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Legal Disclaimer
® 0

This presentation and any accompanying oral presentation contain forward-looking statements within the meaning of the Private Securities Litigation Reform Act. All
statements other than statements of historical facts contained in this presentation are forward-looking statements, including statements regarding: the timing and
results of ICOTYDE clinical trials; our potential receipt of milestone and royalty payments from JNJ and Takeda; the commercial potential of ICOTYDE, rusfertide and
other product candidates; our plans for future capital allocation; timing and results related to our pre-clinical and clinical product candidates (including PN-881, PN-
477, PN-458 and PN-8047, among others); our current expectation related to opting out of the rusfertide profit and loss sharing arrangement in the United States; the
impact on our business or product candidates of actions of the U.S. Food and Drug Administration (“FDA”) and foreign regulatory agencies, including expectations
regarding timing of FDA approval of the NDA for rusfertide; and the scope of protection we are able to establish and maintain for intellectual property rights covering
our product candidates. In some cases, you can identify forward-looking statements by terminology such as “anticipate,” “believe,” “continue,” “could,” “estimate,”

‘expect,” “intend,” “may,” “plan,” “potentially,” “predict,” “should,” “will,” or the negative of these terms or other similar expressions.

” o ” oG Mo K,

Forward-looking statements are subject to risks and uncertainties, including those discussed in our filings with the Securities and Exchange Commission, including in
the “Risk Factors” and “Management’s Discussion and Analysis of Financial Condition and Results of Operations” sections of our most recently filed periodic reports
on Form 10-K and Form 10-Q and subsequent filings and in the documents incorporated by reference therein. Because forward-looking statements are inherently
subject to risks and uncertainties, some of which cannot be predicted or quantified and some of which are beyond our control, you should not rely on these forward-
looking statements as predictions of future events. The events and circumstances reflected in our forward-looking statements may not be achieved or occur and
actual results could differ materially from those projected in the forward-looking statements. The information included in these materials is provided as of the date
specified on the cover page of this presentation, unless specified elsewhere herein, and is qualified as such. Except as required by applicable law, we undertake no
obligation to update any forward-looking statements or other information contained herein, whether as a result of any new information, future events, changed
circumstances or otherwise.

This presentation concerns products under clinical investigation which have not yet been approved for marketing by the FDA. They are currently limited by Federal
law to investigational use. No representation is made as to their safety or effectiveness for the purposes for which they are being investigated. All copyrights and
trademarks included herein are the property of their respective owners.
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Now FDA Approved: ICOTYDE™
ICOTYDE is the first and only targeted oral peptide that blocks the IL-23 receptor

For the treatment of
moderate-to-severe
plaque psoriasis in

™ adults and pediatric
‘ I ‘ O T Y D E patients 12 years of
< _ age and older who

: : weigh at least 40 k
for systemic therapy
or phototherapy
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ICOTYDE™
US FDA approval of ICOTYDE™, formerly PN-235, for treatment of moderate-to-severe plaque

psoriasis
® 00

« Johnson & Johnson partnership overview
— 2017 to present
— Protagonist completed pre-clinical and first Ph1 study’
— J&J responsible for further development and commercialization

« ICOTYDE is the first and only IL-23R targeted oral peptide to
— deliver injectable biologics-like skin clearance, and
— a favorable safety profile, with
— the convenience of a once-daily pill

« Approval supported by four phase 3 studies that met all primary endpoints and demonstrated a
favorable safety profile in 2,500 patients

1. Fourie, AM et al. JNJ-77242113, a highly potent, selective peptide targeting the IL-23 receptor, provides robust IL-23 pathway inhibition upon oral dosing in rats and humans. Sci Rep
2024(14):17515. https://doi.org/10.1038/s41598-024-67371-5.
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|cotrokinra Clinical Development Program
Successful Studies in Psoriasis & UC; PsA studies Ongoing; Phase 3 UC and CD studies underway

Reference(s) Primary Endpoint

Plaque Psoriasis Met?

FRONTIER 1! & 22 Ph2b, n = 255 & 227, in moderate-to-severe psoriasis Feoiibidiiviabial ' G

_ 3 - : tAo O Bissonnette R, et al. N Engl J Med.
ICONIC-LEAD?® Ph3, n = 684, in moderate-to-severe psoriasis 2025:393:1784-05,

ICONIC-TOTAL* Ph3, n = 311, psoriasis in special areas of body S&;;Erg‘jg“a';"e:; ’ F’)Vrf;t”‘/’ Evid.

ICONIC-ADVANCE 1° Ph3, n = 774, Icotrokinra vs. Deucravacitinib ol T,
ICONIC-ADVANCE 26 Ph3, n = 731, Icotrokinra vs. Deucravacitinib 2025;406:1363-74.

Pustular/Erythrodermic Psoriasis’ Ph3, n = 19

SKNKNKNKK

ICONIC-ASCENDS Ph3, n = 752, Icotrokinra vs. Ustekinumab ~Mar ‘26
Psoriatic Arthritis
ICONIC-PsA 12 Ph3, n ~ 540, in biologic-naive active psoriatic arthritis ~May ‘26
ICONIC-PsA 2% Ph3, n ~ 750, in biologic exposed active psoriatic arthritis ~Feb ‘27
Ulcerative Colitis
ANTHEM-UC" Ph2b, n = 252, in ulcerative colitis \/
ICONIC-UC'2 Ph3, n ~ 882, in ulcerative colitis ~Jan ‘28
Crohn’s Disease
ICONIC-CD*3 Ph 2/3, n ~ 1092, in Crohn’s disease ~Sept ‘28
Protagonist | movier il o oA e e 5 ICONIC-ASCEND: NCT06034225 11, ANTHEMAUG NCTOR04017 o o el

Therapeutics 3 |CONIC-LEAD: NCT06095115 6. ICONIC-ADVANCE 2: NCT06220604 9. ICONIC-PsA 1: NCT06878404 12. ICONIC-UC: NCT07196748



https://clinicaltrials.gov/study/NCT05223868?intr=JNJ-77242113&rank=7
https://clinicaltrials.gov/study/NCT06095102?intr=JNJ-77242113&rank=9
https://clinicaltrials.gov/study/NCT06295692?intr=JNJ-77242113&rank=3
https://clinicaltrials.gov/study/NCT06807424?intr=JNJ-77242113&rank=13
https://clinicaltrials.gov/study/NCT07196722?intr=JNJ-77242113&rank=15
https://clinicaltrials.gov/study/NCT05364554?intr=JNJ-77242113&rank=1
https://clinicaltrials.gov/study/NCT06143878?intr=JNJ-77242113&rank=6
https://clinicaltrials.gov/study/NCT06934226?intr=JNJ-77242113&rank=12
https://clinicaltrials.gov/study/NCT06049017?intr=JNJ-77242113&rank=11
https://clinicaltrials.gov/study/NCT06095115?intr=JNJ-77242113&rank=5
https://clinicaltrials.gov/study/NCT06220604?intr=JNJ-77242113&rank=8
https://clinicaltrials.gov/study/NCT06878404?intr=JNJ-77242113&rank=14
https://clinicaltrials.gov/study/NCT07196748?intr=JNJ-77242113&rank=16

|cotrokinra
JNJ and Protagonist Collaboration Economics

® ® O
$387.5M $580M 6%-10% Royalties
Upfront + milestones achieved to- future potential development .25% weighted average at $4B annual sales
date and sales milestones 10% for annual sales > $4B
Any indication  Receipt of marketing approval $50M ~2026 Calendar Year Net Sales Sales Milestone
Remaining milestones $1 Billion $70M
2"d indication  NDA filing acceptance $25M ~2027 .
$2 Billion $95M
Receipt of marketing approval $45M ~2028
34indicaton  NDA filing acceptance $35M ~2028 $3 Billion $160M
Receipt of marketing approval $50M ~2028-29 $5 Billion $100M
Total potential development milestones $155M Total Potential Sales Milestones $425M
_lllustrative royalties in peak salesyear |
Annual net sales* $5.0B $10.0B $15.0B $20.0B
Pre-tax royalty receivable* $0.4B $0.9B $1.4B $1.9B

é; Protagonist

*Sensitivity analysis purposes only and does not represent management guidance, expectations or projections




Protagonist’s Peptide Technology Platform

Core Competitive Advantage
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Protagonist Therapeutics
Two Potential Blockbuster Approvals, Multiple R&D Readouts & Strong Cash Position

® 0 0

: : Multiple Clinical Programs Next Wave of Active Discovery

Commercial Value Drivers :
&I, Obesity and Hematology Programs
Q Icotrokinra: First-in-class oral 1&1 Lead optimization/Pre-clinical:
fzels atangt O PN-881: Oral IL-17 antagonist O IL-4Ra oral antagonist
Johnson& IJ[IH_&E}{'I] . -
innovative Medicine < Ph1in progress’ O Amylin oral mono/poly-agonists

< US FDA approval for plaque Heme
psoriasis: Mar ‘25 0 PN-8047: Oral hepcidin functional

< MAA submitted Sep ‘25 mimetic
< 3 additional indications < IND enabling studies Strong Cash Position

O Other programs

. L i
D RUSfert’de: F|rSt'|n'C|aSS QLIS ty J Fund internaL fu"y_owned
hepcidin hormone mimetic O PN-477sc & PN-4770: Triple-G, programs to clinical PoC
weekly sc and daily oral
O Capital return to shareholders —
< Ph1 initiation in 2H consider share buybacks

% NDA submitted for PV: Dec ’25 O PN-458sc & PN-4580: Dual GLP-
¢ Priority review granted: Mar ‘26 1R/GIPR agonist



https://clinicaltrials.gov/study/NCT07153146?intr=PN-881&rank=1

Protagonist Therapeutics

Expected Clinical Trial Initiations, Data Readouts, and Development Candidate Nominations

«» Psoriasis NDA & MAA
< Ph3 PsA1&2;UC&CD
ongoing

Icotrokinra

Rusfertide +» NDA submitted

>

PN-881* Oral IL-17 antagonist
* Ph1 ongoing

PN-477sc*
PN-4770*

PN-8047*

Anti-obesity DCs
+ IND-enabling studies

++ Oral Hepcidin DC

Dual GLP/GIP DCs
+» PN-458sc
«» PN-4580

PN-458sc*
PN-4580*

-

é] Protggpn_[:st

1H 2026

ICOTYDE approved for
Plaque Psoriasis
% Ph3 ICONIC-ASCEND and
PsA 1 Primary Completion

+ NDA accepted; priority
review granted
¢ Opt-in/Opt-out decision

+ Ph1 ongoing

s PN-477sc Ph1 initiation

2H 2026

«» Commercial

US approval/launch
for PV

0,

% Ph1 completion
% Ph2 PsO Initiation

X/

o

«» PN-477sc Ph1 clinical PoC
s PN-4770 Ph1 initiation

«» Ph1 initiation

+* Ph1 initiation

s AmylinR-based mono & poly-agonists
+ Oral IL-4Ra antagonist

*Fully owned by Protagonist Therapeutics, Inc.
DC, Development candidate; ready for IND-enabling studies.

2027

+» Commercial
s Ph3 ICONIC-PsA 2 Primary
Completion

«» Commercial

% Ph2 PsO Interim Analysis

+ Ph1 Topline

% Ph1 Topline
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