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Introduction Sutro’s next-generation tumor-targeting
immunostimulatory ADC (iADC)

IADC induces potent activation of immune cells in Tumoral infiltration of CD8* T cells is enhanced following

IADC therapy

human PBMC and tumor cell co-cultures

In recent years, combination therapies of antibody-drug conjugates (ADCs) and immune system
activators have garnered much interest due to their potential to unlock greater durable clinical

benefit. Recently, we demonstrated that STRO-002, our novel anti-folate receptor alpha (FolRa) Monocyte Activation DC Activation 4000 NK Activation ® Control CD8" quantitation
ADC currently in Phase | clinical trials, can engage the immune system through induction of 1% 10 B sAC
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murine MC38 tumors engineered to express human FolRa, we demonstrated that delivery of SEEREE R RS Y RSP S 0 . . . .
a hemiasterlin/TLR agonist dual-conjugate anti-FolRa iADC resulted in a more robust anti- — IgG withtwo  One-pot conjugation IADC with cytotoxic ™ i M Vehicle ISAC ADC iADC
tumor.respon.se .Compa.red to either mo.dall.ty admlrlnstered alone. This Im.prcl)ved. reslponse was dl::;:\nt wt::srs:ﬂ::al :Z?;:g::;;:‘dﬁﬂe Figure 6. Human PBMCs and hFolRa* tumor cells were co-cultured in vitro and treated with the ISAC, ADC, or iADC
associated with innate immune cell activation and increased CD8* T cell infiltration in the tumor. _ _ one IgG for 48 hours. All molecules led to activation of the human monocytes and dendritic cells (DCs), but notably, the iADC  Figure 9. MC38-hFolRa tumors treated with a single dose of the ISAC, ADC, or iADC at 10 mg/kg were harvested
Moreover, a greater number of complete responses was also observed following treatment with bjﬁ’ﬁtnf,ﬂz showed enhanced activation compared to the ADC or ISAC alone. For natural killer (NK) cells, the ADC alone did not  five days post treatment and stained for CD8 and counter-stained with hematoxylin to assess cytotoxic T cell
the anti-FolRa iIADC, and complete responders developed broad and robust immune memory induce significant activation, but the iADC, again, showed more potent activation of the immune cells compared to infiltration (left panels). Quantification of CD8* cells among total cells shows increased CD8+* T cell infiltration in the
that was able to reject MC38-hFolRa rechallenge in a CD8* T cell-dependent manner and Figure 3. Sutrq’s XpresgCF+® system enables homogenous dual ponjugatiqn of a cytotoxic gnd immune agqnist the ISAC. tumor following only treatment with the iADC (right panel).
parental MC38 rechallenge. Thus, the IADC concept unites two complementary mechanisms of payload on a single antibody. The novel immunostimulatory ADC (iIADC) design employs precise tumor-targeting of

both the cytotoxin and the immune activator to allow systemic delivery and is intended to merge direct tumor cell
killing and priming of an adaptive anti-tumor response in a monotherapy. iIADC molecules made in cell free are not

glycosylated, do not bind to Fc gamma receptors, and do not result in ADCC. IADC treatment reSU|tS in a greater number Of COmplete
regressions compared to treatment with ADC alone

tumor control in a single molecule to attain greater therapeutic benefit.

Protective anti-tumor immunity induced by iIADC

treatment is dependent on CD8* T cells

Sutro’s drug discovery platform enables potential for iADCs enable off-the-shelf, systemically administered
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Figure 1. Sutro’s technology allows precise and novel designs to enhance efficacy and safety across
multiple modalities and targets.
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Figure 2. Sutro’s pipeline has five product candidates advancing in the clinic and numerous late-stage

) s _ : _ . o ISAC and iADC, but not the ADC, one day after treatment and (B) increased tumoral CD8* T cell infiltration and CD8/
. measuring cell viability. Incubation with the ADC and iADC led to potent cell killing of target-positive cells but not
discovery programs.

_ yr T ) " _ _ Treg ratios following treatment with the IADC five days post treatment. Thus, a combination of both the cytotoxic
target-negative cells, indicating retention of target-dependent cell killing with the iIADC molecule. The control and : . : :
: : . ) iy ) payload and the immune agonist is necessary for greater stimulation of the CD8* T cell response.
ISAC molecules did not result in any measurable cell killing of either target-positive or target-negative cells.

- IADCs may serve as off-the-shelf therapies that have the potential to work across tumor types by
directly killing tumor cells and activating the patient’s natural immune response.



