STEAP1:

A Therapeutic Target
iIn MCRPC




Progression of Prostate Cancer Is Associated
With Low Survival Rates'

Prostate cancer is a significant cause of cancer death in men worldwide >3

~1.3 MILLION NEW PATIENTS -

diagnosed and 360,000 estimated deaths due to prostate cancer worldwide in 20182 =
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The average stage at which men are diagnosed with prostate cancer varies globally. Because
of the limited screening for early disease detection in developing countries, men in these
countries are more likely to be diagnosed at an advanced stage compared with men in
developed countries.*

Metastatic prostate cancer is associated with reduced survival>*
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Prostate cancer is a continuum of progressive disease®

Prostate cancer is characterized by a defined disease continuum, in
which patients eventually experience disease progression; up to 20% Of the men who advance to CRPC,

of men advance to castration-resistant prostate cancer (CRPC) and are > 840/0 WI LL HAVE

no longer sensitive to hormonal therapy.>¢* 0 M ETA STAS E SGIT

*SEER 5-year relative survival rates from 2009-2015 in the US.

'Sites of metastases typically include bone, lymph nodes, liver, and lung
“When CRPC is defined in terms of a rise in PSA levels following castration.?
SEER=Surveillance, Epidemiology, and End Results.



Innovative Mechanisms of Action Are Needed to Treat Metastatic

Castration-Resistant Prostate Cancer (mCRPC), as Novel Hormonal Therapies
Transition into the Hormone-Sensitive Prostate Cancer Setting'”

For over 40 years, the mainstay of treatment in regional or advanced prostate cancer has been hormonal therapy, also
known as androgen-deprivation therapy (ADT), either alone or in combination with chemotherapy.> However, most
men with advanced prostate cancer become resistant to ADT, resulting in progression to CRPC.2
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MONTHS J ., progression to CRPC* with CRPC.develop metastases within 2 years of diagnosis®

Progression to mCRPC is associated with poor outcomes’'°
24 M o NTH S predicted survival rate
o following progression to mCRPC'°

mCRPC is associated with:"¢

Decreased quality of life Increased risk of skeletal-related events,
such as bone pain and fractures

Novel hormonal therapies have improved outcomes in some patients with mCRPC; however, mCRPC remains an
incurable and difficult to treat disease because patients may develop resistance to these newer therapies. As novel
hormonal therapies transition into the HSPC setting, there continues to be a need to identify new targets for patients in
the metastatic setting.'?

HSPC, hormone-sensitive prostate cancer.



Overexpression of STEAPT Drives Disease Progression
in Prostate Cancer"

Six-transmembrane epithelial antigen of prostate 1 (STEAP1) is a membrane protein primarily expressed in the prostate
tissue, where it is localized in the plasma membrane of epithelial cells located at cell to cell junctions.’

"""""" i STEAP1 expression is low or absent in normal tissues, and its expression is increased in several types of
: human cancers.'"?

STEAP1 is overexpressed in , including bone and lymph
node metastases.'""?

Overexpression of STEAP1 is associated with:"'-'3

Worse prognosis in patients Higher risk/grade of disease® Cellular proliferation and
with prostate cancer . disease progression

SGleason score (GS) is used to grade prostate cancers from GS < 6 (overall low risk/grade 1) to GS 8-10 (high risk/grade 4-5)."41°



Targeting STEAP1 Is a Promising Strategy for

Treating mCRPC"*2

Due to its cell surface expression and role in disease progression, therapies that target STEAP1 are being investigated in
clinical trials."?

XmADb® Bispecific Antibodies™

» Investigational XmAb® bispecific antibodies™ are designed to bind simultaneously to STEAP1 on tumor cells and
CD3 on cytotoxic T cells'™"”

Antibody-Drug Conjugates (ADCs)

« Investigational ADCs are designed to bind extracellular STEAP1 and deliver cytotoxic
agents into tumor cells'®
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Several modalities, including XmAb® bispecific antibodies,” are being investigated K -
to target STEAP1 for treating mCRPC'"'7-° ‘
v . l.

“XmADb® is a registered trademark of Xencor, Inc.
CD, cluster of differentiation.




Key Takeaways

»  mCRPC remains an incurable and difficult to treat form of prostate cancer’

»  STEAP1 is a membrane protein that is overexpressed in > 80% of prostate cancers, representing a attractive target
for treating mCRPC'"'3

»  Several modalities are being investigated to target STEAP1'""
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