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Clinical Validation of an Orally Delivered, Systemically Activated TLR7 Agonist to Boost Host
Immune Response to Chronic Viral Diseases, Including Hepatitis B Virus
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Chronic Hepatitis B (CHB) is a PRTX007 is an oral prodrug that systemically delivers the nucleoside-based, toll-like
multiphase infection with a receptor 7 (TLR7) agonist, PRX034. PRX034 avoids NFkB-mediated inflammation while
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Time Course (TC): Short Duration of Pulsatile Systemic Exposure to PRX034 on Day 1 Dose Level: Dose-Proportional Increase in Exposure to Active Agonist;
(750-mg PRTX007 Cohort, n=8) Exposure Unchanged Between First (D1) and Seventh (D13) Doses
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Cross-Study Clinical Comparator
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Optimal Treatment Goall2

Functional cure; rarely achieved
Combinatorial CHB therapy offers a
potential pathway to a functional
cure

Inflammation Anti-tumor MRNA Fold-Change Following Single Doses of PRTX007 vs RO7020531*

For more information see Appleman JA, Webber S, Zook S, et al 2022° and Lemech CR, Argent C, Scribner CL, et al. 20236
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Pharmacodynamic Biomarker Response and Relative Sensitivity to Optimized TLR7 Agonists
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Repeated QOD Doses of PRTX007 Increase the Magnitude of mRNA Response
(750-mg PRTX007 Cohort, n=8)

Primary

. Assess clinical safety and tolerability of PRTX007 in healthy volunteers After administration of oral prodrug, both TLR7 agonists stimulate transcription of antiviral mRNAs

*Maximal response within 36 hours of dosing on Day 1.

Secondary ] ]
e  Assessthe pharmacokinetic characteristics of both PRTX007 and PRX034 The well-controlled, coordinated immune

e Compare the pharmacokinetic profiles of free-base and salt forms of PRTX007 response observed after a single dose is

Conclusions and Discussion

. Assess the pharmacodynamic responses of PRX034 over single and multiple doses in normal healthy volunteers _ o4 = maintained durmg repeatEd doses
Rationale for conducting a phase 1 study in healthy volunteers g 329 . PRTX007 demonstrated a favorable safety profile when administered in healthy volunteers in phase 1 studies
. |dentify drug-specific adverse events (AEs) and pharmacodynamic markers, which is not possible to do in combination therapyin ; 16 — f I5G15 . AEs were mostly mild; no SAEs observed
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hlghllghtEd in red bOX) established a robust e  PRTX007 activated innate and adaptive immune responses, including important effector cell populations, without systemic
MX1 response upon repeated dosing increases in proinflammatory factors
. PRTX007 administration induced I1SGs without significantly increasing circulating IFNs
Day . No increase in expression or circulating levels of proinflammatory cytokines was observed
PRTX007 . CD8+ T-cell activation (CD38+ markers) increased markedly from pretreatment to end of dosing in all healthy volunteers
. This was a first-in-human, phase 1, single-center, prospective, randomized, double-blind, placebo-controlled study of 750-mg Dosing PRTX007 also activates CD8+ NK cells®
9 single-ascending dose (SAD) cohorts and 4 multiple-ascending dose (MAD) cohorts of PRTX007 administered orally every . Both the clinical characteristics and unique pattern of immune induction by PRTX007 support its use in combinatorial therapy for
other day (QOD) to adult healthy volunteers in Sydney, Australia® a functional cure of CHB infection
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y data were g viP P y (750-mg PRTX007 Cohort, n=8)? (750-mg PRTX007 MAD Cohort, n=8)2b with currently available agents N | | |
predetermined intervals pre- and post-dose . Like PRTX007, R0O7020531 is an orally administered prodrug that systemically delivers a novel, nucleoside-based TLR7
agonist®
CD8+ T Cells TNF-a . R0O7020531 is in clinical development to establish a functional cure for patients with HBV; it is currently in a phase 2 stud
Study Design for PRTX007 Administration in Phase 1 Trial 0.0013 _ ST T P _ . P _ S y P y
mvestlgatmg Its use as part of a combinatorial therapy for treatment of CHB infection®
SAD cohorts? n=72 CD38+ CD8+ T cells . Consistent with its anti-inflammatory properties and intentionally designed short half-life, the results of this phase 1 study
: support the safety and tolerability of PRTX007 treatment in patients with chronic viral diseases, including CHB
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s 11.8% (D1) to 21.9% (D13)
- References
MAD COhortSb a 1. Terrault NA, Bzowej NH, Chang K-M, et al. AASLD guidelines for treatment of chronic hepatitis B. Hepatology. 2016;63(1):261-283.
% 2. Lim SG, Baumert TF, Boni C, et al. The scientific basis of combination therapy for chronic hepatitis B functional cure. Nat Rev Gastroenterol Hepatol. 2023;20(4):238-253.
° 3. Appleman JA, Webber SE. Abstract 582: Selection of a novel toll-like receptor 7 (TLR7) agonist PRX034 for immunotherapy of cancer. Cancer Res. 2020;80(suppl 16):582.
; 4 4, Lemech CR, Scribner CL, Argent C, et al. CROI abstract 474: Interim analysis of a phase 1 study of PRTX007: safety, PK and PD response. In special Issue: Abstracts from the 2022 Conference on Retroviruses and Opportunistic Infections.
e Top Antiv Med. 2022;30(suppl 1):181.
1 3 > / 9 11 13 21 5. Appleman JA, Webber S, Zook S, et al. Abstract 143: PRTX007, a TLR7 agonist, demonstrates broad-spectrum antiviral activity and is appropriate for pandemic preparedness. Poster presented at: The 35t International Conference on
h k. c C Time (days) Time (days) Time (days) Antiviral Research (ISAR), sponsored by the International Society for Antiviral Research (ISAR); March 21-25, 2022; Seattle, WA.
P armaco Inetlc crossover 6. Lemech CR, Argent C, Scribner CL, et al. Abstract CT180: Activation of innate and adaptive immune response with a clinical stage TLR7 agonist prodrug PRTX007. Cancer Res. 2023;83(suppl 8):CT180.

T I 7. Appleman JA, Webber SE, Abdullah H, et al. ISAR-ICAR 2022 Abstract 260: Antiviral activity of the clinical stage TLR7 agonist prodrug PRTX007 in a murine respiratory syncytial virus animal model. Poster presented at: The 35t

Day 1 Day 5 Minimal PRTXOO7_mediated induction Of prOinﬂammatO ry faCtO rs in circulation International Conference on Antiviral Research (ISAR), sponsored by the International Society for Antiviral Research (ISAR); March 21-25, 2022; Seattle, WA.
(baseline) 8. Lemech CR, Argent C, Scribner CL, et al. Abstract CT190: PRTX007, an optimized TLR7 agonist for systemic immunotherapy of cancers: interim analysis of phase | study in healthy volunteers. Cancer Res. 2022;82(suppl 12):CT189.

Study Day 9. Yuen MF, Balabanska R, Cottreel E, et al. TLR7 agonist RO7020531 versus placebo in healthy volunteers and patients with chronic hepatitis B virus infection: a randomised, observer-blind, placebo-controlled, phase 1 trial. Lancet Infect
Dis. 2023;23:496-507.

@Each SAD cohort contained 6 drug- and 2 placebo-treated healthy volunteers per group; food effect study at 100 mg.
bEach MAD cohort contained 8 drug- and 2 placebo-treated healthy volunteers per group; administered QOD over 13 days (7 doses).
¢Comparison of free-base and salt forms of PRTX007; single dose, crossover design.

3PRTX007 was administered for 2 weeks to 8 healthy volunteers (n=8) at 7 doses at 750 mg/dose QOD. Each colored line represents an individual healthy volunteer.
3PRTX007 was administered for 2 weeks to 8 healthy volunteers (n=8) at 7 doses at 750 mg/dose QOD. bDay 1 was the predose data point and serves as a baseline. Day 21 was 8 days post-last dose and shows cytokine levels return to baseline.
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