Discovery Deep Dive:

Prelude’s Oral SMARCAZ2 Degrad r

(PRT7732)

Andrew Combs, Ph.D.
Chief Chemistry Officer
Prelude Therapeutics

Peggy Scherle, Ph.D.
Chief Scientific Officer
Prelude Therapeutics




Forward Looking Statements

This presentation 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, anticipated discovery, preclinical and clinical development activities for Prelude’s product
candidates, the potential safety, efficacy, benefits and addressable market for Prelude’s product candidates, the expected timeline for proof-of-
concept data and clinical trial results for Prelude’s product candidates including its SMARCAZ2 degrader molecules.

Any statements contained herein or provided orally that are not statements of historical fact may be deemed to be forward-looking statements. In
some cases, you can identify forward-looking statements by such terminology as “believe,” “may,” “will,” “potentially,” “estimate,” “continue,”
“anticipate,” “intend,” “could,” “would,” “project,” “plan,” “expect” and similar expressions that convey uncertainty of future events or outcomes,
although not all forward-looking statements contain these words. Statements, including forward-looking statements, speak only to the date they

are provided (unless an earlier date is indicated).

LA 1] 1] LA 1]

LR 11 LA 11 LR 11 1

Certain data in this presentation are based on cross-study comparisons and are not based on any head-to-head clinical trials. Cross-study
comparisons are inherently limited and may suggest misleading similarities or differences. This presentation shall not constitute an offer to sell or
the solicitation of an offer to buy, nor shall there be any sale of these securities in any state or other 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 other jurisdiction.

These forward-looking statements are based on the beliefs of our management as well as assumptions made by and information currently
available to us. Although we believe the expectations reflected in such forward-looking statements are reasonable, we can give no assurance
that such expectations will prove to be correct. If such assumptions do not fully materialize or prove incorrect, the events or circumstances
referred to in the forward-looking statements may not occur. We undertake no obligation to update publicly any forward-looking statements for
any reason after the date of this presentation to conform these statements to actual results or to changes in our expectations, except as required
by law. Accordingly, readers are cautioned not to place undue reliance on these forward-looking statements. Additional risks and uncertainties
that could affect our business are included under the caption “Risk Factors” in our filings with the Securities and Exchange Commission, including
our Annual Report on Form 10-K for the year ended December 31, 2023. %} Prelude
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What is the status of our oral SMARCAZ2
degrader program, and lead oral candidate

Lea rnlng PRT77327

ObJeCtlveS Where is the science leading us next to
further expand the reach of our SMARCA
portfolio for patients?
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Our SMARCA2 oral degrader program has
progressed rapidly and systematically

SMARCA2 HiBit DC5y & SMARCA4 Selectivity
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Solving for potency, selectivity and
oral bioavailability was a challenge

PRT7732: Lead Oral Candidate with
>3000-fold Selectivity

A and B: Two additional structurally
distinct oral back-up candidates




PRT7732: Our Lead Oral SMARCAZ2 Degrader

Tertiary Complex of SMARCAZ2/
PRT7732/CRBN-DDB1 E3 Ligase

ubiquitinated
lysine

E3 ligase
complex

Source: Shvartsbart, K. Ito et al., AACR Poster, April 2024. Available here: Preclinical Characterization Of PRT7732:

A Highly Potent, Selective, And Orally Bioavailable Targeted Protein Degrader Of SMARCAZ2

PRT7732 binds to the SMARCA2
bromodomain and CRBN-DDB1
E3 ligase complex

PRT7732 has been shown to
catalyze the polyubiquitination of

unique lysine residues expressed
only in SMARCA2 and not SMARCA4

Unique conformational bias

promotes selective ubiquitination
and degradation of SMARCA2



https://preludetx.com/wp-content/uploads/2024/04/PRT7732_AACR_2024-Poster_artem_v10-ki.pdf
https://preludetx.com/wp-content/uploads/2024/04/PRT7732_AACR_2024-Poster_artem_v10-ki.pdf

PRT7732 is highly potent and orally bioavailable
with near-absolute selectivity for SMARCA2

PRT7732

SMARCAZ2 Degradation (nM) 0.98
Selectivity: Degradation (SMARCA4 / SMARCA2) >3000 fold
Selectivity: Cell Proliferation (SMARCA4 / SMARCA2) >1000 fold*
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* Based on highest concentration tested
Source: Shvartsbart, K. Ito et al., AACR Poster, April 2024. Available here: Preclinical Characterization Of PRT7732:

A Highly Potent, Selective, And Orally Bioavailable Targeted Protein Degrader Of SMARCAZ2

Sub-nanomolar SMARCA2
degradation potency

Near-absolute cellular selectivity for
SMARCA2 vs SMARCA4
(>3000 fold) in HiBit cell lines and
>1000-fold in cell proliferation assays

Good oral bioavailability
across species



https://preludetx.com/wp-content/uploads/2024/04/PRT7732_AACR_2024-Poster_artem_v10-ki.pdf
https://preludetx.com/wp-content/uploads/2024/04/PRT7732_AACR_2024-Poster_artem_v10-ki.pdf

PRT7732 has significant anti-tumor activity in
SMARCAA4-deficient cancer xenograft models

S

[N

N

o

S
]

Tumor Volume (mm?3) £

SMARCAZ2 PD 4h (%Veh)

1800 H

1200 ~

600 -

o
L

150
125
100
75 4
50 -

25

NCI-H838 CDX HCC515 CDX Calu-6 CDX
SMARCAA4-del SMARCA4-del SMARCA4-WT
s =
] th 2400 -
—e— Vehicle Cfl 1800 q =e= Vehicle T + -e= Vehicle
PRT7732 3 malk H -e= PRT7732 20 mg/kg — PRT7732 10 mg/kg
PRI 7739 mmn%g/ﬁg : T I/T £ 1800 1 -s- PRT7732 30 mg/kg .
—e— PRT7732 30 mg/kg ;/ E 1200 1 VLo, £ 7t
7 | ° p2at o 1200 P
;/" £ 7t = /g/
" S 600 - &7t . = e~
- S o .9 o 600 - 7
A 9 Sl p o~
— e—o . omomome=08 o-0-0-8-0707 1 5 o—o—"
¢ S 0 - e 0
£ £
) T T 1 > T T T T 1 - T T T 1
0 7 14 21 = 0 7 14 21 28 0 7 14 21
Days of dosing Days of dosing Days of dosing
° Vehicle PTR7732 10 mg/kg
= 4h 24h 4h 24h
o
0 SMARCA2 - 5

L o e

Vehicle 3 mgkg 10 mg/kg 30 mg/kg

Source: Shvartsbart, K. Ito et al., AACR Poster, April 2024. Available here: Preclinical Characterization Of PRT7732:
A Highly Potent, Selective, And Orally Bioavailable Targeted Protein Degrader Of SMARCA2

Daily oral administration of

PRT7732 inhibits growth of

SMARCAA4-deficient tumors
but not SMARCA4 WT tumors

PRT7732 decreases SMARCA2
protein levels in NCI-H838 tumor
tissues



https://preludetx.com/wp-content/uploads/2024/04/PRT7732_AACR_2024-Poster_artem_v10-ki.pdf
https://preludetx.com/wp-content/uploads/2024/04/PRT7732_AACR_2024-Poster_artem_v10-ki.pdf

PRT7732 also shows high potential for synergy
with other common anti-cancer agents
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Source: Shvartsbart, K. Ito et al., AACR Poster, April 2024. Available here: Preclinical Characterization Of PRT7732:
A Highly Potent, Selective, And Orally Bioavailable Targeted Protein Degrader Of SMARCA2



https://preludetx.com/wp-content/uploads/2024/04/PRT7732_AACR_2024-Poster_artem_v10-ki.pdf
https://preludetx.com/wp-content/uploads/2024/04/PRT7732_AACR_2024-Poster_artem_v10-ki.pdf

Expanding our portfolio of SMARCA-targeted therapeutics

Oral SMARCA2 Degraders (PRT7732)




* Our lead oral SMARCAZ2 degrader PRT7732 shows
>3000-fold selectivity and a PK/PD profile supporting

Prel Ude IS a low-mg once daily projected human dose
Cont| nu | ng to + PRT7732 is advancing to Phase | in 2H 2024
. * SMARCA Degrader-Antibody-Conjugates (“DACs”)
Iead the f|e|d have potential to dramatically expand the reach of

this platform, including patients without
SMARCA4 mutations

Key
Takeaways
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