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Forward Looking Statements and Disclaimer

Zentalis Pharmaceuticals, Inc. (“we,” “us,” “our,” “Zentalis” or the “Company”) cautions that this presentation (including oral commentary that accompanies this presentation) contains forward-looking 
statements within the meaning of the U.S. Private Securities Litigation Reform Act of 1995. All statements contained in this presentation that do not relate to matters of historical fact should be considered 
forward-looking statements, including without limitation statements regarding the potential applicability of azenosertib to a broad array of tumor types, including in combination with molecularly targeted 
agents; our development approach for our product candidates; our clinical studies for azenosertib, including anticipated timing of results; the potential that we are generating registrational data; the 
potential of azenosertib to address unmet in platinum resistant ovarian cancer; our plans to hold a corporate event and provide updates on clinical data, design of registration-intent study, corporate 
strategy, and cash runway, and the timing and content thereof; our strategy for azenosertib development and the potential benefits thereof; the potential for CCNE1 amplification and Cyclin E1 IHC as 
potential patient enrichment strategies; the target profiles and potential benefits of our product candidates and their mechanisms of action, including as a monotherapy and/or in combination; the market 
opportunities for and market potential of our product candidates, including the number of potential patients per year; as well as statements that include the words such as “design,” “intent,” “opportunity,” 
“strategy,” “upcoming” and similar statements of a future or forward-looking nature. 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 following: our limited operating history, which may make it difficult to evaluate our current business and predict our future success and viability; we 
have and expect to continue to incur significant losses; our need for additional funding, which may not be available; our plans, including the costs thereof, of development of any diagnostic tools; the 
outcome of preclinical testing and early trials may not be predictive of the success of later clinical trials; failure to identify additional product candidates and develop or commercialize marketable products; 
potential unforeseen events during clinical trials could cause delays or other adverse consequences; risks relating to the regulatory approval process or ongoing regulatory obligations; failure to obtain U.S. 
or international marketing approval; our product candidates may cause serious adverse side effects; inability to maintain our collaborations, or the failure of these collaborations; our reliance on third 
parties; effects of significant competition; the possibility of system failures or security breaches; risks relating to intellectual property; our ability to attract, retain and motivate qualified personnel, and 
risks relating to management transitions; and significant costs as a result of operating as a public company. Other risks and uncertainties include those identified under the caption “Risk Factors” in our 
most recently filed periodic reports on Forms 10-K and 10-Q and subsequent filings with the U.S. Securities and Exchange Commission in the future could cause actual results to differ materially from those 
indicated by the forward-looking statements made in this presentation. Any such forward-looking statements represent management’s estimates as of the date of this presentation. New risks and 
uncertainties may emerge from time to time, and it is not possible to predict all risks and uncertainties. While we may elect to update these forward-looking statements at some point in the future, we 
assume no obligation to update or revise any forward-looking statements except to the extent required by applicable law. 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. Accordingly, readers are cautioned not to place undue reliance on these forward-looking statements. 
No representations or warranties (expressed or implied) are made about the accuracy of any such forward-looking statements.

This presentation also contains estimates and other statistical data made by independent parties and by us relating to market size and other data about our industry.  These data involve a number of 
assumptions and limitations, and you are cautioned not to give undue weight to such data and estimates. In addition, projections, assumptions and estimates of our future performance and the future 
performance of the markets in which we operate are necessarily subject to a high degree of uncertainty and risk.  Neither we nor our affiliates, advisors or representatives makes any representation as to 
the accuracy or completeness of that data or undertake to update such data after the date of this presentation.

ZENTALIS® and its associated logos are trademarks of Zentalis and/or its affiliates. All other trademarks, trade names and service marks appearing in this presentation are the property of their respective 
owners. All website addresses given in this presentation are for information only and are not intended to be an active link or to incorporate any website information into this document.

Zentalis’ product candidates are investigational drugs and have not yet been approved by the U.S. Food and Drug Administration or any other regulatory authority.
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Building Azenosertib Franchise in Gynecologic Cancers and Beyond

INDICATION
TRIAL NAME + DEVELOPMENT 

APPROACH
Phase 1 Phase 1b Phase 2 Phase 3

Azenosertib
WEE1 Inhibitor
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Platinum Resistant
Ovarian Cancer

DENALI (ZN-c3-005)
Monotherapy

PARPi Resistant
Ovarian Cancer

MAMMOTH (ZN-c3-006)
Azenosertib monotherapy, or with 
niraparib

Uterine Serous 
Carcinoma

TETON (ZN-c3-004)
Monotherapy, FDA Fast Track 
Designation

Platinum Resistant
Ovarian Cancer

ZN-c3-002
Azenosertib + multiple chemo 
backbones

Solid Tumors
ZN-c3-001
Monotherapy
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BRAF Mutant 
Colorectal Cancer

ZN-c3-016
Azenosertib + encorafenib and 
cetuximab

Osteosarcoma
ZN-c3-003
Azenosertib + gemcitabine
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Normal Cell Cycle Regulation
• In cancer cells, oncogene induced replication stress (e.g. Cyclin E1 

activation or a driver mutation) leads to high levels of DNA damage 
and genomic instability

• Cancers with high levels of replication stress are sensitized to WEE1 
inhibition via azenosertib

• Inhibition of WEE1 activates CDKs and increases DNA damage to 
intolerable levels, resulting in mitotic catastrophe and cell death

• CDKs and their cyclin binding partners promote progression through 
the cell cycle

• Following DNA damage, WEE1 kinase phosphorylates and inactivates 
Cyclin/CDK complexes at both G1-S and G2-M checkpoints to halt 
the cell cycle and allow for repair 

• Upon DNA repair, cells progress through the cell cycle and proliferate

Cancer Cell and Azenosertib

Azenosertib Mechanism of Action – Inhibitor of WEE1, Master Cell Cycle Regulator
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Platinum Resistant Ovarian Cancer: High Unmet Need Provides Opportunity for 
Azenosertib Monotherapy

1 Figures represent Company estimates of U.S. and EU5 patients with conditions covered by the Company’s targeted indications; Source: IQVIA, DRG Clarivate;  
2 Matulonis U. JCO 2023 41:13:2436-2445; Abbreviations: BRCAm, BRCA mutant; HRD, homologous-recombination repair deficient; HRP, homologous-recombination repair 
proficient; PFI, platinum-free interval

Platinum 
Resistant

Single Agent 
Chemotherapy

or Mirvetuximab 
(~35% pts)2

~43,000 

Treatable

Patients1

US/EU5

Unmet 
Need

Untreated Stage III/IV 
Ovarian Cancer

Carboplatin 

+ Paclitaxel

First Line 
Maintenance

PARP Inhibitor or

Bevacizumab + 

Olaparib

Bevacizumab

BRCAm/HRD

HRP PFI<6m

Second Line
Therapy

First Line 
Therapy

Combination 

Chemotherapy

Platinum Doublet
   PFI>6m PFI<6m
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Subjects who received at least one dose of azenosertib with intermittent dosing schedule, have baseline measurable disease by RECIST 1.1, and at least one post-baseline scan.
Abbreviations: +, patients remain on therapy at the time of data cut-off; cPR, confirmed partial response; SD, stable disease; PD, progressive disease; ORR, objective response 
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U = Uterine Serous Carcinoma

ORR = 36.8%
OC: 30.8% (4/13)
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Nov. 2023 Data Disclosure: 
Objective Response Rate in Ovarian/USC Populations
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Summary of Azenosertib Monotherapy Clinical Studies

• Phase 1 dose-escalation monotherapy study in solid 
tumors

• First site initiated: 24 October 2019

• Study sites: 19 (US only)

• Patients dosed: 274 

• Status: Fully enrolled

• Results: January 2025

Study ZN-c3-001

• Phase 2 monotherapy study in USC

• First site initiated: 8 July 2021

• Study sites: 54 (global)

• Patients dosed: 43 at continuous; 33 at intermittent

• Status: Recruiting

• Results: 1H26

Study ZN-c3-004: TETON

• Phase 2 monotherapy study in PROC

• First site initiated: 5 December 2022

• Study sites: 58 (global)

• Patients dosed: 102 

• Status: Fully enrolled; cohort 2 initiation paused

• Results: January 2025

Study ZN-c3-005: DENALI, Part 1b

• Phase 1/2 monotherapy and niraparib combination 
study in PROC

• First site initiated: 8 December 2021

• Study sites: 22 (global)

• Patients dosed: 117 across all three cohorts 

• Status: Fully enrolled

• Results: January 2025

Study ZN-c3-006: MAMMOTH

PROC, platinum-resistant ovarian cancer; USC, uterine serous carcinoma. Enrollment data is as of 17 June 2024
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Recent Corporate Updates and Upcoming Disclosure

• Lifted partial clinical hold on azenosertib in Sep 2024

• Management and Board leadership changes in Nov 2024 to drive azeno to next stage of development

• Investor/Corporate and data update event in late January to discuss:

• Ongoing review of existing data and clinical strategy

• Monotherapy Data:

• Topline results from 102 patients enrolled in Part 1b of the Phase 2 DENALI study of azenosertib monotherapy in 

platinum resistant high-grade serous ovarian cancer

• Final results from patients treated at therapeutic doses in the Phase 1b ZN-c3-001 azenosertib monotherapy trial 

in solid tumors, including 69 PROC patients

• Topline data from 61 patients in the monotherapy arm of the Phase 1/2 MAMMOTH trial of azenosertib as a 

monotherapy and in combination with PARP inhibitor (niraparib) in PARP-resistant PROC in partnership with GSK

• Combination Data:

• Initial data from Phase 1 ZN-c3-016 azenosertib + BEACON regimen (encorafenib + cetuximab) trial in BRAF 

mutant metastatic colorectal cancer in partnership with Pfizer

• Design of registration-intent study

• Corporate strategy and capital allocation
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