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 07, 2022

PepGen Inc.

(Exact name of Registrant as Specified in Its Charter)

Delaware 001-41374 85-3819886
(State or Other Jurisdiction (Commission File Number) (IRS Employer
of Incorporation) Identification No.)

245 Main Street

Cambridge, Massachusetts 02142
(Address of Principal Executive Offices) (Zip Code)

Registrant’s Telephone Number, Including Area Code: 781 797-0979

(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)

O 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
Title of each class Symbol(s) Name of each exchange on which registered
Common stock, par value $0.0001 per share PEPG 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 8.01 Other Events.

On December 7, 2022, PepGen Inc. issued a press release titled "PepGen Announces IND-Enabling Preclinical Data Supporting Progression of PGN-
EDODMI1 into Clinical Studies." A copy of the press release is furnished with this report as Exhibit 99.1.

Item 9.01 Financial Statements and Exhibits.

Exhibit Number Description
99.1 Press released by PepGen Inc. on December 7, 2022
104 Cover Page Interactive Data File (embedded within the Inline XBRL document)
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PepGen Announces IND-Enabling Preclinical Data Supporting Progression of PGN-EDODM1
into Clinical Studies

- PGN-EDODM1 was well-tolerated in acute GLP studies in rodents and non-human primates (NHPs) at clinically relevant doses-

- Studies conducted in patient cells indicate that PGN-EDODM1, a CUG-targeting peptide-phosphorodiamidate morpholino
oligonucleotide (PPMO) conjugate, did not degrade DMPK transcripts, a potentially important safety benefit, while reducing toxic nuclear
foci and correcting mis-splicing -

- Off-target effects were not observed in other transcripts containing more than 10 CUG repeats in the HSA'®f mouse model of disease -
- PepGen anticipates initiating a single ascending dose clinical trial in DM1 patients in the first half of 2023 -

BOSTON, December 7, 2022 — PepGen Inc. (Nasdaq: PEPG), a clinical-stage biotechnology company advancing the next generation of
oligonucleotide therapies with the goal of transforming the treatment of severe neuromuscular and neurologic diseases, today
announced new preclinical data supporting the progression of PGN-EDODM1, PepGen’s product candidate in development for the
treatment of myotonic dystrophy type 1 (DM1), into clinical trials. PGN-EDODM1 leverages PepGen’s Enhanced Delivery Oligonucleotide
(EDO) technology and consists of the Company’s proprietary cell-penetrating peptide conjugated to a steric blocking oligonucleotide
cargo. This well-characterized therapeutic oligonucleotide is designed to bind to the CUG repeat expansion hairpin loops in the DMPK
transcripts of people with DM1, and thus subsequently correct the downstream transcript mis-splicing events that lead to myotonia and
cardiac dysfunction.

“We have previously shown that PGN-EDODM1 can achieve greater than 60% correction of the mis-splicing events in a murine model of
DM1, resulting in a complete reversal of myotonia. This correction in mis-splicing was observed to be highly durable, with activity
sustained through 24 weeks following a single dose. Furthermore, results from our recent Phase 1 clinical trial of PGN-EDOS51 in healthy
volunteers suggest that our EDO technology has the potential to deliver therapeutic levels of the PGN-EDODM1 oligonucleotide to
human muscle,” stated James McArthur, Ph.D., President and CEO of PepGen. “We are now pleased to provide an update on the safety
profile of PGN-EDODM1, having completed IND-enabling preclinical studies in multiple models. Notably, we observed that this product
candidate was well-tolerated in acute GLP studies conducted in rodents and NHPs at what we believe are clinically relevant doses. In
addition, while we have observed that PGN-EDODM1 corrects mis-splicing in cells with both long and short CTG repeats, our studies
indicate that this product candidate



does not mediate the degradation of DMPK transcripts. Finally, no off-target effects were observed in other transcripts containing more
than 10 CUG repeats in a DM1 mouse model of disease.”

Dr. McArthur continued, “We are highly encouraged by the results seen in these IND-enabling studies, and are excited by the potential of
PGN-EDODM1 to address the root cause of this debilitating disease without degrading DMPK. We believe that PGN-EDODM1 offers a
targeted approach for the treatment of DM1, without the risk of potential confounding effects due to the knockdown of DMPK. There
are no approved, disease-modifying therapeutics currently available to those living with DM1, and we look forward to advancing PGN-
EDODML1 for this patient population. We anticipate initiating a single ascending clinical trial in DM1 patients in the first half of 2023.”

DMPK Transcript Levels Following Treatment with PGN-EDODM1

Building on previous work, where PGN-EDODM1 was observed to exhibit high levels of activity in preclinical models with both long and
short CTG repeats, PepGen has completed a number of rigorous studies that support a well-tolerated safety profile for this product
candidate. In an in vitro study, immortalized myoblasts from a DM1 patient with 2,600 CTG repeats were differentiated for 4 days to
myotubes and treated for 24 hours with PGN-EDODM1 at a range of concentrations between 1 and 20 uM. DMPK transcript levels were
evaluated by gPCR and normalized to RPLPO. In NHPs, three doses of 10, 30 or 60 mg/kg of PGN-EDODM1 were administered every two
weeks. One week following the final dose, DMPK transcript levels were evaluated by qPCR and normalized to RPLPO.

* In both DM1 patient cells and in NHPs, mean DMPK transcript levels remained unchanged relative to an untreated control.

*  We believe these results indicate that PGN-EDODM1, as designed, does not target DMPK transcripts for degradation — a
potentially important safety benefit that would not carry the risk of possible confounding effects due to the knockdown of
DMPK.
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Figure 1. No significant changes in mean DMPK transcript levels were observed in DM1 patient cells or in NHPs.

PGN-EDODM1 Safety and Tolerability Profile

e There was no evidence of off-target effects in any of the preclinical studies conducted.

In a single-dose study of PGN-EDODM1 conducted in a mouse model of DM1, no short- or long-term impacts through 24 weeks
were observed on the levels of other transcripts containing more than 10 CUG repeats.

¢ PGN-EDODM1 was observed to be well-tolerated in NHPs through 90 mg/kg in acute GLP toxicology studies.

. In addition, there were no adverse effects on kidney, liver or cardiovascular function.

We believe that the totality of the data obtained from these preclinical and IND-enabling studies highlights a potentially
favorable safety profile for PGN-EDODM1.



TRANSCRIPT LEVELS IN HSA'R MOUSE (QUADS)
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Figure 2. No significant impact was observed on the mean levels of other transcripts containing more than 10 CUG repeats.

PGN-EDODM1 Next Steps

PepGen anticipates initiating a single ascending dose clinical trial of PGN-EDODM1 in DM1 patients in the first half of 2023, with the goal
of delivering safety, tolerability and activity readouts in 2024.

About Myotonic Dystrophy Type 1 (DM1)

DM1 is a monogenic, autosomal dominant, progressive multisystem disorder primarily affecting skeletal, cardiac and smooth muscle as
well as the CNS, resulting in significant physical, cognitive and behavioral impairments and disability. The burden of disease is significant,
and many people living with DM1 have a shortened lifespan. DM1 is caused by an abnormal trinucleotide repeat expansion in a region of
the DMPK gene. DM1 is estimated to affect approximately 40,000 patients in the United States, 75,000 patients in Europe and 15,000
patients in Japan. There are currently no approved therapies for the treatment of DM1.

About PepGen

PepGen Inc. is a clinical-stage biotechnology company advancing the next-generation of oligonucleotide therapies with the goal of
transforming the treatment of severe neuromuscular and neurological diseases. PepGen’s Enhanced Delivery Oligonucleotide, or EDO,
platform is founded on over a decade of research and development and leverages cell-penetrating peptides to improve the uptake and

activity of conjugated oligonucleotide therapeutics. Using these EDO peptides, we are generating a pipeline of oligonucleotide
therapeutic candidates that target the root cause of serious diseases.

Forward-Looking Statements



This press release contains forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995, as
amended. These statements may be identified by words such as “aims,” “anticipates,” “believes,” “could,” “estimates,” “expects,”
“forecasts,” “goal,” “intends,” “may,” “plans,” “possible,” “potential,” “seeks,” “will,” and variations of these words or similar expressions
that are intended to identify forward-looking statements. Any such statements in this press release that are not statements of historical
fact may be deemed to be forward-looking statements. These forward-looking statements include, without limitation, statements about
our clinical and preclinical programs, product candidates, including their planned development and therapeutic potential, plans for
future development and clinical trials in our programs, achievement of milestones, and corporate and clinical/preclinical strategies.

” u ” u

” u ”u

Any forward-looking statements in this press release are based on current expectations, estimates and projections only as of the date of
this release and are subject to a number of risks and uncertainties that could cause actual results to differ materially and adversely from
those set forth in or implied by such forward-looking statements. These risks and uncertainties include, but are not limited to that we
may fail to successfully complete preclinical studies and clinical trials of our product candidates or to obtain regulatory approval for
marketing of such products, including PGN-EDODMJ1; initial preclinical study or clinical trial results for one or more of our product
candidates, including PGN-EDODM1 may not be predictive of future trial results for such candidates; our product candidates, including
PGN-EDODM1 may not be safe and effective; there may be delays in regulatory clearance or changes in regulatory framework that are
out of our control; our estimation of addressable markets of our product candidates may be inaccurate; more efficient competitors or
more effective competing treatments may emerge; we may be involved in disputes surrounding the use of our intellectual property
crucial to our success; earlier-stage trial results may not be predictive of later stage trial outcomes; and we are dependent on third
parties for some or all aspects of our product manufacturing, research and preclinical and clinical testing. Additional risks concerning
PepGen’s programs and operations are described in its most recent quarterly report on Form 10-Q on file with the SEC. PepGen explicitly
disclaims any obligation to update any forward-looking statements except to the extent required by law.
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