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of Medicine • Attending Physician, Division of Hematology & Oncology at Cedars Sinai Medical Center
eshaghian@compassionateoncology.org
The past decade has brought many
advances for the treatment of CRPC, or
MCRPC (metastatic CRPC). This includes
the remarkable approval of at least 5 novel
treatment options for these patients, who
are on hormone therapy, with progressing
disease. In previous years, we have called
them hormone refractory (or androgen
independent) prostate cancer patients:
• Novel anti-androgens: Abiraterone acetate (Zytiga)
& Enzalutamide (Xtandi)
• Second line chemotherapy: Cabazitaxel (Jevtana)
• Immunotherapy: Sipuleucel-T (Provenge)
• Radiopharmaceutical therapy: Radium-223 (Xofigo)
Although these agents have improved the progression free
survival & overall survival in CRPC patients, the disease
unfortunately still remains incurable. So, what does the
future hold for patients that have progressed past these novel
lines of therapies?
‘Novel’ – a term in medicine used to describe something
“new, different, or unusual.”
Attending conferences & meetings and exploring various clinical
journals & NCCN guidelines, the one common answer usually
is – enrollment in a clinical trial. Although, we fully support
enrollment in clinical trials, as a medical oncologist for almost
a decade, I have seen that such a route is not always an option
or desire for patients. Understandable information on trials is
also difficult for patients to find. (However, please see PAACT’s
corresponding article on current clinical trials using biomarkers –
Page 5 of this issue.) Still, if a trial isn’t a reasonable option, what
else is left for an oncologist and patient to do? One answer that
I have found in our clinic is individualized biomarker driven
oncology treatment based on novel molecular tests that may
help guide a personalized decision. Below, I will briefly discuss
and review a few such options that can be offered to patients.
One option would include, assessing for alterations in
the expression of the androgen receptor (AR). It has been
demonstrated that splice variant AR-V7 predicts a likely low
response rate to androgen pathway therapies (REF). Additionally,
such a finding might even imply the transition to a distinct new

more aggressive histology, which is now termed: intermediate
atypical carcinoma (IAC). Prior to this new classification, tumors
were traditionally classified as adenocarcinoma or small cell
cancer. Although no standard therapy has yet to be established
for the treatment of IAC tumors, it would not be unreasonable
to consider treatment with chemotherapy (possibly a platinum
based chemotherapy regimen) – instead of pursuing additional
anti-androgen treatment options.
FROM PAACT: NOTE - The AR-V7 blood
test recently became available for mCRPC
(metastatic castrate-resistant PC) patients only through Johns Hopkins. MCRPC
patients should ask and make sure they are
eligible for the AR-V7 blood test. They should also ask about
cost, insurance, turnaround time, and how to get their blood
drawn locally to be sent to Johns Hopkins. Contact Katie
Beierl at Johns Hopkins - molecularpathresults@jhmi.edu.
For more detailed information, call PAACT at (844) PAACT 4U.
Additionally, an image guided biopsy (usually bone or lymph
node) can be pursued with the help of a skilled radiologist.
The tissue sample can then be tested for a possible novel
targeted pathway. For many patients, this would also be their
first biopsy since being diagnosed with prostate cancer –
sometimes many decades ago and the pathology of a patient’s
tumor now can certainly be different than it was at the time of
their original diagnosis.
An example of testing for a novel pathway would be assessing
for BRCA1 and/or BRCA2 mutations that tend to predict
a more aggressive phenotype of disease; but, one that might
demonstrate response to novel poly (adenosine diphosphateribose) polymerase (PARP) inhibitors. Although these
mutations are rare (estimate <5% of MCRPC patients will
harbor a BRCA1 or 2 mutation), such a finding can lead
to a novel approach of therapy with a possible prolong
response to treatment.
There are various labs that can offer such personalized genomic
analysis. A reputable lab we have come to rely on in our clinic
(COMG) to analyze a comprehensive genomic profile for our
patients is: FoundationOne (www.foundationone.com). Please
visit their website for more information and details about their
various testing options. This test is normally covered by most
insurance carriers and has a turnaround time of 2 weeks.
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Finally, more and more serum liquid biopsies are becoming
commercially available in the clinic and might one day replace
the need for invasive biopsies. These liquid biopsies can possibly
also identify a potentially novel targeted signal pathway, which
can lead to the utilization of an individualized treatment plan.
Again there are various labs that offer such services and one that
we have become most familiar with has been the Guardant360
(www.guardanthealth.com). Again, please visit their website
for additional information and testing options. This test is also
usually covered by most insurance plans and has a turnaround
time of approximately 1 week.
As most readers like to end with a real life case example, I will
briefly review a recent case example at Compassionate Oncology
Medical Group (COMG) utilizing such methods:
Case Report - JM: 66-year-old male with no significant
medical problems.
• 2001: Diagnosed at age 50 with Gleason 3+4 prostate
adenocarcinoma, PSA 2.9. He underwent radical
prostatectomy. PSA was 0 post-operatively and surgical
margins were free of cancer.
• 2004: Biochemical (PSA) recurrence and underwent salvage
radiation therapy followed by androgen deprivation therapy
(hormone therapy).
• 2006: Castrate resistant & established care at COMG with
Dr. Bob Leibowitz. By 2009 had progressive bone metastasis
& was treated with Dr. Bob’s three-prong therapy including:
Taxotere/Emcyt /Carboplatin (TEC) x5-cycles + Triple
Hormone Blockade x9-months.
• 2011-15: Zytiga (2011-12), Xtandi (2012-13), Jevtana x21cycles (2013-15). Briefly treated with Cometriq and then did
not qualify for any clinical trials. He deferred Xofigo given
rapidly rising PSA (194) & CTC (158) with progressing &
symptomatic (painful) bone metastasis.
• 2015: Bone biopsy done & sent to FoundationOne
that demonstrated BRCA -2 positivity. Some extensive
paperwork granted compassionate approval through FDA
(read more below) of Lynparza (olaparib) and he has been
on oral Lynparza daily since October 2015. Since then, bone
pain has resolved and PSA (94) & CTC (1) are decreasing,
and follow up is continuing. He continues to work daily
and lives an active lifestyle.

Lynparza (olaparib) is not currently available
commercially for prostate cancer in the U.S. There is
presently one clinical trial in Europe - See page 5.
*Trial info is constantly changing.
Check www.ClinicalTrials.gov for latest info.
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In conclusion, the future continues to hopefully look more
promising for patients with MCRPC and more personalized
therapies are likely in the landscape for a select group of patients.
This article is not meant to be an endorsement for any one test
or lab and is meant to serve as a review for the reader, which will
hopefully start a conversation with their own personal oncologist
&/or physician about what individualized biomarker driven
therapies might be available for them, like the AR-V7 blood test,
and BRCA 1 or 2 – if ever needed. If I can be of any assistance,
please feel free to contact me via phone (310)229-3555 or email
(eshaghian@compassionateoncology.org).
REF: Antonarakis E., et al: AR-V7 and Resistance to Enzalutamide and
Abiraterone in Prostate Cancer. NEJM 2014; 371:1028-1038

ABOUT COMPASSIONATE
USE / EXPANDED ACCESS
THROUGH FDA
Jan Manarite, VP of Advocacy & Education
The Expanded Access program through the FDA has more
than one section or approach. One of those sections is for
an individual patient to receive an individual drug, called
IND (single patient investigational new drug.) There is a fair
amount of time and paperwork required to work through
this IND program, so an advocate may be helpful.
Per the FDA website, these are a few of the things that must
apply for a patient to be eligible for Compassionate Use with
IND:
“Participation
• The patient and his or her licensed physician must both be
willing to participate.
• The patient must:
- Have a serious or immediately life-threatening disease
or condition;
- Have no comparable or satisfactory alternative therapy
to diagnose, monitor, or treat the disease or condition;
and
- Be unable to obtain the investigational drug under
another IND or to participate in a clinical trial.”
For more information on the process for Expanded
Access or IND call the FDA’s Office of Health and
Constituent Affairs at (301) 796-8460 or
email deborah.miller@fda.hhs.gov

