APRO003, an oral liver- and Gl-targeted TLR7 agonist, elicits a robust type | interferon response in advanced
colorectal cancer patients

APRQS Andrew T. Miller?, Trinh Le, Jaymes Holland3, Aaron Weitzman3, Tom Y.-H. Wu? SITC 2022
THERAPEUTICS 1Apros Therapeutics, San Diego, CA; 2Collaborative Clinical Research Consulting, Inc., Carlsbad, CA; 3Weitzman Consulting Group LLC, Los Altos Hills, CA P()Ster #1 1 67

APRO003 Exhibited a Pulsatile PK Profile Higher IFNa and IP-10 Response on C1D15

TLR7 Agonists are Complementary to Anti-PD1/PDL1 Phase 1a Study Design and Objectives
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« TLRY agonists can convert
“‘cold” immune quiescent
tumors to “hot” infiltrated
tumors — providing a
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o Must have received irinotecan or oxaliplatin-based therapy, as well as a
targeted antibody therapy for metastatic disease

o MSI-H/dAMMR patients must have previously received checkpoint inhibitor _
therapy e

24 hr not
collected

-
1

-
1

-Tumor Mutation Burden (TMB)
Concentration (ng/mL)
Concentration {(ng/mL)
Concentration (ng/mL)

0.1 0.1

o
-_—
1
=)
-_—
1
S
-—

6hr cytokine level relative to C1D1 £ SEM
6hr cytokine level relative to C1D1 + SEM

6hr cytokine level relative to C1D1 * SEM
1
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« TLRY functions as a receptor for viral ssRNA; activation elicits IFNa, IP-10 * Primary — Determine the Maximum Tolerated Dose and/or Recommended . Rapid oral absorption, Tmax ~1 hour 3 |
(CXCL10), and other cytokines/chemokines that drive recruitment of T cells Ph2 Dose within the test APRO03 dose range . ’ * IFNaand IP-10 levels were amplified following the 3 dose (C1D15)
- - - - - Secondary — Evaluate antitumor activit * Transient exposure, T, ~4 hours compared to the 1% dose (C1D1)
* Level of IP-10 induction by TLR7 agonists has been correlated to anti-tumor y y . No apparent dose-dependent exposure increase from 25 ma to 50 m _ n o _
efficacy? . Exploratory — Assessment of pharmacodynamic biomarkers, including PP P P | | g g * Following the 4 _dose (C2D1 ), |nd|V|du_aI cytokine responses were
- Focused activation and decoupling IP-10 from pro-inflammatory IL-6/TNFa changes in plasma cytokines and interferon-stimulated genes * No APROO3 plasma exposure accumulation or reduction was observed comparable or slightly diminished relative to the 1%t dose (C1D1)
. . . o _ _ _ with repeated weekly dosing
responses is predicted to widen the therapeutic window First-In-Human achieved in Feb 2021 (NCT04645797)
Patient Demographics APRO003 Induced Robust Cytokine Production APRO003 Induced Robust ISG15 Response
» Non-specific and broad immune activation All doses combined (n=10) 25 mg (n=6) 50 mg (n=3) Dose combined (n=10)
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y Limited to cutaneous accessible tumors MSS status 6 MSS 1 MSI-Low MSS « ISG15 mRNA, another surrogate of efficacy, was robustly induced by
1 unknown | | | | | APRO0O03, peaking around 8 hours post dose and declining by 24 hours,
_ F@\- . Oral administration with potential to treat liver and  APROO3 induced robust cytokine resr_)qnses In all patients peaking consistent with IEFNa and IP-10 kinetics
Gl/Liver-targeted /)»CL gastrointestinal (GI) tract malignancies and other | | | around 6-8 hours post-dose and declining by 24 hours « After a week of recovery, ISG15 expression returned to baseline before the
(Oral) ; /( <\\ metastatic tumors via abscopal effect Most patlegtﬁ p(;esented W';h advar;feld metasltatlc N;?hs colorectal « After a week of recovery, all cytokines returned to baseline before the subsequent weekly dose
" ey W . . . . cancer, and had progressed on multiple prior lines of thera . . .
| » Targeted and localized effect with predicted wide Prog HHpie prior by subsequent weekly dose » Similar to IFNa and IP-10 responses, ISG15 expression was higher on
therapeutic window C1D15 compared to C1D1
First-In-Class Oral Gl/Liver-targeted TLR7 Agonist1 Blood Sampling Schema for PK/PD APRO003 Induced Robust IFNa and IP-10 Responses Conclusions
st Histered . P AN S ST Sy SO Maximum Fold Change over Pre-Dose on C1D1 + APR003, a first-in-class oral Gl/Liver-argeted TLR? agonist, was safely
) A_PR003' Flrst-.ln-class.orally ad.mlnlstered. tlssge-targeted TLR7 agonllst | (C1D15), and Cycle 2/Day 1 (C2D1) ’ ’ - ’ 25 mg (n=6) 50 mg (n=3) Dose combined (n=10) administered and rapidly absorbed with a pulsatile PK profile
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* In Vitro: selective TLR7 (pDC) over TLR8 (monocyte); active across species o ’ i A 8 o N I A | .V. administered TLR7/8 agonist that has shown promising anti-tumor
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* MOA: increased activated CD103* DC frequency in Gl/Liver draining lymph IL-6, TNFa, IL-1B — surrogate of poor tolerability biomarker * IFNa and IP-10 (efficacy surrogates) responses were strongly induced in all ?”hquetaStatlﬁ dlseasel as a tsmglti agent and in comtblcr;atlon with checkpoint
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