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Legal disclaimer

The study database has not been locked as this is an ongoing study, and the data are subject to further cleaning and validation.

Forward-looking statements

This presentation contains forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995. All statements
contained in this presentation that do not relate to matters of historical fact are forward-looking statements. 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, although
not all forward-looking statements contain these words. Forward-looking statements in this presentation include, without limitation, statements
regarding: the expected initiation, timing, design, endpoints, site activation, and conduct of the RJVA-001 first-in-human clinical trial; the timing and
results of first-in-human dosing and reporting of preliminary data; our regulatory strategy, including submissions to and communications with
regulators in the European Union, Australia, and other jurisdictions; the promise, potential impact, and mechanism of action of RJVA-001 and our
Rejuva platform; the promise and potential impact of our clinical trial data and product candidates, including Revita’s potential for maintaining
weight loss after GLP-1 based therapy discontinuation and stabilize cardiometabolic parameters; the translatability of results and scalability of
technique related to Revita; the design, initiation, timing and results of clinical enrollment and any clinical studies or readouts, including readouts
from the REMAIN-1 Midpoint Cohort and the REMAIN-1 Pivotal Cohort; the content, information used for, timing or results of any IND-enabling
studies, IND applications or Clinical Trial Applications, the potential launch or commercialization of any of our product candidates or products, the
potential treatment population or benefits for any of our product candidates or products; the potential treatment population or benefits for any of
our product candidates or products; our regulatory strategy, including potential use and benefits of the De Novo pathway (FDA pre-submission
feedback is advisory and non-binding, and there is no assurance that FDA will accept a De Novo marketing application submission or that the Revita
DMR System will receive marketing authorization); our strategic and product development objectives and goals, including with respect to enabling
long-term control over obesity and type 2 diabetes without the burden of chronic therapies, redefining the future of metabolic disease treatment,
and positioning our Company at the forefront at the global opportunity for metabolic care; and the timing of any of the foregoing. These statements
are neither promises nor guarantees, but involve known and unknown risks, uncertainties and other important factors that may cause our actual
results, performance or achievements to be materially different from any future results, performance or achievements expressed or implied by the
forward-looking statements, including, but not limited to, the risks that are discussed more fully in our filings with the Securities and Exchange
Commission (the SEC) including the “Risk Factors” section of our Annual Report on Form 10-K for the year ended December 31, 2025, filed with the
SEC on March 24, 2026, and other documents we subsequently file with or furnish to the SEC, including our Quarterly Report on Form 10-Q for the
quarter ended March 31, 2026, filed with the SEC on May 12, 2026. These forward-looking statements are based on management’s current
estimates and expectations. While we may elect to update such forward-looking statements at some point in the future, we disclaim any obligation
to do so, even if subsequent events cause our views to change.
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Industry data

This presentation also contains estimates, projections and other
information concerning our industry, our business and the markets in
which we operate. Information that is based on estimates, forecasts,
projections, market research or similar methodologies is inherently
subject to uncertainties and actual events or circumstances may differ
materially from events and circumstances that are assumed in this
information. Unless otherwise expressly stated, we obtained this
industry, business, market, and other data from our own internal
estimates and research as well as from reports, research, surveys,
studies, and similar data prepared by market research firms and other
third parties, industry, medical and general publications, government
data and similar sources. While we are not aware of any misstatements
regarding any third-party information presented in this presentation, their
estimates, in particular, as they relate to projections, involve numerous
assumptions, are subject to risks and uncertainties and are subject to
change based on various factors.

Trademarks

This presentation may contain trademarks, service marks, trade names
and copyrights of the Company and other companies, which are the
property of their respective owners. The use herein does not imply an
affiliation with, or endorsement by, the owners of these trademarks,
service marks, trade names and copyrights. Third-party logos herein may
represent be provided simply for illustrative purposes only. Inclusion of
such logos does not necessarily imply affiliation with or endorsement by
such firms or businesses. There is no guarantee that the Company will
work, or continue to work, with any of the firms or businesses whose
logos are included herein in the future. future.

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



Weight Maintenance at 12 Months in Open Label Cohort

Single Revita procedure preserves GLP-1 induced weight loss through 1 year

Key Takeaways:

» ~78% of GLP-1-induced weight loss retained at one year

» ~22% regained vs. 60-65% expected at 1 year! =» ~1/3 the expected regain

* 33% (5/15) lost additional weight through 52 weeks off GLP-1

* Clean AEs and tolerability: No device/procedure-related SAEs, no TEAE-related discontinuations
through 12 months, no device/procedure-related late AEs.

* FDA protocol amendment filed to extend follow-up beyond 1 year

* Supports thesis: REMAIN-1 pivotal topline data expected early Q4 ‘26*

1. Budini et al., eClinicalMedicine, March 2026. *These forward-looking statements are based on management’s current estimates and expectations. Refer to the latest disclosures filed with the SEC for a discussion regarding Risk
Factors to these and other estimates and expectations. Abbreviations: CTA, clinical trial application. FIH, first-in-human.
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REVEAL-1 cohort study in weight maintenance

Ongoing, open-label cohort designed to provide early, real-world insights

Patient population Primary endpoints Study design
 Patients living with obesity (BMI 230) * Change from baseline in weight * Single-arm, open-label, cohort study of
without T2D and achieving at least 15% * Comparison to historical controlled studies Revita after GLP-1 drug discontinuation
TBW loss with tirzepatide or semaglutide of GLP-1 withdrawal * Diet and lifestyle counseling throughout
* n®20 patients who need to or want to stop
tirzepatide
Study design
Patients on GLP-1 drugs . . . Weight at
who have lost at least > gll_s:gno’lunue :'Z‘:ttra:ment 3,6,&12
15% TBW rug months

REVEAL-1 is an open label cohort as part of the REMAIN-1 pivotal IDE. Abbreviations: BMI, body mass index; GLP-1, glucagon-Llike peptide; LTFU, lost to follow-up; T2D, type 2 diabetes; TBW, total body weight

FRACTYL

h eqa [t h ©2026 Fractyl Health, Inc. All Rights Reserved.



REVEAL-1 Open-Label Cohort Patient Disposition

Consistent procedure delivery; 12-mo retention in line with comparator trials

22 patients treated with Revita; 12-mo
retention in line with comparator trials’

* Consistent procedure delivery: average

ablation length ~16 cm
* Analysis populations:
e 22 in Full Analysis Set (FAS)
e 22 in Safety Analysis

* 15in Completer Analysis

TAronne et al., JAMA. 2023 Dec 11;331(1):38-48. FAS, full analysis set. GLP-1, glucagon-like peptide-1. LTFU, lost to follow-up,
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Patient Disposition

23 Enrolled with = 15%

TBWL on GLP-1 Drug

17 6-Mo Follow-Up

15 12-Mo Follow-Up

©2026 Fractyl Health, Inc. All Rights Reserved.

1 Excluded

3 Withdrew/LTFU
2 Protocol Deviations (GLP-1
restarts)

2 Discontinued due to personal
reasons / pregnancy



REVEAL-1 Cohort Reflects REMAIN-1 Pivotal and Real-
World Post-GLP-1 Demographics

Strong GLP-1 responders at high risk of
post-discontinuation regain’:

* Substantial prior weight loss: -24%
+ 7% TBW (> 50 lbs avg) on GLP-1s

* 17 of 22 participants >17.5% TBW
loss on GLP-1s

Alighed with REMAIN-1 and real-world
GLP-1 use:

* 21 0f 22 (95%) on tirzepatide — most
relevant comparator to current real-
world GLP-1 use

* Baseline characteristics align with
REMAIN-1 Midpoint and Pivotal
Cohorts?3

Table 1: Demographics and Baseline Characteristics

Age, yrs, mean (SD) 50 (12)
Sex, no. (%)

Male 3(14)

Female 19 (86)
Pre-diabetes*, no. (%) 3(14)
On Tirzepatide, no. (%) 21 (95)
Body Weight Pre-GLP-1, kg, mean (SD) 105 (19)
Body Weight Post-GLP-1, kg, mean (SD) 80 (15)
TBW Change on GLP-1, %, mean (SD) -24 (7)
BMI Post-GLP-1, kg/m?2, mean (SD) 29 (4)
HbA1c Post-GLP-1, % mean (SD) 5.1(0.4)

*prediabetes in participant medical history or per protocol definition: HbA1c 5.7-6.5 and/or fasting plasma glucose 100-125 mg/dL at baseline. 1. Budini et al., eClinicalMedicine 2026. 2. Fractyl Health press release and conference
call dated September 26, 2025. 3. Fractyl Health data on file. BMI=body mass index, GLP-1=glucagon-like peptide-1, HbA1c=Hemoglobin A1c, SD=standard deviation, TBW=total body weight
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~1/3 the Expected Weight Regain at 1 Year Post-GLP-1

REVEAL-1 open-label cohort: n=15 completers (n=22 FAS); single Revita treatment, no ongoing GLP-1

* 78.3% of pre-Revita weight
loss retained at 52 weeks
(+5.3% £ 2.1% SE n=15; FAS
sensitivity: +5.8%; 76.9%
retained n=22)

* ~22% regained vs. ~60-65%
literature-projected regain
at 1 year’

* 33% (5 of 15) continued to
lose weight past GLP-1
discontinuation

T Budini et al., eClinicalMedicine. 2026;93:103796
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Prevention of Weight Regain with Revita Post-GLP-1 Discontinuation

Total body weight change (% of pre-Tirzepatide weight)

0% A

—5% A

—10% A

—15% A

—20% A

—25% A

On GLP-1 Off GLP-1 + Revita

= On GLP-1 (illustrative): mean 24% TBWL
= Budini et al. 2026 — projected regain (no intervention)
=&-= REVEAL-1 (Revita) — observed mean + SE (n=15)
lost on GLP-1
~15% TBW regain
expected

+5.3 £ 2.1%
(78.3% retained)

FAS efficacy (n=22):
+5.8% - 76.9% ret.

GLP-1 withdrawal
+ Revita

—!%2 —éB —ﬁ6 —12 (I) 1'2 2I6 3‘8 5l2
Weeks relative to GLP-1 discontinuation
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100% of REVEAL-1 Completers Hit the REMAIN-1 Pivotal
Co-Primary Threshold at 52 Weeks

Responder Rates

* 100% retained at least 5% of GLP-1
induced weight loss (co-primary endpoint
in REMAIN-1 pivotal study)

* 87% retained at least 50% of GLP-1
induced weight loss (industry clinical
success threshold’)

* 33% lost additional weight at one year after
discontinuing GLP-1 drugs

* Across this cohort, ablation length clustered
narrowly around its median ablation length
(16cm) and the study therefore does not

have power to detect an ablation length dose

response

1. Aronne LJ et al Nature Medicine 13 May 2026
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100% Met Pivotal Co-Primary; 33% Lost Incremental
Weight at 1 Year

100 -

% of participants
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100.0%
86.7%

33.3%
=5% of loss =50% of loss =100% retained
retained retained (net further loss)
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Sustained Glycemic Conirol Post-Revita
HbA1c held stable through one year off GLP-1

Glycemic Stability HbA1c change (%)

* HbA1c held flat at 5.16% (+0.08
from baseline) through 52 weeks off
GLP-1 which is within assay noise — = Expected Post-GLP-1 HbALc Rebound?

-®- REVEAL-1 (Revita) — observed mean + SE (n=15)

* No rebound observed vs. ~0.4% se]  ememmemm—————————

increase expected post-GLP-1

———

~5.6% expected’®
(+0.4 rebound)

trajectory’ i
c 5.4 1
* Absence of glycemic g
deterioration despite £
discontinuation of GLP-1 g {
I
5.0 1

5.16% observed
(+0.08 from baseline)

0 3 6 9
Time off GLP-1 (months)

1. Wilding et al. Diabetes Obes Metab. 2022 Aug;24(8):1553-1564. GLP-1=glucagon-like peptide-1, HbA1c= hemoglobin A1c, SEM=standard error of the mean
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Excellent Safety and Tolerability Profile

No change to treatment emergent adverse events since last update

Table 2: Treatment-Emergent Adverse Events*

* No treatment-emergent serious
adverse events related to device

Grade 21l TEAEs 0 (0) N/A
or procedure
Grade Il TEAEs 0(0) N/A
* No TEAE-related study Grade | TEAEs 8 (36) 1-5
discontinuations Sore Throat 4(18) 1-5
* No TEAE in long-term follow up Bloating 20 23
. Swollen, blistered lips 2(9) 5
°
Compe.ll.lng saf.ety.and | Nausea 2 1
tolerability profile is consistent Vomiting ' 6) :
. . . .. omitin
with prior Revita clinical
. Diarrhea 1(5) 4
experience
Abdominal pain and
. 1(5) 5
bloating
Inflammation to face lips
and throat 10) °
Clavien-Dindo Classification!: Standardized FDA recommended system for TEAE grading:
Grade I: minor, any deviation from normal course without requiring treatment; Grade II:
*Related TEAEs are defined as definitely or probably related to the device and or procedure. requiring treatment; Grade llI: requiring surgical, endoscopic, radiologic intervention; Grade
1. Dindo et al. Annals of Surgery 240(2):p 205-213, August 2004. TEAE= treatment-emergent adverse event. IV: Life-threatening, requiring ICU; Grade V: Death
FRACTYL
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Open-Label Durability Sets Up Two Key Randomized

Readouts in the Next ~6 Months

What we know today

REVEAL-1 12-mo open-label (today): ~22%
regain vs. ~60-65% literature-projected’

Midpoint Cohort 6-mo randomized (Q1 '26):
clear Revita-vs-sham separation; dose response
established, large and growing effect size seenin
high GLP-1 responders

Independent datasets have shown consistent
directional signal on durable post-GLP-1 weight
maintenance

Clean AE profile maintained through 12 months

What's next: randomized data

* Anticipated Q3 2026*

Midpoint Cohort 12-mo randomized data

First randomized look at 1-year durability, direct
controlled comparison to today's open-label signal

Anticipated Q4 2026 *

Pivotal Cohort 6-mo topline expected in early Q4
2026

Registrational readout; supports De Novo
submission planned late Q4 2026

T Budini et al., eClinicalMedicine. 2026;93:103796. *These forward-looking statements are based on management’s current estimates and expectations. Refer to the latest disclosures filed with the SEC for a discussion regarding Risk
Factors to these and other estimates and expectations.
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Near-term clinical catalysts and value-creation through to
potential De Novo marketing application submission in Q4 2026

Revita Outpatient endoscopic procedural therapy 2026 Key Anticipated Milestones
REVEAL-1 Cohort Durable 6-mo data shared Q 1-vear data
(Open Label) (Dec '25) y
_ REMAIN-1 @ Fositive 6-month randomized 1 vear data
Weight Midpoint Cohort data (Jan ‘26) y

Maintenance

Topline 6-mo randomized data &
potential De Novo marketing
application submission

REMAIN-1 o Completed randomization
Pivotal Cohort (Feb ‘26)

Rejuva Local AAV-delivered pancreatic GLP-1 gene therapy

T 2 H2: FIH i ject to sit
yhe RIVA-001 CTA authorized in Netherlands IR dosing, subject to site
Diabetes activation, and preliminary data
Obesity RJVA-002 Candidate nominated

These forward-looking statements are based on management’s current estimates and expectations. Refer to the latest disclosures filed with the SEC for a discussion regarding Risk Factors to these and other estimates and
expectations. Abbreviations: CTA, clinical trial application. FIH, first-in-human.
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Weight Maintenance at 12 Months in Open Label Cohort

Single Revita procedure preserves GLP-1 induced weight loss through 1 year

Key Takeaways:

» ~78% of GLP-1-induced weight loss retained at one year

» ~22% regained vs. 60-65% expected at 1 year! =» ~1/3 the expected regain

* 33% (5/15) lost additional weight through 52 weeks off GLP-1

* Clean AEs and tolerability: No device/procedure-related SAEs, no TEAE-related discontinuations
through 12 months, no device/procedure-related late AEs.

* FDA protocol amendment filed to extend follow-up beyond 1 year

* Supports thesis: REMAIN-1 pivotal topline data expected early Q4 ‘26*

1. Budini et al., eClinicalMedicine, March 2026. *These forward-looking statements are based on management’s current estimates and expectations. Refer to the latest disclosures filed with the SEC for a discussion regarding Risk
Factors to these and other estimates and expectations. Abbreviations: CTA, clinical trial application. FIH, first-in-human.
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