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Androgen Receptor (AR) Signaling
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Resistance to Abl and Enza

[Tia



AR mMRNA Splice Variants (e.g. AR-V7)
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Full-Length AR (a.k.a. AR-FL)

Activation Function-1: Androgen (DHT)
Required for transcriptional activity Antiandrogens (AA)




AR Splice Variants T Lack LBD

CRPC contain variants which
lack the LBD

No current therapies can
inhibit because they work
through the LBD
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Modified AdnaTest (QIAGEN)

Detection of AR-V7 In CTC
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AR-V7 and Resistance to Abi/Enza

T ¢ AR-V7 Status
|

Negative
Positive

AR-V7(+): 0/18 =0%
(95%Cl: 0 - 19%)

AR-V7(-): 27/44 =61%
(95%Cl: 45 - 76%)

P < 0.001

Best PSA Response (% Change)

Antonarakis E&t al
NEJM2014:371:1028

— AR-V7 Negative
— AR-V7 Positive
Log Rank Test, P < 0.001

HR 12.7
(95%Cl 5.1 — 31.9)

HR 5.5
(95%CI 2.5 - 12.0)

Progression-Free Survival
Overall Survival

—— AR-V7 Negative

—— AR-V7 Positive
Log Rank Test, P < 0.001




Clinical Significance of Androgen Receptor Splice Variant-7
MmRNA Detection in Circulating Tumor Cells of Men With

Metastatic Castration-Resistant Prostate Cancer Treated With
First- and Second-Line Abiraterone and Enzalutamide
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