Olevaprubart (IMG-007), a non-depleting anti-OX40 mAb: Exploratory
biomarker insights into T cell phenotypic modulation from a proof-of-concept #AS-3275
study in alopecia areata

Julia Coronella?, Jonatan Tuncel', Chongtian Guo’', Kurinji Pandiyan?', and Kristin Yarema’
'ImageneBio, San Diego, CA, United States

BACKGROUND

Olevapru bart (IMG-007) is an Fc-silenced (N297A) IgG1 antibody designed to block OX40—-0OX40L costimulation anti-OX40 mAb | orA}

without FcyR-mediated depletion. OX40 signaling regulates T-cell activation, trafficking, and survival, processes "007
implicated in alopecia areata (AA). OX40 blockade holds the promise of durable immune modulation (1-5), but clinical
and translational data in AA are lacking. In the current study, we examined molecular responses to olevaprubart to
generate hypotheses about its immunologic mechanism of action in AA. Data indicate robust molecular recovery of
scalp keratin expression, with peripheral OX40+ T-cell levels and serum cytokines associated with antiviral and :
cytotoxic programs remaining stable during and after treatment. In addition, these preliminary findings suggest FoxP3 1 — | 0o - U??
modulation of skin-homing CD4+ memory OX40+ FOXP3+ T cells, a subset implicated in dermal autoimmunity but not ' 1104 @ |

previously shown to be modulated by OX40-directed therapy in patients.

Hypothesis: Non-depleting OX40 inhibition by olevaprubart up-
regulates transcriptional programs in skin-homing CD4+ memory
OX40+ FOXP3+ T cells that are associated with known auto-
immune deficits, helping to restore normal dermal immune
homeostasis.
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0X40 blockade with the non-depleting anti-OX40 mAb olevaprubart METHODS

produced a durable clinical response in a proof-of-concept study in AA | |
In the current exploratory biomarker study, we seek to characterize the

molecular pharmacology of olevaprubart and generate hypotheses through

The Clinical Study: In a proof-of-concept ® Baseline SALT = 95 in 600 mg (n=6) transcriptomic, proteomic and other studies of the broader cohort and additional
trial of olevaprubart (NCT06060977) in AA, = ® Baseline SALT <95 in 600 mg (n=17) PBMC scRNAseq of a 4-patient subset.
patients received three IV doses of antibody £ 9]
at 600 mg/dose over 4 weeks (at weeks 0, 2 > o]
- ( g EXPLORATORY BIOMARKERS
and 4). S 10l
M 1 » Scalp, blood and serum samples collected at baseline and available post-treatment visits (n=23
Clinical Improvement: We previously = '20: subjects).
reported progressive clinical improvement up § -30-  doces » scRNAseq and TCR-seq (10X Genomics) assessed PBMC gene expression and TCR repertoire
to 8 months after cessation of olevaprubart = 40:week 0,24 (n= 4 subjects).
administration (Fig.1A), and a trend towards a4 g v i 5 12 16 30 94 32 36 | -~ Flow cytometry was used to assess PBMC OX40.
Increased _KRT35 expr§SS|on as measured Analysis Timepoint (Week) Figure 1B: A trend of increased KRT35 IHC » RNA-seq profiled gene expression in lesional (LS) and adjacent non-lesional (NL) scalp biopsies.
by scalp biopsy IHC (Flg. 1B) (6) expression in lesions at Week 16 (Example , , _ _
. L . . shown: Lesion (LS), Non-lesion (NL) » Serum proteins were measured using the Olink Target 48 panel, while TARC (CCL17) was
Figure 1A: Clinical improvement in SALT score in a proof-of- _ ’ ’ .
concept trial of olevaprubart for AA. Baseline (BL), Week 16 (W16)). H&E = quantified by ELISA (data not shown)

Hematoxylin and Eosin _
» KRT35 and other proteins were measured by IHC

RESULTS

IMG-007 supports robust, stable molecular recovery of hair keratins and follicular gene Skin-homing CD4+ memory FOXP3+ T cells, a population implicated in dermal auto-
expression, as measured by bulk RNA-Seq of scalp biopsy samples immunity, identified in AA PBMC as measured by single-cell RNA-Seq
Figure 2: Disease-associated expression changes in keratin (A) and follicular (B) genes are selectively reversed following olevaprubart higher in the other compartments higher in CD4 memory
treatment (C) and remain reversed through Week 24, including cellular-proliferation genes (D). e marker genes o Figure 4: Peripheral memory (CCR7-low CD4 T cells)
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- Results of this study suggest that non-depleting inhibition of OX40 with olevaprubart may produce ceRd - Figure 7. Exploratory within-participant shifts were observed
y sugg _ _ p 9 _ _ _p yp upon treatment with olevaprubart, consistent with published
durable molecular recovery of hair follicles and targeted modulation of specific T cell subsets. CCR10 - ! data indicating OX40 suppression of FOXP3 and Treg
. . _ FOXP3 (FaxP3) - — function (9-11) and reports of defective Treg trafficking in
- Olevaprubart is designed to modulate rather than deplete immune cells, as demonstrated by . , dermal autoimmunity (12-13).
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maintenance of OX40+ T cells and stability of serum cytokines during and after treatment.
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may upregulate transcriptional programs in skin-noming CD4+ memory OX40+ FOXP3+ T cells that
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are associated with known autoimmune deficits, helping to restore normal dermal immune o abundance-matched genes.
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