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Figure 4: GRP78 expression in androgen-starved
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t d in androgen responsive tumors on initial exposure to anti-androgen
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Although the precise role of GRP78 in the development of CR is unclear,
. . s - . increased GRP78 expression may confer a survival advantage through a number
« Pretreatment: Antigen retrieval with citrate buffer (pH=6), microwave 30 . pres may. 8¢ throug
) . . ) N of prospective courses, including its molecular chaperone functions, and
mm}ncs (s minutes high power, 1_5 minutes medium POW_C") Vs fsm Sugery inhibition of the apoptotic pathway [9]. Additional studies are currently being
* Primary antibody: Polyclonal anti-GRP78 (Santa Cruz Biotech) done to analyze GRP78 association with key signaling molecules during the
« Detection system: Three-step ABC Kit (Vector Laboratories) progression of CR. Analysis of these interactions can result in devising novel
« Counterstain: Hematoxylin therapies targeted towards GRP78 and GRP78-linked molecules for rational
therapeutic management of CR.

Materials and Methods

« Patient Population: Stages in the Development of CR
« Untreated group (n=164): Primary tumors from patients with pathological
stage T;N M, disease without pre-op androgen ablation therapy; expected to
respond to anti-androgen therapy
« Treated group (n=27): Primary tumors from patients with pathological stage
T;N M, disease with pre-op androgen ablation therapy (DES); considered
responsive to anti-androgen therapy; range of treatment 3 days to 20 weeks
« Castration-resistant group (n=28): Primary tumors from patients with
advanced prostate cancer resistant to hormone therapy

» Immunohistochemistry (IHC)

« Tissue: 5pum sections from formalin-fixed, paraffin embedded prostate cancer
tissue
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« Scoring Criteria
« Classification of tumors by:
« Intensity (1+, weak; 2+, moderate; 3+, strong)
« Percent of tumor cells (<50%, low; >50%, high) with positive GRP78
cytoplasmic immunoreactivity
« Presence of focal intense immunoreactivity (<5% of tumor cells with
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« Cell Line Model (IHC, Western Blot)
« Androgen responsive: LNCaP cells (express androgen receptor, AR) _ value was obtained using the logrank test Reddy M.m]}k; ME e ":;;‘j‘ Kt Lec S, il msimpeme o0
grown in medium supplied with fetal calf serum (FCS; androgen-rich) 1 L
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