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U.S. FDA Approves XTANDI® (enzalutamide) for the Treatment of Men with NonMetastatic Castration-Resistant Prostate Cancer (CRPC)
First and Only Oral Treatment FDA-Approved for Both Non-Metastatic and Metastatic

CRPC

July 13, 2018 02:30 PM Eastern Daylight Time

TOKYO & NEW YORK-(BUSINESS WIRE)--Astellas
Pharma Inc. (TSE: 4503, President and CEO: Kenji Yasukawa, Ph.D., “Astellas”) and Pfizer Inc. (NYSE: PFE) today announced the U.S. Food and
Drug Administration (FDA)
approved a supplemental New
Drug Application (sNDA) for
XTANDI® (enzalutamide), following FDA Priority Review
designation, based on results
from the Phase 3 PROSPER
trial. The FDA action broadens
the indication for XTANDI to
men with castration-resistant
prostate cancer (CRPC), now
including men with nonmetastatic CRPC. This approval makes XTANDI the first and
only oral medication FDAapproved for both nonmetastatic
and
metastatic
CRPC. XTANDI was first approved by the FDA in 2012 for
the treatment of patients with
metastatic CRPC who had previously received docetaxel, and
was granted approval in 2014
for chemotherapy-naïve men
with metastatic CRPC.

“XTANDI is a standard of care
in the treatment of men with
metastatic CRPC and has been
prescribed to more than 250,000
men worldwide since its initial
approval in 2012. The expanded
indication based on the PROSPER data builds on the body of
evidence for XTANDI.”
Tweet this
"With today’s approval, there is
now a new option for men with
non-metastatic CRPC, who are
in between the failure of androgen deprivation therapy resulting
in CRPC and the onset of metastatic disease,” said Jonathan
Simons, M.D., Prostate Cancer
Foundation President and CEO.
“As a foundation that drives research aimed at improving patient outcomes, it is exciting to
see approvals like this, which
are vital to help address unmet
patient needs.”
The updated label is based on
results from the Phase 3 PROSPER trial, which demonstrated
that the use of XTANDI plus
androgen deprivation therapy
(ADT) significantly reduced the
risk of developing metastasis or
death compared to ADT alone in

men with non-metastatic CRPC.
The median for the primary endpoint, metastasis-free survival
(MFS), was 36.6 months for
men who received XTANDI
plus ADT compared to 14.7
months with ADT alone
(N=1401; HR=0.29 [95% CI:
0.24-0.35]; p<0.0001). The most
common adverse reactions
(greater than or equal to 10%)
that occurred more frequently
(greater than or equal to 2%
over placebo) in XTANDI plus
ADT-treated patients were: asthenic conditions (40% vs 20%),
hot flush (13% vs 7.7%), hypertension (12% vs 5.2%), dizziness (12% vs 5.2%), nausea
(11% vs 8.6%) and fall (11% vs
4.1%). Grade 3 or higher adverse reactions were reported in
31 percent of men treated with
XTANDI plus ADT and in 23
percent of men treated with
ADT alone. Data from the
PROSPER study were presented
at the 2018 Genitourinary Cancers Symposium (ASCO GU) in
February and published in the
New England Journal of Medicine in June.
“Reducing the risk of disease
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progression is an important treatment goal in castration-resistant
prostate cancer, since the disease
becomes harder to treat as it advances,” said Andy Schmeltz,
global president, Oncology, Pfizer. “With XTANDI, men with
CRPC now have a clinically proven treatment option that reduces
the risk of metastasis. This approval delivers on the potential for
XTANDI to help men at an earlier
stage of the disease, and we are
continuing to evaluate the medicine in an extensive development
program across additional prostate
cancer populations.”
“This approval is important progress for men with CRPC, who
now have XTANDI as a treatment
option regardless of whether or
not they have detectable metastatic disease,” said Steven Benner,
M.D., senior vice president and
global therapeutic area head, Oncology Development, Astellas.
“XTANDI is a standard of care in
the treatment of men with metastatic CRPC and has been prescribed to more than 250,000 men
worldwide since its initial approval in 2012. The expanded indication based on the PROSPER data
builds on the body of evidence for
XTANDI.”
Pfizer and Astellas are committed
to helping patients access XTANDI by providing them with access
and reimbursement support resources regardless of their situation.
Patients
can
visit
www.XTANDI.com or call 1-855
-898-2634 to learn more.
PROSPER Trial Results
The Phase 3 PROSPER trial enrolled 1,401 patients with nonmetastatic CRPC. Patients were
randomized 2:1 and received either XTANDI plus ADT or placebo plus ADT (ADT alone). Data
in the updated XTANDI label

demonstrates that the use of
XTANDI plus ADT significantly
reduced the risk of developing
metastases or death compared to
ADT alone. The median for the
primary endpoint, MFS, was
36.6 months for men who received XTANDI compared to
14.7 months with ADT alone
(HR=0.29 [95% CI: 0.24-0.35];
p<0.0001).
The primary efficacy outcome
was supported by a statistically
significant delay in the time to
first use of new antineoplastic
therapy (TTA) for patients who
received XTANDI plus ADT
compared to those who received
ADT alone (median 39.6 months
vs 17.7 months; HR=0.21 [95%
CI: 0.17-0.26]; p < 0.0001).
Overall survival (OS) data were
not mature at the time of final
MFS analysis.
The most common adverse reactions (greater than or equal to
10%) that occurred more frequently (greater than or equal to
2% over placebo) in XTANDI
plus ADT-treated patients compared to the ADT alone patients
were: asthenic conditions (40%
vs 20%), hot flush (13% vs
7.7%), hypertension (12% vs
5.2%), dizziness (12% vs 5.2%),
nausea (11% vs 8.6%) and fall
(11% vs 4.1%). Grade 3 or higher adverse reactions were reported in 31 percent of men treated
with XTANDI plus ADT and in
23 percent of men treated with
ADT alone. In the study, 3.4 percent of patients in the XTANDI
plus ADT arm and 0.6 percent in
the ADT alone arm died from
adverse events. Discontinuations
with an adverse event as the primary reason were reported for
9.4 percent of patients treated
with XTANDI plus ADT vs 6
percent treated with ADT alone.
About Prostate Cancer

Prostate cancer is the second
most common cancer in men
worldwide.1 More than 164,000
men in the United States are estimated to be newly diagnosed
with prostate cancer in 2018.2 In
the European Union, the estimated number of new prostate
cancer cases in 2015 was
365,000.3
Castration-resistant
prostate
cancer (CRPC) refers to the subset of men whose prostate cancer progresses despite castrate
levels of testosterone (i.e., less
than 50 ng/dL).4 Non-metastatic
CRPC means there is no clinically detectable evidence of the
cancer spreading to other parts
of the body (metastases), and
there is a rising prostate-specific
antigen (PSA) level.5 Many men
with non-metastatic CRPC and a
rapidly rising PSA level go on
to develop metastatic CRPC.6
About
XTAN®
DI (enzalutamide) capsules
XTANDI (enzalutamide) is an
androgen receptor inhibitor indicated for the treatment of patients with castration-resistant
prostate cancer.
Important Safety Information
for XTANDI®
Warnings and Precautions
Seizure occurred in 0.4% of patients receiving XTANDI in
clinical studies. In a study of
patients with predisposing factors for seizure, 2.2% of XTANDI-treated patients experienced
a seizure. Patients in the study
had one or more of the following pre-disposing factors: use of
medications that may lower the
seizure threshold; history of
traumatic brain or head injury,
cerebrovascular accident or transient ischemic attack, Alzheimer’s disease, meningioma, or
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leptomeningeal disease from
prostate cancer, unexplained loss
of consciousness within the last
12 months, history of seizure,
presence of a space occupying
lesion of the brain, history of
arteriovenous malformation, or
history of brain infection. It is
unknown whether anti-epileptic
medications will prevent seizures with XTANDI. Advise
patients of the risk of developing
a seizure while taking XTANDI
and of engaging in any activity
where sudden loss of consciousness could cause serious harm to
themselves or others. Permanently discontinue XTANDI in
patients who develop a seizure
during treatment.

Ischemic Heart Disease In the
placebo-controlled
clinical
studies, ischemic heart disease
occurred more commonly in
patients on the XTANDI arm
compared to patients on the placebo arm (2.7% vs 1.2%).
Grade 3-4 ischemic events occurred in 1.2% of patients on
XTANDI versus 0.5% on placebo. Ischemic events led to
death in 0.4% of patients on
XTANDI compared to 0.1% on
placebo. Monitor for signs and
symptoms of ischemic heart
disease. Optimize management
of cardiovascular risk factors,
such as hypertension, diabetes,
or dyslipidemia. Discontinue
XTANDI for Grade 3-4 ischemic heart disease.

come pregnant.

Posterior Reversible Encephalopathy Syndrome (PRES) In
post approval use, there have
been reports of PRES in patients
receiving XTANDI. PRES is a
neurological disorder which can
present with rapidly evolving
symptoms including seizure,
headache, lethargy, confusion,
blindness, and other visual and
neurological disturbances, with
or without associated hypertension. A diagnosis of PRES requires confirmation by brain imaging, preferably MRI. Discontinue XTANDI in patients who
develop PRES.

Falls and Fractures In the placebo-controlled clinical studies,
falls occurred in 10% of patients treated with XTANDI
compared to 4% of patients
treated with placebo. Fractures
occurred in 8% of patients
treated with XTANDI and in
3% of patients treated with placebo. Evaluate patients for fracture and fall risk. Monitor and
manage patients at risk for fractures according to established
treatment guidelines and consider use of bone-targeted
agents.

Hypersensitivity reactions, including edema of the face
(0.5%), tongue (0.1%), or lip
(0.1%) have been observed with
XTANDI in clinical trials. Pharyngeal edema has been reported
in post-marketing cases. Advise
patients who experience any
symptoms of hypersensitivity to
temporarily discontinue XTANDI and promptly seek medical
care. Permanently discontinue
XTANDI for serious hypersensitivity reactions.

Embryo-Fetal Toxicity Safety
and efficacy of XTANDI have
not been established in females.
XTANDI can cause fetal harm
and loss of pregnancy when
administered to a pregnant female. Advise males with female
partners of reproductive potential to use effective contraception during treatment with
XTANDI and for 3 months after the last dose of XTANDI.
XTANDI should not be handled
by females who are or may be-

In the placebo-controlled study of
metastatic CRPC (mCRPC) patients taking XTANDI who previously received docetaxel, Grade 3
and higher adverse reactions were
reported among 47% of XTANDI
patients and 53% of placebo patients. Discontinuations due to adverse events were reported for
16% of XTANDI patients and
18% of placebo patients. In the
placebo-controlled study of chemotherapy-naïve mCRPC patients,
Grade 3-4 adverse reactions were
reported in 44% of XTANDI patients and 37% of placebo patients.
Discontinuations due to adverse
events were reported for 6% of
both study groups. In the placebocontrolled study of non-metastatic
CRPC (nmCRPC) patients, Grade
3 or higher adverse reactions were
reported in 31% of XTANDI patients and 23% of placebo patients.
Discontinuations with an adverse
event as the primary reason were
reported for 9% of XTANDI patients and 6% of placebo patients.
In the bicalutamide-controlled
study of chemotherapy-naïve
mCRPC patients, Grade 3-4 ad-

Adverse Reactions
The most common adverse reactions (≥ 10%) that occurred more
frequently (≥ 2% over placebo) in
the XTANDI patients from the
randomized
placebo-controlled
trials were asthenia/fatigue, decreased appetite, hot flush, arthralgia, dizziness/vertigo, hypertension, headache and weight decreased. In the bicalutamidecontrolled study, the most common adverse reactions (≥ 10%)
reported in XTANDI patients were
asthenia/fatigue, back pain, musculoskeletal pain, hot flush, hypertension, nausea, constipation, diarrhea, upper respiratory tract infection, and weight loss.
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verse reactions were reported in
39% of XTANDI patients and
38% of bicalutamide patients. Discontinuations with an AE as the
primary reason were reported for
8% of XTANDI patients and 6%
of bicalutamide patients.
Lab Abnormalities: In the two
placebo-controlled trials in patients with mCRPC, Grade 1-4
neutropenia occurred in 15% of
XTANDI patients (1% Grade 3-4)
and 6% of placebo patients (0.5%
Grade 3-4). In the placebocontrolled trial in patients with
nmCRPC, Grade 1-4 neutropenia
occurred in 8% of patients receiving XTANDI (0.5% Grade 3-4)
and in 5% of patients receiving
placebo (0.2% Grade 3-4).
Hypertension: In the two placebo
-controlled trials in patients with
mCRPC, hypertension was reported in 11% of XTANDI patients
and 4% of placebo patients. Hypertension led to study discontinuation in <1% of patients in each
arm. In the placebo-controlled trial in patients with nmCRPC, hypertension was reported in 12% of
patients receiving XTANDI and
5% of patients receiving placebo.
Drug Interactions
Effect of Other Drugs on
XTANDI Avoid strong CYP2C8
inhibitors, as they can increase the
plasma exposure to XTANDI. If
co-administration is necessary,
reduce the dose of XTANDI.
Avoid strong CYP3A4 inducers as
they can decrease the plasma exposure to XTANDI. If coadministration is necessary, increase the dose of XTANDI.
Effect of XTANDI on Other
Drugs Avoid CYP3A4, CYP2C9,
and CYP2C19 substrates with a
narrow therapeutic index, as
XTANDI may decrease the plasma exposures of these drugs. If

XTANDI is co-administered with
warfarin (CYP2C9 substrate), conduct additional INR monitoring.
Please see Full Prescribing Information for additional safety information.
About the Enzalutamide Development Program
Pfizer and Astellas are collaborating on a comprehensive development program that includes studies
of enzalutamide across the full
spectrum of advanced prostate cancer. Ongoing studies of enzalutamide in prostate cancer include the
ARCHES trial in metastatic hormone-sensitive prostate cancer and
the EMBARK trial in nonmetastatic hormone-sensitive prostate cancer.
About Astellas
Astellas Pharma Inc., based in Tokyo, Japan, is a company dedicated
to improving the health of people
around the world through the provision of innovative and reliable
pharmaceutical products. For more
information, please visit our website at https://www.astellas.com/en.
About Pfizer Oncology
Pfizer Oncology is committed to
pursuing innovative treatments that
have a meaningful impact on people living with cancer. Our growing pipeline of biologics, small
molecules, and immunotherapies is
focused on identifying and translating the best scientific breakthroughs into clinical application
for patients across a diverse array
of solid tumors and hematologic
cancers. Today, we have 10 approved oncology medicines and 14
assets currently in clinical development. By maximizing our internal
scientific resources and collaborating with other companies, government and academic institutions, as
well as patients and non-profit and

professional organizations, we
are bringing together the
brightest and most enterprising
minds to take on the toughest
cancers. Together we can accelerate breakthrough treatments
to patients around the world
and work to redefine life with
cancer.
About the Pfizer/Astellas Collaboration
In October 2009, Medivation,
Inc., which is now part of Pfizer (NYSE:PFE), and Astellas
(TSE: 4503) entered into a
global agreement to jointly develop and commercialize enzalutamide. The companies
jointly commercialize XTANDI in the United States and Astellas has responsibility for
manufacturing and all additional regulatory filings globally, as
well
as
commercializing
XTANDI outside the United
States.
Astellas
Forward-Looking
Statement
In this press release, statements
made with respect to current
plans, estimates, strategies and
beliefs and other statements that are
not historical facts are forwardlooking statements about the future
performance of Astellas. These statements are based on management’s
current assumptions and beliefs in
light of the information currently
available to it and involve known and
unknown risks and uncertainties. A
number of factors could cause actual
results to differ materially from those
discussed in the forward-looking
statements. Such factors include, but
are not limited to: (i) changes in general economic conditions and in laws
and regulations, relating to pharmaceutical markets, (ii) currency exchange rate fluctuations, (iii) delays in
new product launches, (iv) the inability of Astellas to market existing and
new products effectively, (v) the inability of Astellas to continue to effectively research and develop products
accepted by customers in highly com-
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petitive markets, and (vi) infringements of Astellas’ intellectual property rights by third parties.
Information about pharmaceutical
products (including products currently in development), which is included in this press release is not intended to constitute an advertisement or
medical advice.
Pfizer Disclosure Notice
The information contained in this
release is as of July 13, 2018. Pfizer
assumes no obligation to update forward-looking statements contained in
this release as the result of new information or future events or developments.
This release contains forwardlooking information about XTANDI®
(enzalutamide) and an expanded indication in the U.S. to include men
with
non-metastatic
castrationresistant prostate cancer, including
their potential benefits, that involves
substantial risks and uncertainties
that could cause actual results to differ materially from those expressed
or implied by such statements. Risks
and uncertainties include, among
other things, uncertainties regarding
the commercial success of XTANDI
in the expanded indication; the uncertainties inherent in research and
development, including the ability to
meet anticipated clinical trial commencement and completion dates and
regulatory submission dates, as well
as the possibility of unfavorable clinical trial results, including unfavorable new clinical data and additional
analyses of existing clinical data; the
risk that clinical trial data are subject
to differing interpretations, and, even
when we view data as sufficient to
support the safety and/or effectiveness of a product candidate, regulatory authorities may not share our
views and may require additional
data or may deny approval altogether; whether regulatory authorities
will be satisfied with the design of
and results from our clinical studies;
the risks associated with interim data;
whether and when drug applications
for any other potential indications for
XTANDI will be filed in any jurisdictions; whether and when regulatory authorities in any jurisdictions
may approve any such other applications, which will depend on the assessment by such regulatory authorities of the benefit-risk profile sug-

gested by the totality of the efficacy
and safety information submitted and,
if approved, whether XTANDI for any
such indications will be commercially
successful; decisions by regulatory
authorities regarding labeling, safety,
and other matters that could affect the
availability or commercial potential of
XTANDI; risks related to increasing
competitive, reimbursement and economic challenges; dependence on the
efforts and funding by Astellas Pharma Inc. for the development, manufacturing and commercialization of
XTANDI; and competitive developments.
A further description of risks and uncertainties can be found in Pfizer’s
Annual Report on Form 10-K for the
fiscal year ended December 31, 2017
and in its subsequent reports on Form
10-Q, including in the sections thereof
captioned “Risk Factors” and
“Forward-Looking Information and
Factors That May Affect Future Results”, as well as in its subsequent
reports on Form 8-K, all of which are
filed with the U.S. Securities and Exchange Commission and available at
www.sec.gov and www.pfizer.com.
______________________
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Our thanks to those
who help us continue
our outreach
Yavuz Birturk
Ken & Anna Brett
Robert & Marie Gauvreau
Frank Guido
Alan Kraus
Lawrence & Marie Van Vliet
In Honor of Walt Sutkowski
Thomas Donovan
In Memory of Yavuz
Birturk
Walt & Diane Sutkowski
A Special Thank you to:
Mid Hudson Valley FCU
for their generous donation
toward our newsletter
Prostate Cancer 101 is a
501 (c) (3) IRS approved
non-profit organization.
Your tax deductible
donations should be
mailed to:
Prostate Cancer 101
c/o Diane Sutkowski, Treasurer
8 Alcazar Avenue
Kingston NY 12401-4302
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In Memoriam
Yavuz Birturk

April, 1934-June, 2018

Lately, it seems, we are losing
more good friends, even though
they have lived what might be
considered
a long life,
we
still
miss them
and wish
their time
had been
longer.
Such is the
case with our long-time videographer/audio
guru,
Yavuz
Birturk. Some of you may remember him on the sidelines,
making sure there was an historical recording of the speakers
who came to special meetings
and then ensuring that the videos
were available to those who
could not attend. He came early
and stayed late and did it all willingly and beautifully.
Born in Turkey, he emigrated
with his parents to the USA
many years ago. His father had
the rank of general in the Turkish
army. Yavuz had great respect
for his father and mother and
much love for them both. He
was buried next to them in Stone
Ridge without ceremony, but in
the loving presence of friends.
He had no immediate family,
though he kept in touch with distant cousins in Turkey from the
Hagia Sophia days.
Yavuz was probably best known
as a professor at Ulster County
Community College teaching
electronics, where he gained the
respect and friendship of both
students and colleagues. One of
his friends, David, a former student, noted that each time Yavuz
got a new computer or some
such, he would give the older

one to him. His kindnesses were
done without fanfare, the way
they should be. Another friend
related that Yavuz purchased a
headstone for a woman he did
not know because he wanted to
be sure her life was noted and
her burial place memorialized.
Such was the caliber of the man.
Among his other attributes, Yavuz even became a ham radio
operator, call letters N1YB. If
he knew you had an interest in a
particular subject, he would
email articles and even drop off
a book or two, which led into a
conversation and then sometimes
he’d be asked to dinner at the
spur of the moment. We shared
many a lively night with Yavuz
and a few other PCa Board
members around our table and at
restaurants for celebrated speakers in years past. He may not
have said much, but what he did
was germane and sometimes humorous.
We’ll miss you, dear friend, and
the twinkle in your eye over a
shared bit of humor. Some may
have dismissed you, they missed
the boat for you added much to
many lives, our own included.
—————————————

Great articles (URL only)
for material that is a must
read but too large for the
PCa101 Newsletter!

2018 Prostrate Cancer
Patient Guide by the
Prostate Cancer Foundation. URL:

https://www.pcf.org/
guide/

Video explaining the science of proton generation/
therapy that you always
wanted to know about!
URL:
https://www.youtube.com/
watch?v=DFKAFXDguFo

We also note with sadness the
passing of long time members
from the inception of PCa101 in
1995 – Harvey Kronick, Joe Sullivan and Jay Wenk. We will
always be grateful for all they
did.
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Active Surveillance: Bringing Spouses on Board Not Always Easy
'It was not so hard ignoring the docs much harder to go against my wife'
by Howard Wolinsky, Contributing Writer, MedPage Today July 13, 2018

A man with early-stage prostate
cancer called a support group. He
was trying to get some help in deciding between active surveillance
and a prostatectomy. His wife had
cut him loose on the topic, saying
it was all up to him. She washed
her hands. The poor guy was lost.
The group gave him support he
desperately needed.
Choices about cancer or any other
deadly disease demand family
harmony for peace of mind. But
sometimes things go south.
I know a clinical psychologist diagnosed with advanced breast
cancer. Her long-time boyfriend, a
psychiatrist, dumped her after a
long relationship. He couldn't
handle the Big C. She was left to
mourn a dead relationship while
recuperating from a mastectomy
and coping with depression.
Men diagnosed with early- or intermediate-stage prostate cancer
may face some unexpected opposition if they are considering opting for active surveillance (AS) to
avoid the risks of surgery and radiation: their own spouses/
partners.
Their partners may question
whether it is worth the risk of living with a cancer versus a "cure"
with the risk of losing sexual and
urinary function.
In a recent article on an AS study,
the Washington Post told the story
of Clark Howard, an Atlanta radio
show host, who has been on AS
since he was diagnosed with early
-stage prostate cancer at age 53 in
2009. His doctors recommended

surgery. He wanted go with active
surveillance, "My wife thought I
was crazy and burst into tears," he
told the Post. "I have never seen her
scream and weep like that. She was
so mad."

rejecting a community urologist's
recommendation that I have an
immediate prostatectomy -- even
though I had a single core with a
millimeter of cancer scored as a
Gleason 6, a slow-growing cancer
unlikely to metastasize. The uroloAs part of planning for a meeting of gist said an OR slot was open the
prostate cancer patients on active following week.
surveillance in Iceland in 2019, I
have collected essays on the deci- Instead, I have followed the secsion process in opting for AS. Inev- ond opinion of a University Chicaitably, men describe how their part- go urologist armed with studies
ners react to the idea of bypassing from Canada that showed I likely
"a cure."
would see no change in my cancer
in a decade.
Mark Lichty, 69, a retired lawyer
and businessman from eastern My wife Judi, a retired librarian,
Pennsylvania, has been on AS for has been my rock on this, helping
13 years. He watched his father die me decide to take my chances on
a painful death from prostate can- AS and supporting me ever since.
cer. He was diagnosed with the dis- She's been to every consult and
ease only a few years later.
even sat in on my first two biopsies -- though we eventually deMultiple doctors urged Lichty to cided we didn't need that much
undergo a prostatectomy. "At the togetherness.
time if you did not have intervention, you went on watchful wait- Gerald Chodak, MD, PhD, an earing," he said. Watchful waiting typ- ly advocate of conservative apically meant that after prostate can- proaches to low- and intermediatecer was diagnosed, no treatment risk prostate cancer, said that if
was offered unless metastases ap- partners disagree with the patient,
peared.
it likely puts a strain on the relationship.
He said watchful waiting as a concept did not resonate with him, and Lichty joked that he and his wife
he was relieved when the notion of are "still married" and she is "a
active surveillance arrived on the source of balance and support."
scene.
Partners feel a tension between
But his wife, a nurse practitioner, life and death, on one side, and
thought AS was too risky and op- maintaining the ability to have
posed the decision initially. "It was erections and good urinary connot
so
hard ignoring the trol, on the other.
docs...much harder to go against my
wife," said Lichty, chairman of AS- Bill Manning, 65, an AS patient
PI.
for nine years from Southern California, focused on the central lifeI have been on AS since 2010 after
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and-death theme these couples
confront when they consider AS.
He said his wife Pam, an executive assistant, insisted initially that
AS "wasn't an option. This wasn't
something to play around with.
'Isn't your life more important than
some stupid little gland in your
crotch?' I was asked. Her feeling
was, why wouldn't you treat cancer?"
After agreeing to postpone judgment until Bill did further research, the Mannings agreed to
ignore the urologists' surgery recommendation and go with AS.
"Pam was 100% on board and
very supportive ever since," said
Manning, a videographer.
In his analysis, Chodak, a former
urology professor at the University of Chicago and medical advisor
to ASPI, said: "To be honest, the
partner certainly is thinking about
survival. She doesn't want to lose
her partner, and she's afraid that if
he chooses AS, he might have a
bad outcome. So she's frightened
and she's not supportive."
The majority of candidates for AS
go for definitive therapies.
Chodak thinks urologists have
fallen down on the job of informing patients -- straight, gay or
transsexual -- and their partners
about the risks of prostate surgery.
The patient-physician relationship
is more than a simple straight line.
There really is a third angle in this
mathematical problem. The patient-physician-partner relationship forms a three-dimensional
triangle, a dynamic pyramid of
fears and hopes and uncertainties.
As to the sexual issues with prostatectomies, Chodak said couples

need to consider that most
men who undergo the surgery
do not have normal erections
before surgery. Plus, some
men (fewer than 1%, but not
zero) die from the surgery.
Then, there are the stats on
AS: One-third of men on AS
will have cancers that progress and require "the cure,"
radiation or surgery. As many
as 15% become so anxious
about living with cancer, they
abandon AS for treatment.
Chodak said patients and partners need to learn the risks
from the involved physicians
so they can make informed
decisions. It's a matter of
knowing the risks and the patient's and partner's ability to
live with those risks.

Study Uncovers How Genetic Mutation Causes Aggressive Forms of Prostate
Cancer
August 2, 2018
by Iqra Mumal

A type of mutation in a single
nucleotide called rs11672691
plays a role in the development of aggressive prostate
cancer by increasing the levels of two genes, PCAT19
and CEACAM21, a study has
found.
The study, “Biology and
Clinical Implications of the
19q13 Aggressive Prostate
Cancer Susceptibility Locus,”
was published in the journal
Cell.

Chodak said financial advisors
do a better job of informing
their customers about the risks
of particular investments. "We Researchers have identified
should do at least as well in several risk factors involved
medicine," he said.
in the development of prosHoward Wolinsky is a medical
journalist and prostate cancer
patient based in the Chicago
area. Previous installments in
his "A Patient's Journey" blog
series can be found here.
Source URL: https://
www.medpagetoday.com/specialreports/apatientsjourney/74014?
xid=nl_mpt_morningbreak%
202018-0713&eun=g957619d0r&utm_source
=Sailthru&utm_medium=email&ut
m_campaign=MorningBreak_0713
18&utm_term=Morning%
20Break%20-%20Active%
20Users%20-%20180%20days

tate cancer, with genetic predisposition being one of the
leading causes.
Genome-wide
association
studies have implicated more
than 100 single nucleotide
polymorphisms (SNPs) — a
type of mutation that changes
a single DNA building
block — in prostate cancer
development.
In particular, recent studies
have identified the presence
of the SNP rs11672691 in
several cases of aggressive
prostate cancer. This SNP is
located within a gene called
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PCAT19, which creates a
type of RNA molecule
called a long non-coding
RNA that plays a role in
regulating the expression of
other genes.
However, the biological basis for the association between rs11672691 and prostate cancer development is
not known.
In this study, researchers at
the University of Oulu in
Finland set out to further
investigate the association
between rs11672691 and
the development of prostate
cancer in a group of 2,738
men diagnosed with prostate cancer.
As shown previously, they
observed a significant association between the presence of rs11672691 and the
aggressiveness of prostate
cancer, demonstrated by
high tumor stage, high levels of prostate-specific antigen (PSA) — a marker of
prostate cancer — and the
development of castrationresistant prostate cancer.
The researchers went on to
identify the mechanisms by
which rs11672691 was promoting cancer aggressiveness. Using nearly 1,000
prostate tissue samples from
three independent groups,
they found that rs11672691
was associated with the
high expression of two previously unknown prostate
cancer
genes, PCAT19 and CEACA

M21.
Using the CRISPR-Cas9 genome editing technique, researchers then determined
that rs11672691 plays a role
in directly increasing the expression
of
PCAT19 and CEACAM21.
“Landmark analysis using
CRISPR-Cas9 genome editing tool reveals that
rs11672691 genotype can
directly influence the expression of PCAT19 and
CEACAM21, and the phenotype of prostate cancer
cells,” Ping Gao, PhD, and
Ji-Han Xia, two co-first authors of the study, said in a
press release.
Furthermore,
researchers
showed that the presence of
a guanine (one of the four
bases that comprise DNA
sequences) at rs11672691
was associated with increased binding of HOXA2
— a transcription factor that
binds to genes and regulates
their expression.
As rs11672691 is present in
the PCAT19 gene, binding
of
HOXA2
to
the
rs11672691 region led to an
increase in levels of
PCAT19, which, in turn,
plays a role in increasing
expression of the CEACAM21 gene. This means
the guanine allele of
rs11672691 led to an increase in expression of
CEACAM21 via increased

expression of PCAT19.
“In particular, we find that
the risk G, guanine allele of
rs11672691 is associated with
elevated
expression
of
PCAT19 and CEACAM21,
as well as poor prognosis in
prostate cancer patients,” said
senior author Gong-Hong
Wei, PhD. “Rs11672691 G
allele enhances chromatin
binding of HOXA2, a novel
oncogenic transcription factor
with prognostic potential in
prostate cancer, and a transcriptional regulator of CEACAM21 and PCAT19. The
latter is a long noncoding
RNA gene.”
Researchers also determined
that
the
presence
of
rs11672691, as well as the
expression
of PCAT19 and CEACAM21,
have a synergistic effect on
predicting the relapse of prostate cancer and survival.
This highlights the potential
clinical utility of this SNP as
a risk stratification marker for
the management of prostate
cancer patients.
“This work shows that combined analyses of rs11672691
genotype and PCAT19 or
CEACAM21 expression improve prediction of prostate
cancer prognosis and progression, which may in particular
prove useful,” Wei said.
Source URL:
https://
prostatecancernewstoday.com/2018/08/02/
study-uncovers-genetic-mutation-causesaggressive-prostate-cancer/
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CMS Starts to Cover Broad Cancer DNA Tests, Boosting
Foundation, Thermo
Ben Fidler March19th, 2018

The Centers for Medicare &
Medicaid Services, which administers the federal Medicare
insurance program, will begin
covering FDA-approved diagnostic tests that scan tumors for a
range of genetic mutations. The
news is a boost for companies
like Foundation Medicine and
Thermo Fisher Scientific, who
are among the few firms with
such tests on the market.
Late Friday, the CMS said that,
going forward, it will start to reimburse for tests that use DNA
sequencing technology to map
the tumors of patients with advanced cancers once approved
by the FDA. Two of the alreadyapproved tests fitting this description are FoundationOne
CDx, from Cambridge, MAbased Foundation, and Oncomine Dx Target Test, from
Waltham, MA-based Thermo
Fisher Scientific (NYSE: TMO).
FoundationOne CDx looks for
324 cancer-related alterations in
patients’ DNA. Foundation
amasses a report based on the
results and sends it to doctors,
who use the data to suggest possible treatments. Oncomine detects 23 genetic alterations associated with non-small cell lung
cancer.
From now on, CMS will also immediately cover tests cleared by
the FDA as companion diagnostics, as long as there are approved drugs on the market that
clinicians can direct their pa-

tients to as a result. Doctors
use companion diagnostics to
select which drug to use to
treat a patient. These tests
look for mutations in a patient’s tumor that are specifically targeted by certain
drugs.
Medicare patients with either
stage 3 or stage 4 metastatic,
recurrent, relapsed, or refractory cancers are now eligible
to have an FDA-approved tumor sequencing test covered.
Repeat tests will be covered
only when a clinician makes
a “new primary diagnosis of
cancer” according to CMS’
statement.
Foundation’s test is cleared
by CMS for patients with all
solid tumor types. Oncomine
is currently restricted to late
stage lung cancer patients,
but Thermo is trying to expand its use in other solid tumor types, such as the rare
bile duct cancer cholangiocarcinoma, as well, according
to Thermo director of public
relations Mauricio Minotta.
Foundation’s test can only be
administered at its lab, while
Thermo’s can be given at certified labs across the country,
he says.
“We want cancer patients to
have enhanced access and expanded coverage when it
comes to innovative diagnos-

tics that can help them in new
and better ways,” said CMS
Administrator Seema Verma,
in the statement. “That is why
we are establishing clear
pathways to coverage, while
at the same time supporting
laboratories that currently
furnish tests to the people we
serve.”
The FDA in November approved FoundationOne CDx
as a companion diagnostic for
15 targeted cancer therapies,
among them the lung cancer
drugs osimertinib (Tagrisso)
and crizotinib (Xalkori), the
ovarian cancer treatment
rucaparib (Rubraca), and the
breast
cancer
medicines
trastuzumab (Herceptin) and
pertuzumab (Perjeta). Foundation will begin selling the
test commercially by the end
of March. The company hasn’t announced a list price for
the test, but another one of its
tests, FoundationOne, costs
$5,800.
Susan Hager, Foundation’s
senior vice president of corporate communications, says
the company anticipates
FoundationOne CDx being
reimbursed “at or above
$3,000” in 2018. Minotta
says CMS has yet to officially disclose how much it will
reimburse for Oncomine. The
price oncologists pay for Oncomine test depends on which
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lab—like LabCorp., for instance—they buy it from, but
Minotta declined to offer
more specifics.
Foundation has struggled for
years to win reimbursement
for its molecular profiling
tests—particularly
from
Medicare and Medicare Advantage, which accounts for
roughly 40 percent of its total tests in the U.S. Foundation began submitting claims
to Medicare in 2013, but a
payment backlog has grown
as it still has yet to be paid
for any of them. As of late
2016, Foundation hadn’t
been paid for over 26,000
tests for Medicare patients,
SEC filings show. The backlog has contributed to growing yearly losses for Foundation, even as its test totals
have climbed.
In 2017, physicians ordered
67,375 clinical tests from
Foundation in 2017, up 54
percent from 43,686 in 2016,
and revenue climbed to
$152.9 million in 2017 from
$116.9 million a year earlier.
Foundation still posted a
$165.1 million net loss, compared to $113.5 million a
year earlier.
Still, important progress has
been made over the past year
by the developers of targeted
cancer medicines, which in
turn is helping secure important regulatory decisions
for the makers of cancer
DNA tests. The FDA approved Merck’s (NYSE:
MRK) immunotherapy pembrolizumab (Keytruda) in
May 2017 to treat patients

with a particular mutation,
regardless of where their tumor originated. Agios Pharmaceuticals (NASDAQ: AGIO)) won FDA approval of
enasidenib (Idhifa), a drug
for people with acute myeloid
leukemia and a specific genetic mutation. Loxo Oncology (NASDAQ: LOXO) is
close to completing an approval application for a drug,
larotrectinib, that targets a
genetic alteration present in a
number of different cancers.
The more targeted therapies
that enter the market, the
more there might be a need to
test simultaneously for a
range of genetic alterations
with a diagnostic like FoundationOne CDx, rather than
looking for one mutation at a
time.
These steps, in turn, are starting to boost the developers of
the tests that use DNA sequencing techniques to scan
for many tumor alterations at
once. In 2017, the FDA approved Oncomine, FoundationOne CDx, and Memorial
Sloan Kettering Cancer Center’s MSK Impact, which detects mutations in 468 genes.
The agency also took steps to
speed the path to market for
these tests. It unveiled a new,
quicker approval path for test
developers, in which products
approved by a third-party reviewer—the New York State
Department of Health—don’t
have to undergo a separate
FDA review. And Foundation’s
application
went
through the “parallel review”

process, which led to both an
FDA approval and a simultaneous CMS coverage determination.
How all of this will impact payers remains to be seen. Broad tumor profiling tests are most commonly used in clinical studies
and major cancer centers, but
have faced pushback from commercial payers for a variety of
reasons. Foundation chief medical officer Vince Miller told
Xconomy last year that the hope
was parallel approval would be
“another catalyst,” because Medicare acceptance is “often a lever
with the third party payers.”
“As more health plans recognize
their value, further adoption of
these companion diagnostics will
follow—enabling patients to benefit from improved health outcomes and better efficiencies in
the cost of their treatments,” said
Joydeep Goswami, Thermo’s
president of clinical nextgeneration sequencing and oncology, in a statement.
Here’s more on Foundation, Oncomine, and the troubles cancer
DNA tests have had gaining
broader acceptance.
Ben Fidler is Xconomy's Deputy
Biotechnology Editor. You can e
-mail him at bfidler@xconomy.com
Source: https://
www.xconomy.com/
boston/2018/03/19/cms-starts-tocover-broad-cancer-dna-testsboosting-foundation-thermo/
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Notice to Members
If you have moved, have
a new email or phone or
no longer wish to receive
the newsletter, please let
us know.
It’s up to you to keep us
informed so we can keep
you informed.
Diane Sutkowski
845 331-7241
dsutkowski@hvc.rr.com

If you need or want to help:
PCa 101 Seminar
First Tuesday of every month
Fred Bell 845 338-1161
Fwbelljr@aol.com
Gene Groelle 419-5128
Gro226@aol.com
Website & Newsletters
http://prostatecancer101.org
Walt Sutkowski 331-7241
wsutkowski@hvc.rr.com

Programs
Arlene Ryan 338-9229
Aryan@hvc.rr.com
Diane Sutkowski
845 331-7241
dsutkowski@hvc.rr.com
Membership & Administration
Diane Sutkowski
845 331-7241
dsutkowski@hvc.rr.com
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