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Forward-looking statements

This presentatien includes forward-looking statements, including forward-looking
statements within the meaning of the Private Securities Litigation Refarm Act of
1995, All statements other than statements of historical facts contained in this
presentation are forward locking statements, including statements regarding

our cash rurway, strategy and plans, industry environment, potential growth
opportunities, and the therapeutic potential of our programs. The words “believe,”
“may,” “will,” “estimate,” “continue,” “anticipate,” “design,” “expeact,” “could,”
“plan,”“potential,” “predict,” “seek," “should.” “would,” or the negative version of
these words and similar expressions are intended to identify forward-locking
statements.

We have based these forward-locking statements on our current expectations and
projections about future events and trends that we believe may affect cur financial
condition, results of operations, strategy, short and long term business cperations
and objectives, and financial needs. These forward-looking statements dre subject
to a number of risks, uncertainties and assumptions, including but not limited to,
our ability to develop and advance our programs and product candidates, our
ability to maintain and establish collaborations or strategic partnerships, our
regulatory approvals and filings, and other risks, uncertainties and assumptions
identified inour filings with the Securities and Exchange Commission (the “SECT),
including our most recent Form 10-K and Form 10-Q filed with the SEC, and any
subsequent filings with the SEC.

Maorecwar, we operate in a very competitive and rapidly changing environment

and it is not possible for our managemeant to predict all risks, nor can we assess

the impact of all facters on our business or the extent to which any factor, or
combination of factors, may cause actual results to differ materially from those
contained in any forward-looking stataments we may make. In light of these

risks, uncertainties and assumptions, the ferward-looking statements and
circumstances discussed in this presentation may not ccour and actual results
could differ materially and adversely from those anticipated or implied in the
forward-looking statements. You should not rely upon forward-looking statements
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as predictions of future events. Although we believe that the expectations
reflected in the forward-leoking statements are reasonable, we cannot guarantee
that the future results, levels of activity, perfermance or events and circumstances
reflected in the farward-looking statements will be achieved or accur. Mareavar,
except as required by law, neither we nor any other parson assumes responsibility
for the accuracy and completeness of the forward-looking statements. We
undertake no obligation to update publicly any forward-looking statements for any
reasonafter the date of this presentation to conform these statements to actual
results or to changes in ocur expectations, unless required by law.

This prasentation contains estimates and other information concerning our
industry, our business and the markets for our products. Information that is based
on estimates, 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.
These sources include government and industry sources. Industry publications and
surveys generally state that the information contained therein has been obtained
from sources believed to be reliable. Although we believe the industry and market
data to ba reliable as of the date of this presentation, this information could prove
to be inaccurate. Industry and market data could be wrong because of the method
by which sources obtained their data and because information cannot dlways be
verified with complete certainty due to the limits on the availability and reliability
of raw data, the voluntary nature of the data gathering process and other
limitations and uncertainties. While we believe our internal company estimates and
research as to such matters is reliable and the market definitions are appropriate,
neither such research nor these definitions have been verified by any indepandent
source and no reliance should be placed on or should be made on any information
or statements made in this presentation relating to or based an such internal
estimates and research.




New data supports MGX-001 advancing toward the clinic

Demonstrated curative Factor Vil activity

Potential competitive
with best-in-class treatment potential

advantages

of MGX-001
» Dose-dependent efficacy of both AAV and LNP

* Therapeutically relevant FVIIl activity in each animal treated in all but the lowest dose * Enables endogenous
production of FVIII for

* Data informs clinical dose regimen strategy hemostatic regulation

* Potential to effectively
treat both adults and
children

Builds on Previous data

« Durable FVIIl activity over an approximately 19-month study . G"E"fim“ potentially
curative therapy

allowing patients a
» No off target editing hemophilia free mindset

» Encouraging safety profile, with minimal steroid use at the time of dosing
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Strategic evolution focuses resources for advancement

Prioritizing high impact programs

* Advancing wholly-owned MGX-001 hemophilia A program
toward IND/CTA by Q4'26

* Advancing additional secreted protein deficiency indications

* Focusing on cardiometabolic collaboration with lonis
Streamlined organization

* Implemented workforce reduction of 25%

= Anticipate extension of cash runway into Q4'27
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Transitioned to
clinical development
leadership

* Jian Irish, Ph.D., M.B.A.
appointed CEO

* Willard Dere, M.D.
appointed Board Chair

* Brian Thomas, Ph.D.,
co-founder, former CEO,
continues on Board




Glenn F. Pierce, MD, PhD

was born with
severe hemophilia A

—— Career highlights:
Past:

2. Biogen: senior vice president
Blogen of hematology, cell and gene therapie.

: ..I Arnbys Ambys Medicines: co-founder and CMO

Voyager Therapeutics:
vOoyager  .ierimcso.

“ud . MNational Bleeding Disorders Foundation
Bf—_E'E__? wopisoroers  (NBDF): board of directors and president.

(cell and gene therapy liver regeneration start-up).

was cured in 2008
via liver transplant

Present:

\WFH

World Federation of Hemophilia (WFH):

vice prasident, medical

MASAC

.S medical and scientific
advisery council (MASAC)

Over 35 years
of experience
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Hemophilia A: a validated target waiting for a durable cure

‘\ Current SOC:
Factor Villreplacement therapy
EVIIl I « |V typically dosed 1 - 3 times/week
+ Significant adherence challenges Annual

* Risk of breakthrough bleeding
+* Chronic treatment, non-curative

treatment cost®:

~$565K - $750K

Lifetime
Bi-specific antibody "mimetic" treatment cost:

« SQdosed1, 2 or 4 weeks post loading "$1BH - $24H4

* Risk of breakthough bleeding
+ Treatment burden, non-curative

<R’
"'25,50'“ ~50 ﬂ,nﬂﬂ Gene therapy .
patients in the U.S. worldwide? Variable initi ) One-time
: « Variable initial efficacy a2
* Significant decline in FVIIl levels over time treatment cost™.

Hemophilia A is the most common X-linked inherited
bleeding disorder, almost exclusively affecting males.

Caused by variety of mutations in the Factor VIIL {FWIII)
gene leading to loss of functional FVII protein.

* High risk of prolonged corticosteroid use
* Mot suitable for pediatric patients

| - Seucie, )M, &t al, 2020, Hasmaphilio, Vel 26, ne. 3, pp, 467-453 & - Curtis B a1 ol Paster preasated at: 65th ASH Anrual Mesting
I NA SDAG . MGH 2 - Stemabrakas, 1 S, &t al, 2090, Haemeahilia, Val, 16, gp, 20-32 & Expakitica: Decembar 11, 20723; San Diege, CA
l . 3 - ICER. Gene Tharopy for Hemaphilio B and A: & - Zemplenyl & et al., Pharmacosconomics {2024 42(3):319-328.

Final Evidencs Report, Dedc 22, 2022 Hamaphilia jaint blseds image: Internatianal Hemaphilia Training Cenler




MGX-001 mechanism leverages natural promoter

MGX-001
: components:

EEEEEE T

AAV delivers | L"p:d.”“r;rm N
FVIIl gene ) - promoteriess nuclease mRNA &
(donor DNA): FViil gene & sgRNA targeting i

albumin site: i

guide RNA to albwmmin
gena (sgRMA)

nuclease mRNA (MGZ9-1)

CHA

AAY delivers promoteriess

FWlll genea. AAV anters hepatocytes
and the donor FYII cassette
lzcalizes to the nucleus.
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MG29-1) ) sgRNA

-

O DAY D

DA

LMP delivers MG29-1 nuclease
mEMA = guide targeting albumin
promoter. The mRMA iz released
inthe cytoplasm.

MG29-1) ) sgRNA

| |
gﬂ:: E::Iri pleax

prd-lhnl.-ll!l' -

DA

The mRMA is translated into MG29-
1 nuclease, which binds the guide
RMA to form a ribenuclecprotein
(RMNF) comples.

N WL

f’%

The guide pairs with the matching
baoses and MG29-1 nuclease cuts ot
the albumin locus.

DM

The F¥Il cassette integrates
at the albumin cut site via natural
and=joining.

Fyll
protain

"
«*"*

.

WYLV UYiIAN

Cima

The alobumin promoter drives
the expression of Fylll,

which triggers the production
of F\WIIl protein.




NHP study designs

Step1 Step 2
| T 1 '
CJ ) aav )} ) Lme
Baszeline 4
- Durability study —,  — Dose range finding study ~
N=3 NHP FWIII WN=24. Human FWIII
Study duration: 19 months [ Study duration 3 weeks. [
Y+ (h _ Yo+ (0
4 FVIIl evaluation: day 5, 8, 11
A8V dose LMP dose ALV dose LMP dose
(v ka) (makag) (va/kg) (ma/ka)
- - . \ T,
L Animal 1001 Group 1: | N=4 ) 5.0 x 10 0.2
P T
| Animal 1002 | 2.0x10™ 1.0 Group 2: m 5.0x 10" 0.6
. y
ff Animal 1003° | Group 3: fh N=4 | 5.0 x 10" 2.0
.. e - -
L Sy
Group 4: | N=4 ) 4.0 x10® 0.6
Group5: [ . N=4 1.6 % 107 0.6
. A
AN "
Group 6: | N= ] 5.0 x 10" 0.6
L -
' .|'f 1 Pre-development - Development -\'1, W,
‘\_._ candidate candidate _’j
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Dose dependent FVIIl activity in NHP: (iR Dopapmant

minimally efficacious and clinically relevant doses identified

AAV dose response identified LNP dose response identified 0.2 mpk
the optimal efficacious dose as the minimally efficacious dose
of 5x102 vg/kg: and 0.6 mg/kg as optimal dose:
thrombosis risk
150 = 150
] i
3 . 3 .
S 125- o 1257
= — —
=
E 100 - E 100 -
E narmal E
= 75 | FVill range = 75—
E » e E
50 » &0 — -‘-
] -1
25 25—
15 - 15— EIE
bleeding risk
D I 1 G I 1
Group 8 Group 5  Group 2 Group 4 Group 1 Group 2 Group 3
AAV dose (vo/kg):  Sx10" 1.6x10™ 5x10™  dxi10™ 510" —q
LMP dose (malkg):  F 0.6 { 0.2 0.6 20

FWil aetivity fes aach animals i3 the mean of walisss en d5, dB, dil past LHP medsured with a caplute-chiemogenic

l l I NA SD.AG . MGH assay. BEVILact ivity wos stabla from 85 tod1 post LME Xyntho wos used for the stondard curve.
* Means and standard ceviotion per group ore shown.




Optimal dose group demonstrated encouraging
safety profile supporting curative potential

Mild and transient AST changes:

Mild and transient ALT changes:
400

aed 4

T T
L] 10 20 a0

Days post- AAV infusion

Mo change
in bilirubin:
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Albumin remained within Body weights
normal physiological range: stable:
[
5
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Dy post-A8N infusion
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Daye past- AN infusicn

l l l I NA SDA.G: MGH Cwoa are the means and standaord dowiotion for osch group (n=4  grpl. LNF wos dosed on day 21,

Devalopment
candidate

Summary
of safety findings:

= Mild transient elevation
of liver transaminases
after the infusion
of LNP.

* No significant change
in total bilirubin.

* Circulating albumin levels
remain within the normal
physiological levels.

= Animals exhibited
normal weight gain.




Durable, therapeutic levels of FVIIl achieved in NHP ( Pre-development

NHP durability study:

125
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b |
[51]
1
w

F
]
l
L
L
|
|
b
¥
"

eFVIIl Activity (IU/dL)
o
2

5]
i
i
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Diays post LMP dosing

Ewlll activity walues are the mean and standard deviotion of 01 least 2 independent ossay
rurs with aach gampds rum in ol leael duplicatein each assay
#aimal 1003 died an day 540 {178 ma) poat LHP, cassased as urreloted Lo the Ereatment
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Plasma FVIIl activity levels unchanged between 3-6
months and 12-19 months and correlate to integration:
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1 - Imtegraticn in forward ariertation {coples per W00 haplold geromes, average of 8 liver lobes).




Treatment well tolerated over 19 month : > Pre-davelopment

candidate

duration of the study

Alanine transaminase (ALT) levels post LNP infusion: Aspartate transaminase (AST) levels post LNP infusion:
-] b =
. - Summary
06 - - »
- of safety findings:
ey ¥ . i
~ 1 3 ” * Transient elevation
% }{t {“{' ** -‘ } ;} . of liver transaminases
. ' of B _F' T stestesmrrsvresy after the infusion
& i L] ] nJud-nunmz.ﬂm I mm:mmmﬂ ; ; i.l -Iln [} ; ﬁ‘llﬂihﬂ;umﬂljnﬂlﬂﬁiﬂiﬂﬁl ﬂf LNP
Days post LNP infusisn Doy kil WP gt
* No significant change
in total bilirubin.
Total bilirubin levels Albumin levels post Body . 3 p
post LNP infusion: LNP infusion: weights: Sl _ulbl'_l m]n
levels remain within
- . - . the normal physioclogical
y e sohg et S n oo betger o e e 1 Sans levels.
¥ i
: i i - Mg =
‘ll " 2 B B R ] L ] LR R ll I"“ -] A“imula Exhibitad
' FLEs , . — I normal weight gain.

l l l I NA S DA.G: M GH ..:n %gﬂl‘l;:lulrg -:;ﬂ ;I;l:-'.- :;-u;d;::lrﬁ EE#IEI:..I:::‘ ri;.’rg-::r:"..:m: as unreloted tothe treatmank.




No genotoxicity observed with MGX-001 ;2 Devalopment

Discovery of potential No validated off target
off-target sites sites observed
1. In silico off-target 3independent primary

human hepatocyte donors:

il
'

; 100 .- A
an-target ",l'
. - / High genome
- y 4 integrity maintained
L O ) as observed
- in off-target editing,
2. Biochemical off-target discovery: et and AAV integration
—— —— O
g ) assays.
. LS
] — g
No potential off-targets *  WUntested
= were discovered . ':.'.”;v:.r:..':.j.:
2 " incell-based assays. 200 v ooy
2001 201 01 ] 10 100
-
— Untreated Indel %
3. In cell off-target discovery: No validated off-target editing observed

No potential off-targets were found.
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De-risked and clear opportunity for genome editing in Hemophilia A

Hemophilia A is an ideal entry indication
for genome editing approach:

@ Monogenic and
well-characterized biology

() Clear biomarker-disease link

@ A well defined target threshold of

curative FVII level & wide safety range

) Robust preclinical models
and regulatory familiarity

@ Strong advocacy
and infrastructure
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MGX-001is uniquely suited for patients of all ages:

Technology: Durability:
proprietary
Type V —>
nuclease

Regulatory status: Pediatric potential:

== 0 8

MGX-001is a potentially durable,
curative approach for adults and children -
the population with the most to gain.




Focused on generating clinical data in 2027

Demonstrated curative FVIII activity in NHPs
Built upon approximately 19 month durability study data

2025 2026 2027

"4 Complete NHP durability and dose
range finding (DRF) studies
MGX-001

Hemophilia A <

File IND and CTA: ' . _
t Initiate Phase 1 clinical trial
( Prepare for 2027 clinical entry ) "\ - I ' )

Conduct Pra-IND regulatory
meeting

Informs clinical dose regimen strategy with best-in-class treatment potential
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From novel genome editing systems to curative therapies

- iI' Metagenomi N

Metagenomiis anin vivo genome editing company capitalizing on its proprietary
technologies to precisely correct a wide range of genetic mutations across the human
genome. The company is focused on wholly owned programs in Hemophilia A and
secreted protein disorders, and partnered assets targeting cardiometabolic indications

2018 ° 2023 ' 2025

v 7 a . . 3’
Discovering novel NASDAQ: MGX Developing a pipeline
genome editing systems of in vivo therapies
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Q&A
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