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Legal disclaimer

This presentation and the accompanying oral commentary include “forward-looking statements” or information within the meaning of the applicable securities legislation, including Section 27A of the Securities Act of 1933, as
amended, and Section 21E of the Securities Exchange Act of 1934, as amended.

Forward-looking statements in this presentation and the accompanying oral commentary include, but are not limited to, statements that relate to Zymeworks’ expectations regarding implementation of its strategic priorities;
anticipated regulatory submissions and the timing thereof; the anticipated benefits of its collaboration agreements with Jazz, BeiGene and other existing or future partners, including Zymeworks’ ability to receive any future
milestone payments, royalties and other revenue thereunder and the anticipated timing thereof; anticipated actions by partners and the timing thereof; the potential addressable market of Zymeworks’ product candidates; the
expected contribution of personnel to Zymeworks’ strategic goals and long-term shareholder value; the timing of and results of interactions with regulators; Zymeworks’ plans for preclinical and clinical development of its product
candidates and enrollment in its trials, including any cessation or suspension thereof; the timing and status of ongoing and future studies and the related data; extrapolations or comparisons of results derived from independent
studies which are subject to misinterpretation, assumptions or caveats of each study; anticipated preclinical and clinical data presentations; preclinical and clinical development progress and expectations regarding future
regulatory submissions, filings and approvals and the timing thereof; the timing of and results of interactions with regulators; potential safety profile, therapeutic effects and commercial potential of Zymeworks’ product candidates;
plans and expectations relating to anticipated and potential future royalty streams and existing and potential new partnerships and acquisitions; potential strategic initiatives; expected financial performance and future financial
position; the commercial potential of technology platforms and product candidates; anticipated sufficiency of existing cash resources, when combined with anticipated regulatory milestone payments of $440.0 million related to the
potential approvals of Ziihera in GEA in the U.S., Europe, Japan, and China, to fund Zymeworks’ planned operations beyond 2028; possible repurchases of the company’s common stock; Zymeworks’ ability to execute new
collaborations and partnerships and other information that is not historical information. When used herein, words such as “plan”, “believe”, “expect”, “may”, “continue”, “anticipate”, “potential”, “will”, “on track”, “progress”, and similar
expressions, or any discussion of strategy, are intended to identify forward-looking statements. In addition, any statements or information that refer to expectations, beliefs, plans, projections, objectives, performance or other
characterizations of future events or circumstances, including any underlying assumptions, are forward-looking. All forward-looking statements are based upon Zymeworks’ current expectations and various assumptions, including,
without limitation, Zymeworks’ examination of historical operating trends. Zymeworks believes there is a reasonable basis for its expectations and beliefs, but they are inherently uncertain. Zymeworks may not realize its
expectations, and its beliefs may not prove correct. Actual results could differ materially from those described or implied by such forward-looking statements as a result of various factors, including, without limitation: any of
Zymeworks’ or its partners’ product candidates may fail in development, may not receive required regulatory approvals, or may be delayed to a point where they are not commercially viable; Zymeworks may not be able to
successfully execute the share repurchase program; the anticipated benefits of the share repurchase program may not be realized; Zymeworks may not achieve milestones or receive additional payments or royalties under its
collaborations; regulatory agencies may impose additional requirements or delay the initiation of clinical trials; the impact of new or changing laws and regulations; market conditions, including the impact of tariffs; potential negative
impacts of FDA regulatory delays and uncertainty around recent policy developments, changes in the leadership of federal agencies such as the FDA, staff layoffs, budget cuts to agency programs and research, and changes in
drug pricing controls; the impact of pandemics and other health crises on Zymeworks’ business, research and clinical development plans and timelines and results of operations, including impact on its clinical trial sites,
collaborators, and contractors who act for or on Zymeworks’ behalf; zanidatamab may not be successfully commercialized; Zymeworks’ business strategy related to anticipated and potential future milestones and royalty streams
and existing and potential new partnerships may not be successfully implemented; Zymeworks’ evolution of its business strategy may not deliver meaningful shareholder returns; Zymeworks may be unsuccessful in actively
managing and/or aggregating revenue-generating assets alongside its active R&D operations; ongoing and future clinical trials may not demonstrate safety and efficacy of any of Zymeworks’ or its collaborators’ product
candidates; data providing early validation of Zymeworks’ antibody drug conjugate platform and next generation pipeline programs may not be replicated in future studies; Zymeworks’ assumptions and estimates regarding its
financial condition, future financial performance and estimated cash runway may be incorrect; inability to maintain or enter into new partnerships or strategic collaborations; the inability of Zymeworks to identify and consummate a
strategic acquisition; and the factors described under “Risk Factors” in Zymeworks’ quarterly and annual reports filed with the Securities and Exchange Commission (copies of which may be obtained at www.sec.gov and
www.sedarplus.ca). Although Zymeworks believes that such forward-looking statements are reasonable, there can be no assurance they will prove to be correct. Investors should not place undue reliance on forward-looking
statements. The above assumptions, risks and uncertainties are not exhaustive. Forward-looking statements are made as of the date hereof and, except as may be required by law, Zymeworks undertakes no obligation to update,
republish, or revise any forward-looking statements to reflect new information, future events or circumstances, or to reflect the occurrences of unanticipated events.
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Agenda

a Business Updates and CEO Remarks
e Cash Position and Financial Guidance

e Research and Development Updates
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Chair & Chief Executive Officer
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Chief Financial Officer

Sabeen Mekan
SVP & Chief Medical Officer

Paul Moore
Chief Scientific Officer

Scott Platshon
EVP & Chief Business Officer

Adam Schayowitz
EVP & Head of Research and
Development
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Approaching a key regulatory inflection point for
zanidatamab strengthens long-term strategy

U.S. PDUFA Date Significant Milestones & Grow Differentiated
Established & NMPA Long-Term Royalties Assets with Meaningful
Submission Complete Potential

Pending regulatory approval in
the U.S., Zymeworks is
entitled to receive a $250M
milestone payment, and
potential high-quality, durable
royalty revenue streams.

Jazz granted Priority Review;
with a U.S. PDUFA date of
August 25, 2026 for
zanidatamab in HER2+ GEA.

Phase 1 data from ZW191
continues to support best-in-
class potential.

Pan-RAS ADC’s presented at
Center for Drug Evaluation of AACR showcase breadth of
the China National Medical : : capabilities within our R&D
Products Administration ::]egﬂ::g rzegrils\’;)or?/kiesproval n engine.

accepted BeOne’s sBLA for » &Y

zanidatamab in HER2+ GEA. en.t'tled to receive a $15.0M
milestone payment, and

potential high-quality, durable
royalty revenue streams.

Team Strengthened
This Quarter

Added experienced
executives in strategic capital
allocation, investment
execution, and deal-making:
enhancing our ability to
identify and maximize value
for strategic transactions.

Utilized approximately $95.8 million* of the approved repurchase program, with approximately 73 million* common shares outstanding

(unaudited).

*As of May 7, 2026
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Update
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Q12026 Revenues, Operating Expenses and Cash Resources - million $

Revenue
(USD)

$0.9M

"\ —

Q126

S16M

M Royalty

M Research support fee & drug

supply

H Milestones, option fee and

other

Q1'25

Operating Expenses
(USD)

Q12026

H R&D

B G&A

Q12025

Cash, Cash equivalents and
Marketable Securities
(USD)

$403.8 M

$270.6 M

Mar'2026 Dec'2025

Revenue decreased in 2026 compared to the prior-year
period, primarily due to the absence of non-recurring
clinical milestone payments recognized in 2025.

Revenue in 2026 reflects ongoing collaboration activity
and increased royalty revenue, which is expected to
grow over time as commercial sales increase.

Change in R&D expense reflects a shift in program mix,
with lower spending on certain programs partially offset
by continued investment in active clinical programs and
earlier-stage pipeline activities.

The decrease in G&A expense was primarily driven by
lower professional fees, consulting, and information

technology-related costs, partially offset by payments
associated with leadership transitions.

Increase in cash resources was primarily due to
proceeds from the royalty monetization transaction
and stock option exercises, partially offset by cash
used in operations and stock repurchases.
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Zymeworks novel RASi payloads designed for ADCs

More than 170 novel RASI

payload prepared and screened
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MTD 2120 mg/kg
(highest dose tested)

No body weight loss
No Gl-related toxicity

No skin toxicity

Bystander activity NHP tolerability (Q3Wx2)

G. Garnet, D. Urosev, A. Wu, V. Fung, L. Yang, S. Lawn, R. Colombo, J. Rich, S. Barnscher, et al. AACR 2026 abstracts 1642, 1686, 4431, and 5640

»

RASi ADC

preclinical
programs

ZWN427

Ly6E RASi ADC
DAR 8 | Fc Silent
CRC, PDAC, NSCLC

ZW418

PTK7 RASi ADC
DAR 8 | biparatopic
NSCLC

ZW439

CLDN18.2 RASi ADC
DAR 8 | Fc Silent
PDAC
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RASIi ADCs provide differentiated distribution, uptake, and
RAS inhibition over daraxonrasib
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ADC or RMC-6236
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G. Garnet, D. Urosev, A. Wu, V. Fung, L. Yang, S. Lawn, R. Colombo, J. Rich, S. Barnscher, et al. AACR 2026 abstracts 1642, 1686, 4431, and 5640
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Target-driven tumor selective RAS inhibition

Three novel ADCs to
tackle RAS mutated
tumors

Novel bystander active pan-
RASI payload

* DAR 8 to maximize & sustain
RAS inhibition

Antibodies selected for optimal
payload delivery

* Robust antitumor activity in
xenograft models

ZW439
CLDN?18.2 pan-RASi ADC
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¥

24

FT
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» Leveraging validated
CLDN18.2+ target in PDAC

\ %
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88% (60K)

‘ PDAC
KRAS mutant?

*American Cancer Society, 2026, #Singhal et al. Nat. Med. 2024
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ZW427
Ly6E pan-RASi ADC
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Clinical
Update

SVP & Chief Medical Officer
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Duration of treatment and overall response of ZW191

Ovarian and endometrial cancer (n=406)

FRa expression PS2+ score: 0%-24% I 25%-74% [l 75%-100% [__|Not evaluated
OC and EC 6.4-9.6 mg/kg el EEeEE CEE
; levels
I | [ -
& & Y Y 1 & A
T | ———— mTTR, mo (range) 1.4(1.2-4.2) 1.4(1.2-4.2)
I | T N u A N -
I 1T
- mDOR, mo (95% CI) NR (4.2, NR) NR (4.2, NR)
— - i i
e ——— e
— ﬁ'—*‘ ‘ mPFS, mo (95% Cl) 7.6 (4.2, NR) 7.6 (5.5, NR)
| —— T
3 _— —-n-*
T
L e é&-ﬂr 1.6 mg/kg
O T - - - | Bl 3.2 mgkg
C mmm | ———— | ' . = Total across all dose
I I 6.4 mg/kg
S S (S - |
R | —— 1 I 8.0 mg/kg cORRY, % (95% Cl) 61% (38.5, 80.3) 56% (37.9, 72.8)
— i Il 9.6 mg/kg
I ! B 11.2 mg/kg DCR, % (95% Cl) 100% (85.2, 100.0) 94% (80.3, 99.3)
I
| E—— . : A PR
| — . I B CR
D | —— [ .
| — [ =+ Treatment ongoing
— ! Total across all dose
—— 4 =
! 6.4-9.6 mg/kg (n=7) levels (n=10)
: . . — . -~ cORR, % (95% Cl) 57% (18.4, 90.1) 40% (12.2, 73.8)
= —ﬁb*
= . a N . DCR, % (95% Cl) 86% (42.1, 99.6) 80% (44.4, 97.5)
c A A ] P - I
-~ I — I
8 Iy [ — | FRa expression was assessed by immunohistochemistry using archival or newly collected formalin-
I fixed, paraffin-embedded biopsies with the VENTANA® FOLR1 (FOLR1-2.1) assay. The PS2+ score was
| — : defined as the percentage of tumor cells with 2+ and 3+ staining intensity and categorized as
| low/negative 0%-24%, intermediate 25%-74%, and high 75%-100%.
- ] - ; y - - - o ; y y y y ) Cl: confidence interval; CR: complete response; EC: endometrial cancer; FRa: folate receptor alpha;
0 1 2 3 4 6 ! 8 9 10 1 12 13 14 mDOR: median duration of response; mo: months; mPFS: median progressioan—free survival; mTTR:
. . Months median time to response; NR: not reached; OC: ovarian cancer; PR: partial response.
Dose de-escalation from 8.0 mgikg to 4.0 mg/kg. N
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TEAESs of any grade occurring in 220% of participants

ZW191 6.4 mg/kg (n=12) ZW191 9.6 mg/kg (n=12)
Nausea M Any grade
M Grade 3
Fatigue B Grade 4

Neutropenia
Anemia
Vomiting

Constipation

Hypomagnesemia
Pyrexia
Thrombocytopenia
Decreased appetite
Diarrhea

100 30 60 40 20 0 20 40 60 80 100

Participants, %
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ZW251 Phase 1 Trial: addition of Germ Cell and Sq NSCLC tumors

GPCs expression is highly tumor specific with Normal adjacent lung tissue had no expression of GPC3
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Germ Cell Hepatoblastoma Hcet Rhabdoid Squamous Adenocarcinoma
(pediatric)* (pediatric)* (pediatric) * NscLc# NSCLC @

GPC3 Adjacent normal
negative Lung

IHC expression from *Ortiz 2019; tAverage of 11 studies; 1Baumhoer 2008, Ning 2021, Li 2016; aAviel-Ronen 2008. Multiple assays used, GPC3 IHC positive is 21% tumor proportion score (TPS).
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Meaningful catalyst events anticipated
throughout 2026

Presented potentially practice changing and Jazz and BeOne completed sBLA filings, in the U.S. @ Execution of strategic initiative to
clinically meaningful mPFS and mOS in Phase 3 and China respectively, for zanidatamab for the compound existing royalties through
clinical trial of zanidatamab in 1L HER2+ GEA with treatment of 1L HER2+ GEA. The FDA has provided a strategic transactions including partnerships
our partners Jazz and BeOne at ASCO Gl PDUFA target action date of August 25, 2026 in the and acquisitions

us.

Zanidatamab Phase 3 data in 1L HER2+ GEA . . .
@ Potential to continue opportunistically

submitted for inclusion in the National @ Anadditional planned OS interim analysis for ti h h
Comprehensive Cancer Network Guidelines by zanidatamab plus chemotherapy from the HERIZON- exgcu ing or,' share repurchase program
. . which authorized repurchases up to an
our partner Jazz GEA-O1 trial is currently expected in mid-2026 o
aggregate of $125.0 million in common stock
Ongoing royalty revenue for Ziihera® from Jazz @ Zymeworks has the potential to receive substantial
and BeOne near-term milestone payments related to
future anticipated regulatory approvals in GEA
Additional data from Part 1 of the Phase 1 trial of including $250.0 million in the U.S. o
ZW191 presented at the AACR Annual Meeting @ Expected non-U.S. regulatory submission
@ Anticipate IND submission for ZW209 for ZW1528 (IL4R x IL-33) in 2026

(DLL3) in 2026

Cash? runway forecast beyond 2028 when combined with receipt of certain anticipated regulatory milestone payments?
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Appendix A - GAAP to Non-GAAP Reconciliation

In thousand $ Three Months Ended
March 31,
2026 2025

Research and development expense 34,457 35,738
Stock-based compensation expense (3,886) (3,264)
Adjusted research and development expense (Non-GAAP basis) 30,571 32,474
General and administrative expense 15,069 16,985
Stock-based compensation expense (3,049) (3,138)
Adjusted general and administrative expense (Non-GAAP basis) 12,020 13,847
Total operating expense 49,526 57,723
Stock-based compensation expense (6,935) (6,402)
Adjusted gross operating expense (Non-GAAP basis) 42,591 46,321
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Appendix A - GAAP to Non-GAAP Reconciliation (continued)

In thousand $ Year Ended
December 31,
2025 2024

Research and development expense 137,000 134,621
Stock-based compensation expense (13,264) (8,682)
Adjusted research and development expense (Non-GAAP basis) 123,736 125,939
General and administrative expense 61,514 61,506
Stock-based compensation expense (14,770) (9,110)
Adjusted general and administrative expense (Non-GAAP basis) 46,744 52,396
Impairment on IPR&D - 17,287
Total operating expense 198,514 213,414
Stock-based compensation expense (28,034) (17,792)
Adjusted gross operating expense (Non-GAAP basis) 170,480 195,622
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