is a severe and progressive genetic epilepsy characterized by frequent, prolonged and refractory seizures, beginning within the first
year of life. Dravet syndrome is difficult to treat and has a poor long-term prognosis. Complications of the disease often contribute to a poor quality of
life for patients and their caregivers. The effects of the disease go beyond seizures and often include cognitive regression or developmental stagnation,
ataxia, speech impairment and sleep disturbances. Compared with the general epilepsy population, people living with Dravet syndrome have a higher
risk of sudden unexpected death in epilepsy, or SUDEP. Dravet syndrome affects approximately 35,000 people in the United States, Canada, Japan,
Germany, France and the United Kingdom, and it is not concentrated in a particular geographic area or ethnic group.

About Stoke Therapeutics

Stoke Therapeutics, Inc. (Nasdaq: STOK), is a biotechnology company pioneering a new way to treat the underlying causes of severe genetic diseases
by precisely upregulating protein expression to restore target proteins to near normal levels. Stoke aims to develop the first precision medicine platform
to target the underlying cause of a broad spectrum of genetic diseases in which the patient has one healthy copy of a gene and one mutated copy that
fails to produce a protein essential to health. These diseases, in which loss of approximately 50% of normal protein expression causes disease, are called
autosomal dominant haploinsufficiencies. The company’s lead investigational new medicine is STK-001, a proprietary antisense oligonucleotide (ASO)
that has the potential to be the first disease-modifying therapy to address the genetic cause of Dravet syndrome, a severe and progressive genetic
epilepsy. Stoke is headquartered in Bedford, Massachusetts with offices in Cambridge, Massachusetts. For more information, visit
https://www.stoketherapeutics.com/ or follow the company on Twitter at @StokeTx.



Forward-Looking Statements

This press release contains “forward-looking” statements within the meaning of the “safe harbor” provisions of the Private Securities Litigation Reform
Act of 1995, including, but not limited to: the ability of STK-001 to improve survival and reduce seizure frequency in mice, as well as its
biodistribution, target engagement and ability to increase protein expression in non-human primates; our ability to use study data to advance the
development of STK-001; the ability of STK-001 to treat the underlying causes of Dravet syndrome; and the ability of TANGO to design medicines to
increase protein production. Statements including words such as “plan,” “continue,” “expect,” or “ongoing” and statements in the future tense are
forward-looking statements. These forward-looking statements involve risks and uncertainties, as well as assumptions, which, if they do not fully
materialize or prove incorrect, could cause our results to differ materially from those expressed or implied by such forward-looking statements.
Forward-looking statements are subject to risks and uncertainties that may cause our actual activities or results to differ significantly from those
expressed in any forward-looking statement, including risks and uncertainties related to the company’s ability to develop, obtain regulatory approval for
and commercialize STK-001 and its future product candidates, the timing and results of preclinical studies and clinical trials, the company’s ability to
protect intellectual property; and other risks set forth in our filings with the Securities and Exchange Commission, including the risks set forth in our
quarterly report on Form 10-Q for the three months ended September 30, 2019. These forward-looking statements speak only as of the date hereof and
we specifically disclaim any obligation to update these forward-looking statements or reasons why actual results might differ, whether as a result of new
information, future events or otherwise, except as required by law.
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