A Phase 1, Open-Label, Dose-Escalation Study of a CDK9 Inhibitor, PRT2527, in Adult Patients With Advanced Solid Tumors: An Updated Analysis

relude

HERAPEUTICS

Manish R. Patel,! Atrayee Basu-Mallick,? Filemon Dela Cruz,® Douglas Orr,* Alex Spira,> Guru P. Sonpavde,® Pooja Ghatalia,” Christine Lihou,® Neelesh Sharma,® Peggy Scherle,® Jennifer Xavier,® William Sun,® Sri Sahasranaman,® Jason T. Henry?®

'Florida Cancer Specialists/Sarah Cannon Research Institute, Sarasota, FL; “Thomas Jefferson University Hospital, Philadelphia, PA; *Memorial Sloan Kettering Cancer Center, New York, NY; *Mary Crowley Cancer Research, Dallas, TX; *Virginia Cancer Specialists Research Institute/NEXT Oncology Virginia, Fairfax, VA;
°AdventHealth Medical Group, Orlando, FL; ‘Fox Chase Cancer Center, Philadelphia, PA; ®Prelude Therapeutics Incorporated, Wilmington, DE; °*Sarah Cannon Research Institute at HealthOne, Denver, CO

Contact: mpatel@flcancer.com

C164

Backg round Figure 2. Study Design Figure 3. Patient Disposition Preliminary Efficacy Figure 6. PRT2527-Associated Inhibition of CDK9 Transcriptional
Screened » Of the 29 patients with 21 post baseline scan or who discontinued due to death, AE, Targets MYC (A)’ MCL1 (B)’ and p-RNAP2 at 2 Hours (C) in PBMCs
. . . L Key inclusion criteria Dose confirmation N=33 or progressive disease, no objective responses (per RECIST v1.1) were observed:
» Cyclin-dependent kinase 9 (CDK9) is a master regulator of transcription that controls > Adults (aged 218 years) with previously (15 mg/m? IV, QW; n=10) — P go . ! e P (P )
. . treated selected sarcomas. CRPC. —|__ Screen failed (n=3) 8 (27.6%) patients had stable disease (SD) as the best response.
paused RNA polymerase Il (RNAP2) release through phosphorylation of its carboxy- e o vy G —— ! A _

: : positive selected sarcoma _ , : : : — 2.0 o
terminal d : Iting in t int; | ti Fi 1).12 N EE e selts e DL1: 3 mg/m2 QW Safety — Prolonged SD for 66+ weeks was observed in a patient with chondrosarcoma who = —— 3 mg/m? (n=3)
erminal domain, resuiting In transcription eiongation igure 1). : - Castrate-resistant prostate cancer (n=3; DLT=0, DLT-evaluable=3) evaluable set? - ] 2 : - o - 2

. L - . . > Prior systemic therapy 20 received PRT2527 at a starting dose of 6 mg/m=. This patient was dose escalated Q8 —#- 6 mg/m*(n=3)
» Selective CDKO9 inhibition may be a promising approach to treat transcription-addicted > Measurable (per RECIST v1.1)or HR+ HER2- breast cancer DL2: 6 mg/m? QW t0 12 ma/m? 3 O —4— 12 mg/m? (n=3)
cancers that are dependent on oncogenic drivers with a short half-life, such as the evaluable (CRPC or sarcoma only) disease — (n=3; DLT=0, DL T-evaluable=2) DCC: 15 mg/m? QW J9/m-. o 0 2 (=
- - | - > ECOG PS 0-1 MYC-amplified solid tumors - z (n=10) » Median PFS was 1.25 (95% confidence interval, 1.02-1.64) months g 2 o 1o mgm(n=14)
oncogenes myelocytomatosis (MYC), myelobastosis (MYB), and myeloid leukemia cell e Tt e _ DDII_-'?;SZDT%/-Zva(IQXZbIeﬂ) : ) : 0 , 1. . . 29 o 18 mgim? (n=6)
differentiation protein (MCL1).2 > Central nervous system disease is S cvaliabl sat » Duration of study follow-up in all patients is shown in Figure 4. 5 9
allowed if stable and adequately controlled DL4: 18 mg/m? QW 1=29 O 'ﬁ
» PRT2527 is a potent and selective inhibitor of CDK9 with a biochemical half-maximal (n=6; DLT=1, DLT-evaluable=5) i : : : : : € o
_ o _ _ _ _ o Key exclusion criteria - C =
inhibitory concentration (IC, ) of 0.98 nM at 1 mM adenosine triphosphate that inhibits > Impaired cardiac function DL5: 15 mg/m? QW Fhllglél(')e 4. Duration of Study Follow-up With Current Status in All Patients = 0.0 Co
: . : L : - : =5; DLT=1, DLT-evaluable=4 — : .
the enzymatic activity of human CDK9/CyclinT1 complex.! PRT2527 is highly selective 7 Chronic nfammalory bowel disease 4 Al ( ) 0 2 . 6 5 16 20 24
damong CDK famlly members and across 177 kinases.’ > Prior anti-cancer therapy within alncludes all patients who received at least 1 dose of PRT2527. ®Includes all patients in the safety evaluable set who had =1 post-baseline 5SD) 59M O PD <> PFS(3.71) DoT(3) BOR(PD) Time since PRT2527 administration (hours)
_ ] o ] ] ] i : : response assessment or discontinued the study due to death, AE, or PD. DCC, dose confirmation cohort.
» Intermittent intravenous (IV) administration of PRT2527 demonstrated strong efficacy in 2 B O A Y (e A50) _SM O M O PFS(5.71) DoT(E) BOR(PD) =
o _ _ _ _ shorter) prior to 8(PR) 64/F @ SD SOl 57 PFS(12.1) DoT(12) BOR(SD) DC S ' —e— 3 mg/m? (n=3)
precllnlcal models of solid tumors and hematologlcal mahgnanmes as monotherapy and Safety 5(SD) 70/F Yy ' PFS(4.71+) DoT(2) BOR(ND) ('-g Q T B 6 ma/m? (n=3
in combination with other anticancer therapies.’ ol BN RE < PFS(5.29) DoT(12) BOR(PD) ﬂé’ el fn__)
°DL5 (15 mg/m?) was evaluated as an intermediate DL following safety review of DL4 (18 mg/m?). PRT2527 was administered [V QW in a 3-week » | he most common treatment-emergent AESs (TEAEs) were nausea (467%), VOmiting 1(NN) _57/F 3¢ SD SD SD SD SD SD SD >PFS(53.9+) DoT(66+) BOR(SD) CB o o —4= 12 mg/m® (n=3)
cycle until disease progression or unacceptable toxicity. C1D1, Cycle 1 Day 1; CRPC, castrate-resistant prostate cancer; DL, dose level; ECOG . . . 8(PR) 72/M O =15/ > PFS(3.29) DoT(3) BOR(PD) c a5 —€— 15 ma/m? (n=14
PS, Eastern Cooperative Oncology Group performance status; HR+/HER2—, hormone receptor positive, human epidermal growth factor receptor 2 (400%), neUtrOpema (333%), d|arrhea (23-3%3), and fatlgue (23-3%3; Table 3) 3(SD) 71/M O PD <> PFS(4.43) DoT(4) BOR(PD) .‘CU g- —A— 18 mglmz En—G))
n n . C ) ] ] . PO . ] ] ] ] O - -
Flgure 1 CDKQ MeChanlsm Of ACtlon negative; NSCLC, non-small cell lung cancer; QW, once weekly; RECIST, Response Evaluation Criteria in Solid Tumors. — Two DLTs of grade 4 neutropenla were observed durlng dose escalation in the 7(PR) 73M O PD & PFS(5.43) DoT(5.86) BOR(PD) = g
1 5 d 1 8 / 2 W h rt 9(SD) 50/F @ A PFS(1.14+) DoT(2) BOR(ND) PRT2527 dose cohort: 0 =
] an mg/m QW cohorts. 5PD) 80/M O % PFS(3.14) DoT(1) BOR(ND) : 2”‘9;”‘2 "E %
Super enhancer Study Endpoints — No grade 3/4 hepatotoxicity was observed. OIS © PFS(2.71) DoT(2) BOR(PD) =12 g S
| . . _ . . . . ] . . 9(NA) 62/[F @ PD <>PFS(5.29) DoT(6) BOR(PD) B 15 mg/m? = 0.0 I I I I ] | I I
P g » The primary endpoint was to identify DLTs and establish the maximum tolerated dose — 9 serious AEs were reported (Table 2); 1 (pneumonia staphylococcal) was considered o [ # PFS(3.14) DOT(3) BOR(ND) = 18 mg/m: 0 2 4 6 8 16 20 24
Pan VAL oY and RP2D of PRT2527 based on incidence of DLTs, adverse events (AEs), changes in related to study treatment. 5 % Bl o) Dol199) BORND) Deain(r 29 Fumor ype: Time since PRT2527 administration (hours)
G\ | . . "y © ° reas
p. | 799 v laboratory parameters, and changes in dosing. » The most common treatment-related AEs were nausea (43.3%), vomiting (36.7%), 0 EEIEECTES > PFS(5.14) DoT(5) BOR(ND) s C 8000 —
¢’ < (R __ -AT.}" . . . . . . : o o ancreatic A
f " Y » Secondary endpoints include evaluation of the pharmacokinetic profile, safety, and and neutropenia (33.3%). — e erosite g 4000
. efficacy signal of PRT2527 based on overall response rate, disease control rate, duration — Anti-emetic or growth factor prophylaxis was not required per protocol. 5CR) 67F M ¢ PFS(6.14) DoT(6) BOR(SD) DC Sareom ~ S - _
) MYC & MCL1 Target genes CDKO9 of response, and progression-free survival (PFS). — Three patients received growth factor support for neutropenia. ii::; Z‘j; ; F;[; % F’:fg‘fgﬁg ?‘(’;;6;;;:;;“’) Dealh(10.4) L s < S 200 — o
! - _ _ ] ] © . . —O-
HL\J . /‘ . » Exploratory endpoints included the pharmacodynamic assessment of the expression » No deaths related to treatment were observed. 2(PR)_23M ¢ SD Bl  PFS(12.6+) DoT(11.4) BOR(SD) DC e oy e ‘i% 1504 @ - ¢
W RO AR L T . . +) Do + ) L
CWURY NP of CDK9 transcriptional targets (MYC, MCL1) in peripheral blood mononuclear cells e GaiE S Sl SIo > PFS(17.7+) DoT(20+) BOR(SD) DC 4 Symptomatic deterioration S S S M
QAN @ _ ] _ o ] 4(8D) 73IM O A PFS(3.57) DoT(3.57) BOR(ND) Death(3.57) i\j Decline in performance status © 'S
(PBMCs) that may be associated with response to CDK9 inhibition. Phosphorylation of Table 2. Overview of TEAEs 1PR)_ 7M. 77 A PFS(4.43) DoT(3.29) BOR(ND) Death(4.43) % oranmeos S 5o A s o .
TSS RNAP2 (p-RNAP2) was assessed by capillary electrophoresis and monitoring changes in e EOR A PFS(2.14+) DoT(3) BOR(ND) * * ¥
RNAP2 bsolut { g tronhil ¢ : inical lete blood { PRT2527 | PRT2527 | PRT2527 | PRT2527 | PRT2527 8(SD) 69F _® ] © PFS(5.43) DoT(6.14) BOR(PD) 0 . ! ! . !
dDSOIUlE monocyte ana neutropnil counts using cliniCal complete DIood count. 3 mg/m? 6 mg/m? 12 mg/m? | 15 mg/m? | 18 mg/m? Total 5(NA) 65M O SD =5 OPFS(12) DoT(12.1) BOR(SD) DC 3 mg/m? (n=3) 6 mg/m? (n=2) 12 mg/m? (n=3) 15 mg/m? (n=10) 18 mg/m? (n=>5)
mRNA EventS, n (%) (n=3) (n=3) (n=3) (n=15) (n=6) (N=30) 5(PR) 72/M @) SDSD SDSD NE PD <>PFS(22.7) DoT(23) BOR(SD) DC PRT2527 dose
I I I I I I I I I I I I I I I I I
U2 PST  Age/ BL 6 12 18 24 30 36 42 48 54 60 66 2 8 84 In panels A, B, and C, the dotted line represents pre-dose baseline levels. In panel C, individual measurements are shown and the solid line
Any grade 3(100.0) 3(100.0) 3(100.0) 15(100.0) 6(100.0) 30 (100.0) sex Duration of study follow-up (weeks) represents the median value.
Figure reproduced with permission from Zhang Y, et al." mMRNA, messenger ribonucleic acid; P, phosphate; TF, transcription factor; Grade 23 1(33.3) 0 1(33.3) 9 (60.0) 5 (83.3) 16 (53.3) Status indicates the primary reason for treatment discontinuation. The text on the bars after baseline (SD/PD) indicates overall response assessed
TSS, transcription start site. Serious 0) 1(33.3) 0) 4 (26.7) 3 (50.0) 8 (26.7) by the Investigator per the criteria corresponding to the underlying tumor type. The text (numbers) at the end of each row indicates PFS time, DoT,
BOR, and death time. The DoT was defined as the time interval from Day 1 to the date of last |V infusion plus 6 days. DC/CB/R at the end of each
eSUIts Grade 5 (fatal 0 0 0 0 2 (33.3 2 (6.7
rage ( ala ) ( : ) ( : ) line indicates the DC response, CB response, or overall response. BL, baseline; BOR, best overall response; CB, clinical benefit; CR, complete ,
Leading to study dose reduction 0 0 0 1(6.7) 3 (50.0) 4 (13.3) response; DC, disease control; DoT, duration of treatment; F, female; M, male; NA, not applicable; ND, not determined; NE, not evaluable; Co n CI us I O ns
Leading to study dose interruption 0 0 1(33.3) 6 (40.0) 3 (50.0) 10 (33.3) NN, non-CRinon-PD: PR, partial response; PST, prior systemic therapy.
Patients Leading to study dose withdrawal 0 0 0 2(13.3)  3(50.0) 5 (16.7) Pharmacokinetics
: : . . . . . . L Leading to a DLT 0 0 0 1(6.7 1(16.7 2 (6.7 - - it -
ObjeCtlve » Patient baseline characteristics are presented in Table 1 and patient disposition is e i gt e (6.7) (16.7) (6.7) SRT2597 otod dosend ot | - . In adults with advanceq solid tumors, PRT?S?_? demonstrgted favorable tolerability W|th |
presented in Figure 3. r/ia mend_re B S 2(66.7)  2(66.7)  3(100.0) 14(93.3) 5(83.3)  26(86.7) » emonstrated dose-dependent increases in exposure (Figure ), manageable neutropenia and absence of significant gastrointestinal events or hepatotoxicity.
. . . Ny grade ' ' ' ' ' ' » The mean half-life of PRT2527 w h ' 2 - ikt : -
T establich h od ohase 2 ¢ P90 and evaluate the oh — » At the time of data cutoff (August 4, 2023; median treatment duration of Grade 23 0 0 0 4(26.7)  2(333)  6(20.0) © mean hat-ie o > Was 3-8 hours after asingle dose Of_18 mg/m”. | The short half-life of PRT2527 enables acute CDKS inhibition over a defined period.
g Ees a ISd © r.ecomfrlrlmen ef tp asde F)sg ( ff') an e;’:;_?_ 265 27e.p artrlna?o Ir']ti IC 5.4 [range, 1.0-66.0] weeks), 93.3% of patients had discontinued PRT2527. Serious 0 0 0 1(6.7) 0 1(3.3) » Consistent with the short half-life, no accumulation was observed with QW dosing. The observed dose-dependent downregulation of CDK9 transcriptional targets — MYC
Zd\e;;r:secg s%“iT&fn%rrc; lle, safety, and preliminary efficacy o in patients wi » The primary reasons for discontinuation were progressive disease (PD: n=22, 78.6%). Grade 5 (fatal) 0 0 0 0 0 0 Figure 5. Pharmacokinetic Profile and MCL1 mRNA expression in PBMCs isolated from patients treated with PRT2527 —
' AEs (n=5, 17.9%), and withdrawal by patient (n=1, 3.6%). One treatment-related AE led teajfng :0 Stugy jose fetductw: 8 8 1 (303 . 31((26670)) zggg; g ggg; was consistent with the degree of target engagement required for preclinical efficacy.
: : . eading to study dose interruption . . . . 10.000— : . . 5 : : :
to discontinuation in the 15 mg/m? cohort. ’ As predi he preclinical m l, 12 mg/m* QW N
0 discontinuatio the 15 mg/m* cohort Leading to study dose withdrawal 0 0 0 1(6.7) 0 1(3.3) S —8— 3 mg/m* (n=3) t 5P te d ﬁtgf by the preclinical model, g/m* QW dosing and higher showed optimal
Leading to a DLT 0 0 0 1(67) 1(167)  2(6.7) 2 1000 -8 6 mg/m? (n=3) arget innibition.
: : o €= —— —A— 12 mg/m? (n=3 The overall safety profile observed in this study supports further development of PRT2527
Table 1. Patient Baseline Characteristics = *—"\\ ° 2( ) - A - Y SEPP P
K F d _ _ £ 100 ,-\\ —- 15 mg/m? (n=14) in hematologic malignancies (NCT05665530).
ey rindings PRT2527 | PRT2527 | PRT2527 | PRT2527 | PRT2527 Table 3. TEAEs/Treatment-Related AEs in 210% of the Total Population 8 & E— ~v- 18 mg/m? (n=5)
3 mg/m? 6 mgim?> | 12mg/m? | 15 mg/m? | 18 mg/m? Total N2 -
.
Characteristic (n=3) (n=3) (n=3) (n=15) (n=6) WE) . tTIE(?lE3O) Treatrr_lrertlt]r(er\lla_tgcc)i) TEAE E 10—
» |n this updated analysis of a phase 1, open-label, dose-escalation study, the CDK9 A i 4 (59-64 4 (57-7 72 (71-7 23-82 - - T T e
g0 Wil P y P P Jlls y_ . ge, median (range), years 64 (59-64) 64 (57-70) (71-73) 58 (23-82) 71 (37-86) 65 (23-86) Events, n (%) m Grade 3.5 | Any grade mm Any grade e
inhibitor PRT2527 demonstrates acceptable safety and tolerability in patients with Female, n (%) 1(33.3) 3 (100.0) 0 9 (60.0) 1 (16.7) 14 (46.7) 1 , , , , , | References
_ ’ Any TEAE 14 (46.7) 16 (53.3) 30 (100.0) . .
advanced solid tumors. ECOG PS at baseline, n (%) 0 1 2 3 4 5 6 1. Zhang Y, et al. Presented at the AACR-NRI-EORTC Virtual Conference on Molecular Targets and Cancer Therapeutics,
i ) . ) 667 ; ' 067 ; . Any treatment-related TEAE 20 (66.7) 6 (20.0) 26 (86.7) Time from start of infusion (hours) October 7-10, 2021. Virtual. Available at https://preludetx.com/wp-content/uploads/2021/10/PRT2527-EORTC-2021.pdf.
. . . : Nausea 13 (43.3) 1(3.3) 14 (46.7) 12 (40.0) 1(3.3) 13 (43.3) .
SEM, standard error of the mean. 2. Mandal R, et al. Cancers (Basel). 2021:13:2181.
1 2 (66.7) 1 (33.3) 3(100.0) 11 (73.3) 6 (100.0) 23 (76.7) Vomiting 12 (40.0) 0 12 (40.0) 11 (36.7) 0 11 (36.7) ( )
Lines of prior Systemic 5 (4 8) 4 (1 5) - (3 8) 4 (2 9) 5 (1 8) 5 (1 9) Neutropenia 5 (16.7) 5 (16.7) 10 (33.3) 5 (16.7) 5 (16.7) 10 (33.3) Phal’maCOdynamICS Acknowledgments
therapies, median (range) ) ) ) ) ) ) Fatigue 6 (20.0 1(3.3 7 (23.3 5 (16.7 0 5(16.7 . . Fundi for PRT2527 i ics.
. = | (20.0) (5:3) (23.3) (16.7) (16.7) » A dose-dependent downregulation of MYC and MCL1 mRNA expression in PBMCs was unding support for PRT2527 was provided by Prelude Therapeutics
MethOdS Tumor type, n (%) Decreased appetite 4 (13.3) 0 4 (13.3) 2(6.7) 0 2(6.7) observed (Figure 6A-B) We thank the patients and their caregivers for participating in PRT2527-01.
Breast 1(33.3) 1(33.3) 0 3 (20.0) 1(16.7) 6 (20.0) Diarrhea 7 (23.3) 0 7 (23.3) 4 (13.3) 0 4 (13.3) o o f COK o ) We thank the study investigators, coordinators, and healthcare staff at each study site.
NSCLC 0 0 0 2(13.3) 0 2 (6.7) Heada.lche 5(16.7) 0 5 (16.7) 2(6.7) 0 2(6.7) — Maximum In _IbItIOn O 9 transcrlptlona targets —MYC and MCL _ at doses We thank Megan Henry, an employee of Prelude Therapeutics, for contributions to the
Studv Desi Pancreatic 0 0 0 2 (13.3) 0 2 (6.7) Anemia 0 4 (13.3) 4 (13.3) 0 1(3.3) 1(3.3) >12 mg/m? — is consistent with the degree of target engagement required for execution of PRT2527-01.
tu y vesign Prostate 2 (66.7) 0 3 (100.0) 2 (13.3) 4 (66.7) 11 (36.7) D.ehylldratlon 3 (10.0) 0 3 (10.0) 1(3.3) 0 1(3.3) preclinical efficacy. Medical writing and editorial support was provided by Russell Craddock, PhD, of
» This is an open-label, multicenter, phase 1 dose-escalation study of PRT2527 in Sarcoma 0 2 (66.7) 0 6 (40.0) 1(16.7) 9 (30.0) IE_):uzk'ge:ia 42((163'73)) 1 (g ; gggg; ;Egi; 1 (g . 31((130'30)) » A dose-dependent inhibition of p-RNAP2 was observed in PBMCs at 15 and 18 mg/m? Parexel, Uxbridge, UK, and was funded by Prelude Therapeutics.
participants with select advanced solid tumors (NCT05159518; Figure 2). MYC amplification Lympthenia s (6'7) 1 (3'3) 3 10'0) - (6'7) o' 2 (6 '7) doses (Figure 6C).
» Dose escalation employed a Bayesian optimal interval design to evaluate the safety, Yes 1(33.3) 0 0 5 (25.0) 1(16.7) 7 (23.3) Non-cardiac chest pain 3 (10.0) 0 3 (10.0) 1(3.3) 0 1(3.3) — Median decrease of 27.0% (n=10) at 15 mg/m? | | |
tol bilit d incid fd limiti toxiciti DI T . _ Copies obtained through the Quick Response (QR) Code are for personal use only
olerapllity, ana inciaence or dose-limiting toxICities ( S). No 2 (66.7) 3 (100.0) 3 (100.0) 10 (75.0) 5 (83.3) 23 (76.7) Thrombocytopenia 2 (6.7) 1(3.3) 3 (10.0) 1(3.3) 1(3.3) 2 (6.7) — Median decrease of 77.2% (n=5) at 18 mg/m2 and may not be reproduced without permission from the author.




