TARGETED THERAPY OF UNCONTROLLED ERYTHROCYTOSIS IN POLYCYTHEMIA VERA WITH THE HEPCIDIN
MIMETIC, RUSFERTIDE: BLINDED RANDOMIZATED WITHDRAWAL RESULTS OF THE PHASE 2 REVIVE STUDY.

N Pemmarajul, M Kremyanskaya?, A Kuykendall3, E Ritchie#, J Gotlib®>, A Gerds®, J Palmer’, K Pettit8, U Nath®, A Yacoub®, A Molina'l, N Modi', F Valonel!, S Khanna'!, S Guptall,

S Verstovsek??, Y Ginzburg? and R Hoffman?, on behalf of the REVIVE Study Investigators
IMD Anderson Cancer Center, Houston, TX, USA; ?lcahn School of Medicine at Mount Sinai Hospital, New York, NY, USA; 3H.Lee Moffitt Cancer Center and Research Institute, Tampa, FL,

Therapeutics

ELEVENTH N ING USA; “Weill Cornell Medical College of Cornell University, New York, NY, USA; >Stanford Hospital, Palo Alto, CA, USA; ¢Cleveland Clinic Taussig Cancer Center, Cleveland, OH, USA; ‘Mayo
| TH ANNUAL MEETIN Clinic Hospital, Phoenix, AZ, USA; 8University of Michigan, Ann Arbor, United States; 2All India Institute of Medical Science Rishikesh, Rishikesh, India; 1°The University Of Kansas Medical

Center, Kansas City, United States; 1'Protagonist Therapeutics, Inc, Newark, CA, USA; °Previously at MD Anderson Cancer Center, Houston, TX, USA

RESULTS

TEAEs by Preferred Term Noted
at 215%

INTRODUCTION

* Polycythemia Vera (PV) is a myeloproliferative neoplasm characterized by _ _ ;
excessive production of red blood cells (RBCs).! Elevated hematocrit (HCT) is a — as‘ i Subjects with at least one TEAE 70 (100%)
hallmark of PV.2 Uncontrolled HCT is associated with higher rates of death from jg‘ — , *Rgggonferdeﬁnmoz/asb pfrprotocol njection site erythema 46 (66%)

- - 3 - - O/ i v (07 * Did not receive a phlebotomy
cardiovascular causes (CV) or thrombotic events(TE).* Maintaining HCT<45% is 3 60— + Completed 12 weeks of treatment Rusfertide Significantly Delayed Time to Treatment Failure on Multiple njection site pain 29 (41%)
CrItIC8.| N PV to decrease the ”Sk Of TE and CV events (NCCN and ELN §50_ * Hematocrit control maintained without Outcomes Compared to Placebo ]
idelines). Current standard of car not maintain HCT <45% at all times in d phlebotomy eligibility, which is defined as | . _ | njection site pruritus 28 (40%
gu qe. eS) CU € 485 andard of care does no alnta C 5% at a €S a E 40— = Hematocrit 245% that was 3% higher than Time to Loss of Response 100T'me to. PHI._ Eligibility Time to Loss of HCT Control : p ( )
majority of patients.® = Week 29 pre-randomization hematocrit value e L_\ | I T . —atigue 23 (33%)
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* Hepcidin is a peptide hormone, produced by the liver and is the body's main 5 » Hematocrit >48% or g T g g {1 njection site mass 19 (27%)
regulator of iron homeostasis. Hepcidin controls the availability of iron for formation | " An increase of 25% in hematocrit compared 3 0" a1 L 3 607 oo .
of RBCs. Rusfertide is a novel investigational peptidic hepcidin mimetic. | Placebo  Rusfertide czl‘gfek 29 pre-randomization hematocrit = o Z 40 _LI_L 2 ruritus 19 (27%)

o I | (N=27) (N=26) 5 N g - 3 o) Arthra|gia 18 (26%)
gl e | e o i !i * 69.2% of subjects (18 out of 26) are responders. 8 non- 5 r 5 niection site swellin 18 (26%)
I responders as per protocol definition. 28 30 32 34 3;(6 38 40 42 28 30 32 34 36 38 40 42 28 30 32 34 3;6 38 40 42 J 9
I weeks o e Headache 18 (26%
A I M i 3 fulfilled the phlebotomy eligibility criteria ( )
I
i ; ; ; Svmbtom tin Part 1 (28-Weeks) Nausea 18 (26%)
. e 5 discontinued treatment per patient/investigator discretion mptom improvement In Far -VVeeKs

 The REVIVE Phase 2 study (NCT04057040) evaluated the safety and efficacy of i 2 / £ ymp ' COVID-19 17 (24%)
rusfertide in patients with polycythemia vera who had a high phlebotomy burden | * All 8 non-responders continued in the Part 3 open-label Feigme Pl s (D CoeEiElen Inactivity I .

: P PObyLy 9h P Y m . : P 2 2 3 Dizziness 17 (24%)

while on standard of care therapy. W extension part of the study ) ) . , . .
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S v e i R T i g : : : 2 60 a2 . 5 P Anemia 14 (20%

HER B ’|! B * 7 out of the 8 subjects continued treatment into Part 3 g o g . § p00005 5 ,_ . ( )

1 fpee 5 o . E S w6 Injection site irritation 13 (19%)
M ETH O D e * 92.3% of subjects (24 out of 26) in rusfertide arm did not J d 2 l - _ o .

receive phlebotomy in Part 2, the 12-week randomization part e T 0 e P s Injection site bruising 12 (17%)

of the study Dyspnea 11 (16%)

The REVIVE trial consists of three stages.

 During Part 1 (28 weeks), rusfertide dose was adjusted individually to control
HCT <45%.

During Part 2 (week 29-41), the blinded randomized withdrawal phase,
patients were randomized to either continue rusfertide or to matching placebo.

 Part 3is a 3-yr open-label extension.
« Eligibility criteria: =3 therapeutic phlebotomies (TP) in the 28 weeks prior to

enroliment with or without concurrent cytoreductive therapy. . Rusfertide demonstrated favorable effects on several Patient-Reported Outcomes (fatigue, problems with concentration, pruritus,

Dose Finding’ Efficacy Evaluation” Randomized Withdrawal  Open-Label Extension’ * Rusfertide was generally well tolerated. TEAEs were generally Grade 1 or 2. The most common TEAEs was ISRs. There were no
Grade 4 or 5 TEAESs.

CONCLUSIONS |

 The REVIVE study demonstrated a significantly higher efficacy with rusfertide compared to placebo in subjects with PV during the
blinded randomization withdrawal.
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Safety data as of 11 July 2023
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DOsE = Tifration Fixed AC“‘""(?‘I’,I'?CE““’ Dose « Current standard of care therapy in PV does not consistently maintain hematocrit <45%, thereby potentially increasing the risk of
thromboembolic events. Rusfertide has the potential to consistently maintain hematocrit <45%.

CONTACT INFORMATION

* Rusfertide is currently being investigated in the ongoing placebo-controlled VERIFY Phase 3 study (NCT05210790). Naveen Pemmaraju, MD Anderson Cancer Center

A separate follow-on 2-year extension study will start later this year for patients who complete participation in the REVIVE study. Houston, TX, USA; NPemmaraju@mdanderson.org

*Titrate every 4 weeks to maintain HCT <45%.
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