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Disclaimers

This presentation contains forward-looking statements within the meaning of the safe harbor provisions of the Private Securities Litigation Reform Act of 1995. To the extent that statements contained in this

presentation are not descriptions of historical facts regarding Design Therapeutics, Inc. (“Design,” “we,” “us,” or “our”), they are forward-looking statements reflecting management’s current beliefs, expectations and
assumptions.

Forward-looking statements are subject to known and unknown risks, uncertainties, and other factors that could cause our actual results, performance, or achievements—or those of our industry—to differ materially
from those expressed or implied by such statements. You can identify forward-looking statements by words such as “anticipate,” “believe,” “could,” “designed to,” “estimate,” “expect,” “future,” “goal,” “intend,” “may,”
“opportunity,” “plan,” ‘|

potential,” “predict,” “project,” “should,” “target,” “upcoming,” “will,” or the negative of those terms, and similar expressions that convey uncertainty about future events or outcomes.

Forward-looking statements contained in this presentation include, but are not limited to, statements regarding intentions, beliefs, projections, outlook, analyses, or current expectations concerning, among other
things: the development, clinical outcomes and potential benefits of DT-216P2 for Friedreich Ataxia; the ability to advance 1 mg/kg intravenous (IV) weekly toward a potential registration path; the design, timing,
duration, dose levels, enroliment, completion and expected results of ongoing and future studies of DT-216P2; Design’s plans to shift focus toward studies to support the potential future registration of DT-216P2,
prioritize the IV route of administration, and obtain further clarity on development plans in the fourth quarter of 2026; and other statements relating to future events or conditions.

These forward-looking statements are based upon Design’s current expectations and involve assumptions that may never materialize or may prove to be incorrect. Various factors could cause material differences
between Design’s expectations in such forward-looking statements and actual results and timing thereof, including risks and uncertainties related to: our plans to research, develop and commercialize our product
candidates; our expectations for clinical development of our program in Friedrich ataxia and announcing data therefrom and the timing thereof; the initiation, progress, success, cost and timing of our nonclinical
studies, clinical trials and product development activities; the therapeutic potential of our product candidates, and the disease indications for which we intend to develop our product candidates; our ability and timing
to advance our product candidates into, and to successfully initiate, conduct, enroll and complete, clinical trials; our ability to manufacture our product candidates for clinical development and, if approved, for
commercialization, and the timing and costs of such manufacture; the performance of third parties in connection with the development and manufacture of our product candidates, including third parties conducting
our nonclinical studies and clinical trials as well as third-party suppliers and manufacturers; our ability to obtain funding for our operations, including funding necessary to initiate and complete clinical trials of our
product candidates; the size and growth of the potential markets for our product candidates and our ability to serve those markets; the potential scope, duration and value of our intellectual property rights; our ability,
and the ability of our licensors, to obtain, maintain, defend and enforce intellectual property rights protecting our platform technologies and product candidates, and our ability to develop and commercialize our
product candidates without infringing the proprietary rights of third parties; our ability to recruit and retain key personnel; competition in the industry in which we operate, which may result in others discovering,
developing or commercializing competitive products before or more successfully than us; and the effects of macroeconomic factors on our operations. For a more detailed discussion of these and other factors,
please refer to Design’s filings with the Securities and Exchange Commission (SEC), including under the “Risk Factors” heading of Design’s Quarterly Report on Form 10-Q for the quarter ended March 31, 2026, as
filed with the SEC on April 28, 2026. You are cautioned not to place undue reliance on these forward-looking statements, which speak only as of the date hereof. All forward-looking statements are qualified in their
entirety by this cautionary statement and, except as required by law, we undertake no obligation to publicly update any forward-looking statements, whether as a result of new information, future events, or otherwise.

This presentation discusses product candidates that are under clinical or preclinical study, and which have not yet been approved for marketing by the U.S. Food and Drug Administration. No representation is made
as to the safety or effectiveness of these product candidates for the use for which such product candidates are being studied.

“Design Therapeutics,” “Design,” “GeneTAC®,", “I3,” Design's logos, and other trademarks, trade names or service marks of Design Therapeutics, Inc. appearing in this presentation are the property of Design
Therapeutics, Inc. All other trademarks, trade names and service marks appearing in this presentation are the property of their respective owners. Solely for convenience, the trademarks and trade names in this
presentation may be referred to without the ® and ™ symbols, but such references should not be construed as any indicator that their respective owners will not assert their rights thereto.

This presentation does not constitute an offer to sell or a solicitation of an offer to buy any securities, nor shall there be any sale of securities in any jurisdiction in which such offer, solicitation, or sale would be
unlawful prior to registration or qualification under applicable securities laws.

Copyright © 2026 by Design Therapeutics, Inc. All rights reserved.



Data support advancing DT-216P2 towards registration

* Four-week data readout for RESTORE-FA - a multiple ascending dose
study in patients with Friedreich Ataxia

— Results are from 4 weeks of IV DT-216P2 dosed once weekly at 4 dose levels (0.1, 0.3, 0.6 and 1 mpk)
with a total of 16 patients

— DT-216P2 (also known as DT-216 for injection) generally well-tolerated

- Comprehensive endogenous FXN biomarker activity
— Significant increases in production of endogenous natural frataxin mRNA and protein
— Biomarker activity observed in both blood and muscle

- Dose-dependent improvements in multiple clinical measures
— Measured by well accepted clinical endpoints such as mFARS, Upright Stability Score and supported
by patient reported measures of fatigue
- Data support a potentially best-in-disease profile for DT-216P2

— We are now planning to pursue a registrational path and expect to provide an update on these plans in
the fourth quarter of this year

Copyright © 2026 by Design Therapeutics, Inc. All rights reserve
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FA: Debilitating disease with limited treatment options today
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FA GeneTAC® molecules normalized FXN levels in FA patient cells but did not
alter FXN levels in healthy cells
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Pathogenic Cascade in Friedreich Ataxia and Clinical Biomarker

Strategy
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RESTORE-FA MAD study in FA patients: Dosing design

Weekly
Dosing duration IV infusion
(target cohort size = 4)

SIEIEW, O CE [EAI 2 Exploratory clinical

Endogenous FXN

biomarkers el il

0.1 mpk 1. Whole blood 1. mFARS?
(5-8 mg) MRNA and protein

2. Upright Stability
0.3 mpk 2. Muscle biopsy Score (USS)

4 (15-24 mg) mRNA and protein
weeks 3. PROMIS Fatigue
0.6 mpk
(30-48 mg) Scale
Data presented from 1 mpk 4. Various other
4-week |V cohorts (50-80 mg) exploratory
endpoints

Note:1. PK projections support multiple additional cohorts within nonclinical safety exposures. 2. modified Friedreich Ataxia Rating Scale
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Observations in mFARS across FA landscape
(modified Friedreich Ataxia Rating Scale)

« The mFARS is a clinician-administered tool to measure neurologic dysfunction and disease progression in FA
« Omaveloxolone (SKYCLARYS ™) pivotal trial (MOXIE study) used mFARS as the primary endpoint

« Omaveloxolone is now using Upright Stability Score (USS), a component of mFARS, in the ongoing pediatric study
(BRAVE study); USS is considered the most objective, least variable component of mFARS

Omaveloxolone pivotal trial results (MOXIE study)

Figure 6 mFARS Change from Baseline by Visit (FAS Population)
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Source: Omaveloxolone summary basis of approval; Lexeo and Larimar corporate communications; Lexeo data at 6 months, Larimar data at 12 months
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How much FXN do we believe is enough?

Therapeutic level Readout questions

Any significant increase

111
Natural history: FRATAXIN LEVELS directly correlate
with all major clinical outcomes in FA [patients] ... such as age
of onset and disease severity... loss of ambulation and long-

term progression slopes of T FARS ana USS.. .Peripheral

frataxin quantification provides biologically grounded measure
of the pathophysiology and disease progression.” !

Regulatory commentary: In Feb 2025, Lexeo announced FDA

“alignment on the accelerated development pathway with frataxin

expression co-primary endpoint to be evaluated for any increase
from baseline rather than numerical threshold.” 2

Does DT216P2 increase
FXN mRNA?
(either blood or muscle)

Does DT-216P2 increase
FXN protein?
(either blood or muscle)

Activity in both blood
and muscle?
(either mRNA or Protein)

Biomarkers and
clinical data

e O X«

Note: 1. Rummey C, et al. Peripheral frataxin levels govern long-term clinical progression in Friedreich ataxia. BMJ Neurology Open. 2026; 2. Lexeo Therapeutics, Inc., 2026 Form 10-K
(FY2025); Design will wait to seek regulatory alignment on FA registration path after data support such discussions
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Baseline characteristics

Cohort 1
0.1 mg/kg IV
(n=4)
Age (years), Mean (SD) 43.5 (16.8)
Age at onset (years), Mean (SD) 26.5 (19.9)
| Female, n (%) 4 (100%)
Functional Staging for Ataxia, 3.9 (0.9)
Mean (SD) R
368 (192)

| GAA1 repeat length, Mean (SD)

Cohort 2
0.3 mg/kg IV
(n=4)
39.5 (5.3)
18.75 (7.4)
1(25%)

4.4 (1.3)

377 (94)

Note: Data analysis as of May 17 2026; GAA1 is the GAA repeat length of the shorter allele

Cohort 3 Cohort 4

0.6(212/53 \Y 1.0(?2/53 \Y; (l\'ll'gt%)
26.75 (6.7) 34.75 (10.3) 36.125 (11.6)
14.75 (4.8) 18.5 (4.7) 19.625 (10.9)
3 (75%) 2 (50%) 10 (62.5%)
4 (1.7) 3.9(1.4) 4 (1.2)
696 (268) 303 (165) 436 (232)

10 of 16 patients on stable Omaveloxolone
for an average of > 5 years

Copyright © 2026 by Design Therapeutics, Inc. All rights reserved.
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Ataxia measurement: mFARS and upright stability score improvement
observed

Note: Data analysis as of May 17 2026; Bars are standard error. All DT-216P2 cohort data n=4, MOXle placebo n= 42, MOXle Omaveloxolone 4/12-week n=40, 48-week n=34. Placebo
I and Omaveloxolone data are from the MOXle study; U.S. Food and Drug Administration (2022) Clinical Reviews (2167180rig1s000); Lynch, et. al., Annals of Neurology 2021
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Exploratory statistical analysis (two-sided) comparing 1mpk DT-216P2 4-week RESTORE-FA to MOXle study placebo arm 4-week mFARS (nominal p=0.012) and 12-week USS
(nominal p=0.027), no formal hypothesis testing for any endpoint was prespecified. Comparison between trials for illustrative purposes only; no head-to head trial has been conducted
comparing DT-216P2 to omaveloxolone; differences exist between study designs, patient characteristics and other factors and caution should be exercised when comparing against

unrelated studies. _ . . .
Copyright © 2026 by Design Therapeutics, Inc. All rights reserved. 11



Ataxia measurement: mFARS and upright stability score improvement

observed
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Note: Data analysis as of May 17 2026; Bars are standard error. All DT-216P2 cohort data n=4,MOXIle placebo n= 42, MOXle Omaveloxolone 4/12-week n=40, 48-week n=34. Placebo
and Omaveloxolone data are from the MOXle study; U.S. Food and Drug Administration (2022) Clinical Reviews (2167180rig1s000); Lynch, et. al., Annals of Neurology 2021;
*Exploratory statistical analysis (two-sided) compared to MOXle study omaveloxolone arm 4-week mFARS and 12-week USS, no formal hypothesis testing for any endpoint was
prespecified. Comparison between trials for illustrative purposes only; no head-to head trial has been conducted comparing DT-216P2 to omaveloxolone; differences exist between
study designs, patient characteristics and other factors and caution should be exercised when comparing against unrelated studies.
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Fatigue: Change from baseline in PROMIS fatigue scale (T-score)

PROMIS time course
—— 1.0 mpk
@ - -0~ 0.6 mpk
= 0
D — i -#- 0.3 mpk
0
e S T —— 0.1 mpk
cE> |_q, i 9-point improvement responders
e = .5- h
B ] (post 41" dose)
%@ I 1.0 mpk  3/4
5 | 0.6 mpk 2/4
-10 I I I 0.3mpk 1/4
Baseline 4th Dose 2 weeks post 0.1 mpk 0/4

4th dose

Note: Data analysis as of May 17 2026; Bars are standard error; All DT-216P2 cohort data n=4; Minimal important mean change; Terwee et. al. Minimal important
change (MIC): a conceptual clarification and systematic review of MIC estimates of PROMIS measures. Qual Life Res. 2021; * Exploratory statistical analysis (two-
sided) compared to baseline, no formal hypothesis testing for any endpoint was prespecified.
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Clinical improvement observations supported by comprehensive
biomarker activity at 1.0 mpk

Whole blood (FXN mRNA) Muscle (FXN mRNA)
0 175 p<000T | . Readout questions
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FXN a B
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C
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g 0.1 mpk 0.3 mpk 0.6 mpk 1.0 mpk 1.0 mpk 0.1 mpk 0.3 mpk 0.6 mpk 1.0 mpk Does DT-216P2 increase
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I 0.1 mpk 0.3 mpk 0.6 mpk 1.0 mpk 1.0 mpk 0.1 mpk 1.0 mpk 1.0 mpk
l J 2 weeks > 2 weeks
4" dose post 4t dose 4" dose post 4th dose

Note: Data analysis as of May 17 2026; Data is shown as percent of baseline pre-dose FXN level; * Exploratory statistical analysis (two-sided) compared to untreated individuals (data not

shown), no formal hypothesis testing for any endpoint was prespecified. FXN-E was not measured for 0.3 and 0.6mpk cohorts
Copyright © 2026 by Design Therapeutics, Inc. All rights reserved.
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Safety data

- DT-216P2 was generally well-tolerated
* No serious adverse events
* No study discontinuations
* All adverse events were mild to moderate

» Adverse events possibly or probably considered related to DT-216P2 occurring in more than one
patient:

« Three patients experienced transient asymptomatic ALT elevations (mild to moderate, <5x ULN)
with no bilirubin increases — all three were on background omaveloxolone

Leerink research report': “One KOL noted that LFT increases with Skyclarys appeared to correlate with
response in the clinical trial and may reflect an on-target metabolic effect rather than liver toxicity...
...The broader implication is that AST/ALT elevations could potentially appear with other agents that
restore frataxin in the liver, though the clinical meaning and relationship to efficacy would still need to be
assessed drug by drug.”

Note: Data analysis as of May 17 2026; 'Leerink Partners, Neuro in Focus: Takeaways from Our Friedreich's Ataxia MEDACorp Pulse Call, 2026.

Copyright © 2026 by Design Therapeutics, Inc. All rights reserve
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Next steps: Advancing DT-216P2 towards registrational development
e

« Based on this data we believe we have identified a suitable dose and route of
administration at 1Tmpk |V weekly to advance toward registration

* The timing and venue of future data updates is TBD because of the shift in
focus to registrational planning

« We anticipate providing an update on registrational plans in Q4 2026

Note: Along the course of development, we plan to explore potential future regimens (for example less frequent dosing intervals and subcutaneous administration)

Copyright © 2026 by Design Therapeutics, Inc. All rights reserved
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