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IP-10 (CXCL10): Breadth of immune induction without induction of NF-kB pathway products
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e The TLR7 (toll-like receptor 7) pathway to stimulate innate and adaptive immunity for treatment of cancer and multiple viral diseases, has been well characterized Favorable Safety Profile and Tolerability A B Coordinated downstream Immune responses
e Systemically administered TLR7 agonists present a variety of challenges as clinical drug candidates to provide therapeutic benefit Safety and adverse event (AE) data for 102 subjects across nine SAD and three MAD cohorts 25000 TLR7
, , , . , o , . , , , e Most AEs are incidental and not dose related. No moderate or severe AEs; no serious e Elevated ALT noted in two subjects at both the 300 mg MAD and 400 mg MAD _ Activated agonist
e Primmune Therapeutics has designed and developed an orally administered, systemically distributed TLR7 agonist that elicits a robust, well-tolerated immune response involving AEs (SAES) dose cohorts T o000 ° pDC
activation of plasmacytoid dendritic cells (pDCs) throughout the body?; it is expected to also activate pDCs resident in the tumor microenvironment in cancer patients _ E
. . . _ _ . - . e Most common drug-related AE is headache, which is seen in 11.8% of subjects — Not seen in the 500 mg MAD cohort 2
o PRT).(OO7 (oral prodrug) and the corresponding well-tolerated TLR7 agonist, PRX034, achieve acceptable potency with dose- dependent control of immune induction without driving a _ Mild (9.8%, n=10), Moderate (2.0%, n=2) — No associated changes in AST, bilirubin or alkaline phosphatase g ; A —
prO'lnﬂammatory response . . . . . . . . e . . Lo "; PRX034 AUC (hr*ng/mL)
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PRX034 is Highly Preferential for pDC-mediated Interferon Induction While Minimizing Inflammatory Cytokine Production When Compared to Traditional e Inflammatory factor production (IL-6, TNFa, IL-1B) is not observed even in the face of this profound immune stimulation (B)
TLR7 Agonists e Rapid absorption and conversion of prodrug PRTX007 to agonist e Dose-proportional increase in exposure to prodrug and e Exposure unchanged between 1st (D1) and 7th (D13) doses
PRX034 following oral administration active agonist | When PRTX007 is Administered Repeatedly on a QOD (Every Other Day) Dosing Schedule, the Magnitude of ISG Induction Increases Until a Steady State
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. Increas?s in specific cytokines, chemokines and circulating Values are Log,R ... (Log, maximal fold-change from pretreatment baseline during 24 hr period following administration of PRTX007). Population pharmacodynamic responses to repeated doses at 300, 400 and 500 mg/dose are shown. Detailed daily kinetics are available following administration of the first three doses
factors in plasma (e.g., |L-1RA, MCP-]., |P-10, TRA”_) All HVs receiving PRTX007 in the SAD 200 mg through 800 mg cohorts, and the 300 through 500 mg MAD cohorts (n=60) are shown. Color intensity is as shown in scale. ) . . . . . .
ISG=interferon-stimulated gene product. (Day 1-6, top row). Sparse kinetics are available on subsequent days (sparse kinetics depicted for D1-14 for 300 and 400 mg dose groups and D1-10 for 500 mg dose group, middle row).
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: e No induction is observed for classic inflammatory factors IL-6, TNFa and IL-1B (data not shown)
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* Increases in IFN levels in plasma @ |IFITM | interferon-induced transmembrane protein 1 % = |CXCL10(IP10) | C-X-C motif chemokine ligand 10; IP-10 10150 e In general, the magnitude of response increases with each dose until a steady-state is achieved (typically by dose 3-4, see middle row)
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® |15G15 |ISG15 ubiquitin-like modifier £ £ [ILIRN(IL-1RA) | interleukin 1 receptor antagonist; IL-1RA 2.0 | 3.0 — For ISG15, OAS1 and CXCL10 (IP-10), expression peaks at 12-24 hours followed by a decline until the next dose of PRTX007 is administered (top row)
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OAS2 | 2'-5'-oligoadenylate synthetase 2 ?'8 17605 e For the classical ISGs (ISG15, OAS1, IFI27), the number of responders (HVs achieving a defined threshold for increase in mRNA level versus baseline) increases with repeated dosing
until steady state is achieved (bottom row)

e This is a first-in-human, phase 1, single-center, prospective, randomized, double-blind, placebo-controlled study of 9 single-ascending dose (SAD) cohorts and 4 multiple-ascending dose e Pharmacodynamic response increases with dose as measured by: — For CXCL10 (IP-10) which is not directly linked to type linterferons, this pattern is less obvious (bottom row)

(MAD) cohorts of PRTX007 administered orally to adult healthy volunteers (HVs) that is ongoing in Sydney, Australia _ Proportion of HVs responding to first- or single-dose administration

— 500 mg MAD cohort truncated after 5th dose because of COVID — Magnitude of induction within responders Conclusions & DiSCUSSion
e Primary objective is to assess clinical safety and tolerability of PRTX007 in HVs e The integrated response rate at 800 mg in the SAD cohort is 100%

e At the interim analysis, PRTX007 demonstrated a favorable safety profile when administered orally to all 9 SAD and 3 MAD cohorts tested

e Secondary objectives are to (1) assess the pharmacokinetic (PK) characteristics of both PRTX007 and PRX034, and (2) assess the pharmacodynamic (PD) responses of PRX034 over * These ISG transcript increases are observed in the absence of a corresponding increase in circulating interferons (data not shown) — No SAEs; lack of AEs historically associated with TLR7 agonists

single and multiple doses in normal HVs

Similar findings on a gene-by-gene basis (IP10 expression as example) e Stable systemic immune induction without evidence of counter-regulation is achieved upon QOD dosing

Study Design for Phase 1 SAD and MAD Trial in Healthy Volunteers (Double-blind, Placebo-controlled) - — Induction of ISGs without significant increases in circulating IFNs
1024 — o : : : : : : .
_ — No increase in expression or circulating levels of proinflammatory cytokines (eg, TNFa, IL-6, IL-1)
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Healthy Volunteers — SAD cohorts® 8 2° _ o _ o o . o . . . _ o _ o
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ose Group {me) Disclosures & Acknowledgements
Number 33% 21% 50% 50% 67% 100%
a: Each SAD cohort contains 6 treated and 2 placebo HVs/group; food effect study at 100 mg Responders (2/6) (3/14) (7/14) (7/14) (4/6) (6/6) This study was funded by Primmune Therapeutics, Inc.
b: Each MAD cohort contains 8 treated and 2 placebo HVs/group; administered QOD over 13 days (7 doses); TBD initiates in Mar 2022 *Gold dashed line represents threshold of response for this gene Medical writing services were provided by SCIENT Healthcare Communications and funded by Primmune Therapeutics, Inc., (Carlsbad, CA).
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