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Item 7.01 Regulation FD Disclosure.

On June 5, 2023, Zentalis Pharmaceuticals, Inc. (the “Company”) presented a poster titled “A Phase 1/2 Dose Escalation Study of the BCL-2 Inhibitor ZN-d5 and the WEE1 Inhibitor Azenosertib (ZN-c3) in Patients (Pts) With Acute
Myeloid Leukemia (AML)” (the “ZN-d5 Poster”) at the 2023 American Society of Clinical Oncology Annual Meeting (“ASCO”). A copy of the ZN-d5 Poster is furnished as Exhibit 99.1 to this Current Report on Form 8-K (this
“Current Report”) and incorporated herein by reference.

The information contained in Item 7.01 of this Current Report (including Exhibit 99.1 attached hereto) shall not be deemed “filed” for purposes of Section 18 of the Securities Exchange Act of 1934, as amended (the “Exchange Act”),
or otherwise subject to the liabilities of that section, nor shall it be deemed incorporated by reference in any filing under the Securities Act of 1933, as amended, or the Exchange Act, whether made before or after the date hereof, except
as expressly provided by specific reference in such a filing.

Item 8.01 Other Events.

On June 5, 2023, the Company presented at ASCO a poster titled “Correlation of Cyclin E1 Expression and Clinical Outcomes in a Phase 1b Dose-Escalation Study of Azenosertib (ZN-c3), a WEEL1 inhibitor, in Combination with

Chemotherapy (CT) in Patients (pts) with Platinum-Resistant or Refractory (R/R) Epithelial Ovarian, Peritoneal, or Fallopian Tube Cancer (EOC)” (the “Azenosertib Poster”). A copy of the Azenosertib Poster is filed as Exhibit 99.2 to
this Current Report and incorporated herein by reference.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits
The following Exhibit 99.1 relating to Item 7.01 shall be deemed to be furnished, and not filed:
Exhibit No. Description
99.1 ZN-d5 Poster Presentation at the ASCO Annual Meeting on June 5, 2023

o
©
o

Azenosertib Poster Presentation at the ASCO Annual Meeting on June 5, 2023
104 Cover Page Interactive Data File (embedded within the inline XBRL document)
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Date: June 5, 2023 By: /s/ Melissa Epperly
Melissa Epperly
Chief Financial Officer



Poster# TPS7077

A Phase 1/2 Dose Escalation Study of the BCL-2 Inhibitor ZN-d5
and the WEE1 Inhibitor Azenosertib (ZN-c3) in Patients (Pts)

With Acute Myeloid Leukemia (AML)

Catherine Smith', Pankit Vachhani®, Guillermo Garcla Manero’, Nicole Grieselhuber?, Guru Subramanian Guru Murthy®, Astha Bhatia®, Jatinder Aro

BACKGROUND

B-cell lympharma 2 (BCL-2) i an anti-apoptotic protein and pathway inhibition combired with chemotherapy and/or tangeted therapeutics
has led to significant clinica! benefit in pts with AML

Disruption of cell cycle regutation may comple:
regulate cell cycle pregression®

ent BCL-2 inhibition as many mafignant cells are dependent on prateins that

The cefl cytle checkpoint protein, WEEL, is highly expressed in genomically unstable malignancies and inhibition of WEEL induces
tumor cell apoptoss'

It has been previously reported that the combination of ZN-d5 lan oral, selective BOL-2 inhibitor) and azenosertil (an arad, highly potent
WEEL inhibitor} synergistically enhance killing of AML cells both in vitro and in wiva, a5 well as in TP52-mutated models®

Based on this strong pre-cinical rationale, a Pha:
pte with relapead jrafractony (RFR) AML

12 stiecly was designed 1o evaluate the novel combination of ZN-dS and azenosertib in

METHODS

Azenosertib (ZN-c3); A Novel, Selective, and Orally Bioavailable WEE1 Inhibitor

WEEL is a protein kinase that Inhibits the activity of both COK1 and CDK2 kinases and s Involved in the regulation of G115, G2/M.
and M phase cell cyche checkpoints® [Figure 14]

— WEEL plays an important role during normal cell cycle progression but als in response to DNA damage and interacts with
DNA damage response pathways'

WEE1 inhibition causes cancer cells to proceed into mitosis without being able to repair damaged DONA, resulting in premature
mitotic entry and apoptosis* (Figure 18}

WEEL Inhibition also increasas replication stress by inducing aberrant firing of replication origins and depletion of nucleonda pools’

Figure 1: WEE1 Inhibition by Azenosertib Forces Cancer Cells to Proceed Into Mitosis,
Resulting in Apoptosis Figure 18: WEEL Inhibition by Azenosertib

Figure 1A: WEE1 Activity in Cell Cycle Progression Resulting in Cancer Cell Death

ZN-d5: A Potent BCL-2 Inhibitor Designed With Improved Selectivity for BCL-2

The intrinsic apoptotic pathway is contralled by the BCL-2 protein family on the mitochondrial outer membrane®’

BCL-2 inhibitars may restore the normal 3poptosis process, making It an IMportant target for cancer treatments (Figure 2)

BH3 mimatics bind to BCL-2 proteins and displace pro-apoptotic factors to trigger apogtosis

IN-d5 s highty selective for BCL-2 over BELL, resulting in reduced platelet taxicity in vitro

Figure 2: BCL-2 Inhibition and Apoptosis

il ™
Mechanism of Action of
Inhibitors?

BCL-2 is an anti-apoptotic pratein
invalved in tumaor survival and chemo
resistance’

The intrinsic apoptotic pathway

is controlled by the BCL-2 protein
family on the mitachondrial outer
membrane®*

BCL-2 inhibitors may restore the
normal apoptosis process, making
it an important target for "
cancer Lreatments Cytochiome e
APOPLOsiS

Presented at the ASCO Annual Meeting, Chicago, IL June 2-6

Hooman lzadi’, Anthony Fiorino’, Raajit Rampal®

Study Design

This phase 1/2 open-tabel study (ZN-d5-004C, NCTOS682170 is determining the maximum tolerated dose (M10), recommended
phase 2 dose (RP2D), pharmiacokinetics (PK), and chnical activity of Z0-d5 + azenosertib in pts with AML (Figure 3)

The phase 1 dose-escalation stage is based on a Bayesian Optimal Interval design

Fhase 2is an openiabel expansion to be conducted if supparted by safety and efficacy data from the dose-escalation stage

Prior ta initiating dose-escalation for the ZN-d5 + asenoserti
has not baen previcusly admini o pits with i

\ 3N azenosartt cohart is being enrolled, as it

Figure 3: ZN-d5-004C ~ Inhibition of BCL-2 and WEE1 in R/R AML:

A Phase 1/2 Dose Escalation Study of the BCL-2 Inhibitor ZN-d5 and the WEEL Inhibitor
Arenosertib (ZN-3) in Subjects with Relapsed or Refractory Acute Myeloid Leuke
Phase 1: Dose Escalation
Ateneserth | 10 400 e D or alvermatlve dosing schedide]
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0 dosign; H=AD
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Aaenasertih [up ta 800 mg OO on 2 50 an, 20 off schedule)
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Study Endpoints
Objectives Endpoints
Aot The Sy wolarsniiy OF 105 NG SSO0GRMTE 10 cctence, iy, sed rladness of AEs
Primar i - 5
i Determine the MTD and RP2D for 845 and enosertbin T
‘Assess the clinical actiity of £0-ds and azenosernib in Hate of and curation of remission {ELY 2017 crivena), refapse
miaination and sengsertl mancEherapy Tata, lieg o elapse
Secondary 2 i
i e T e " Plasma P& parameters for 24-45 and azenasert
Patient Population
Key Inclusion Criteria Key Exclusion Criteria
o Adults = 18 years of age = Frohibited treatments or grocedures from the specified time frame
» Histologically or cytologically contirmed AML, a defined by Waorld priar to the initiation of treatmant until EOT:
Health Organization (WHO) 2016 revised citenia’, ¥ Systemic ant-neoplastic agents within 5 half-lives

and therapy-related AL
Subjects must be refapsed from or refractary b 1 prior ines af thempy
which can inclusde venetocax based regimens, indugrian
stem cell transplant, ar sabvage therapy
Adeguate oigan furetion
~ AL and AST 53 x ULN (45 x ULN if beukermic dissase i the fiver)
~ Aaline phosphatase <5 % ULN
Total bifrubin 1.5 LY [<3 UL if Gibert syrdroma or if
teukemic disaase in the liver)
~ eGFR [CKD-EPY) 260 milfmin and adjusted for body surface area
Use of an atceptable form of contraceptian

— Hematopaietic stem col transplant within 60 days

® M o GVHD 2 Grade 2 or that has required treatimert with
[ ive agents within 28 days
Radiation therapy within 14 days
Fresence of a dinically sigrdicant nan-hamatoiagic toxicity reated to
priar AML therapy (ather than alopecia, neuragathy, or skin
ion that has bascline ar resohed to Grade 52
Active CNS imvolvernent
Diagnosis of acute PML
®  Perigheral WEBC eount of >25  10° /L {eytoreduction permitted during
screening)
significant cardiovascular disease

Study Sites
» This study s open and enrolling at 7 sites in the Untted States [Figure 41
Figure 4: Currently Enrolling Study Site
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