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COMMENTARY

Have we given up on a cure for ovarian cancer?

A Countercurrents Series? with S.A. Narod mp*

In December 2014, on the FORCE Web site, executive director
Sue Friedman, heralded a game-changing holiday gift for
people with BRCA mutations: “Today is alandmark for the
HBoc [hereditary breast and ovarian cancer] community” .
In an accompanying article 2, Lisa Rezende wrote about
the U.S. Food and Drug Administration (Fpa) decision to
approve olaparib for the treatment of recurrent ovarian
cancer in women with a BRCA1 or BRCA2 mutation:

The rpa has approved Lynparza [AstraZeneca,
Wilmington, DE, U.S.A.] (also known as olaparib)
totreatovarian, fallopian tube, and primary peri-
toneal cancer in women who carry mutations in
BRCAI or BRCA2, and who have received three or
more chemotherapy treatments. Lynparza is the
first pARP [poly ADP ribose polymerase] inhibitor
to be approved, and the first drug that requires
patients to undergo testing for a BRCA mutation
before they can receive it.

While the approval of Lynparza is a great
first step in treating cancers in BRCA mutation
carriers, much workremains. Lynparza has been
approved for use in ovarian cancer patients who
received three prior chemotherapies, making
it what is known as a “fourth line” drug. More
research is still needed to determine if pPArRP
inhibitors will work in other settings. Ongoing
clinical trials are enrolling patients with cancer
to answer these questions.

“Much work remains” is an understatement—akin to
saying that recurrent ovarian cancer is “difficult to treat.”
Notablein Rezende’s words, and in statements elsewhere in
the press, is that that no one says exactly how good olaparib
actually is. What does Rezende mean when she says that a
pARP inhibitor “works”—in the fourth-line ovarian cancer
setting or in any other setting?

Olaparib is approved only for women with recurrent
cancers who have received three or more lines of chemo-
therapy: that is, for those unfortunate women who are
already destined to die of their cancer. In no study that
I have seen does olaparib prevent women from dying of
cancer or even delay their death. It has been associated
with improvements in progression-free survival: that is,
when given either alone? or in combination with cisplatin
or carboplatin 4 to women who responded to platinum,
olaparib delayed cancer recurrence.

In the first study 3, in women with a BRCA mutation
and platinum-sensitive recurrent ovarian cancer, olaparib
prolonged the time to recurrence to 11.2 months from 4.3
months, but the median time to death was a stolid 34.9
months in the olaparib group compared with 31.9 months
in the control group (p = 0.19). In the second study*, in an
overall patient population, time to progression was 12.2
months in the chemotherapy plus olaparib group and 9.6
months in the chemotherapy-alone group. The difference
was greater in the BRCA-positive subgroup, but that group
was small (41 patients), and compared with women who
did not take olaparib, mutation-positive women who took
olaparib did not experience an extended time to death
(hazard ratio: 1.28; 95% confidence interval: 0.39 to 4.18;
p =0.69). Those important details are glossed over on the
FORCE Web site, which billsitselfas an information resource
for women with ovarian cancer.

We are in an optimistic season, but reality is sobering.
Since 1977, no increase has been achieved in the percent-
age of women who survive ovarian cancer. For practical
purposes, cure of ovarian cancer is well approximated by
12-year survival: In an Ontario study, only 1 of 309 patients
with ovarian cancer who survived for 12 years ultimately
died of the disease®, meaning that no rise in the cure rate
has been evident despite the improvements in 5-year sur-
vival, life expectancy, and median survival that accompa-
nied the introduction of platinums and taxanes. Ovarian
cancer is unusual because survival curves that separate at
5yearsinvariably come together at 10 years—regardless of
the drug used.

Itis a convenient property of non-proportional hazard
curves that they afford statisticians the opportunity to rep-
resent survival in almost any way they like. Progression is
not a surrogate for overall survival®. I can understand why
drug companies would choose metrics that present their
product in the most favourable light. I also understand why
a physician would want to relay prognosis in a way that
gives a patient hope, but I think that medical oncologists
should adhere to astandard thatis both high and consistent
with evidenced-based medicine.

The cost of olaparib is estimated to be $3000 per
month. In one risk analysis’, the cost of olaparib to extend
progression-free life by 1 year was $234,128 (the investi-
gators failed to factor in the fact that olaparib shortened
survival time from progression to death by an equal
amount). AstraZeneca is predicting $2 billion in annual
sales for Lynparza, which arose from discoveries made by
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Professor Steve Jackson’s Cancer Research UK-funded
team in Cambridge, and which has just been recom-
mended for January approval by the European Medicines
Agency: “Cambridge is getting closer to giving the world
a second blockbuster drug” 8. It is good that academia
should partner with industry in the development of
cancer drugs, but is it not a conflict of interest that the
Cancer Research UK-funded research team should be a
vocal partner in the marketing of a drug by supporting
disingenuous claims about its effectiveness? Does the
term “blockbuster” refer to the expected revenue or the
expected number of lives saved?

In another development, Myriad Genetics of Salt Lake
City, Utah, announced thatithad received approval from the
FDA for BRACAnalysis cpx to be used as the only companion
diagnostic in conjunction with AstraZeneca’s Lynparza:

BRACAnalysis cpx is Myriad’s first EbA-approved
companion diagnostic for use with a novel PArP
inhibitor.

“Myriad is excited to offer the first and
only Fpa-approved companion diagnostic for
Lynparza, which we believe opens a new door
in personalized medicine and represents a big
step forward in tailoring treatment for women
with ovarian cancer,” said Mark Capone, pres-
ident, Myriad Genetic Laboratories. “Less than
25 percent of ovarian cancer patients know their
germline BRCA status, which is critical for any
ovarian cancer patient who may be considered
for treatment with Lynparza.”

BRACAnalysis cpxis ahighlyaccurate molec-
ular companion diagnostic test that identifies del-
eterious or suspected deleterious mutationsin the
BRCAI and BRCA2 genes, using DNA obtained from
a blood sample. BRACAnalysis cbDx was proven
in clinical studies to effectively identify patients
with BRCA mutations who would be candidates
for Lynparza. The approval of BRACAnalysis cpx
demonstrates Myriad’s commitment to developing
companion diagnostics and is the culmination of
an intensive, multiyear scientific collaboration
with AstraZeneca to advance personalized med-
icine for women with ovarian cancer.

Until now, Thad no idea that it was necessary to obtain
FDA approval to perform a straightforward genetic test that
isbeing done without fanfare in dozens of geneticslabora-
tories worldwide. How is it that the information from other
laboratories is good enough to be used to decide on the
use of other drugs, such as platinum agents—or to decide
whether a woman should remove her breasts—but is not
good enough to support a decision to give olaparib? At the
2014 San Antonio Breast Cancer Symposium, Dr. Andrew
Tutt presented data (which extend our group’s previous
report from Poland !°) showing that carboplatin is a better
drug than doxorubicin for the treatment of metastatic
breast cancer in BRCA carriers ''. Will Myriad claim that
carboplatin can be given only if the genetic test is BRAC
Analysis cpx? The term “companion diagnostic” has a
friendlier ring to it than “accessory diagnostic” does.

The second drug touted for the treatment of ovarian
cancer, and one that is also the subject of a widespread lob-
bying effort, is bevacizumab. The cost for 9-cycle treatment
is approximately $35,000, and the drug should ideally be
given monthlyin women with recurrent ovarian cancer until
they progress. Bevacizumab doesn’t cure patients, or even
extend theirlifespan. The benefit of bevacizumab—Ilike that
of olaparib—is restricted to progression-free survival 213, In
one study'?, the average time from treatment to progression
was 14.1 months forwomen receiving bevacizumab and 10.3
months for women not receiving it. The average time from
treatment to death was 39.7 months for women receiving
bevacizumab and 39.3 months for women not receiving it.

“Maintenance therapy” is a term that has been ad-
opted by the medical oncology community to describe
the ongoing use of chemotherapy with the goal of lower-
ing the risk of recurrence after initial therapy. The term is
borrowed from chronic disease medicine—for example,
the use in hypertension and diabetes of drugs that are to
be taken by patients indefinitely. The paradigm is that, by
virtue of those drugs, medical conditions are transformed
from acute into chronic diseases. In some instances—for
example, diabetes and aips—the results have been spec-
tacular, and the term “maintenance therapy” is justified.
However, Ido not think it appropriate to suggest that ovar-
ian cancer has been turned into a “chronic disease” by a
drugthat does not extend survival. To adapt the paradigm
of “maintenance therapy” to the case of ovarian cancer, it
was necessary first to replace the endpoint of overall sur-
vival with that of progression-free survival.

Thereisno doubt thatincreasing progression-free sur-
vivalis worthwhile, butitis not the ultimate goal. Before the
introduction of chemotherapy, the hope was for a cure. In
his 1971 State of the Union address, U.S. president Richard
M. Nixon promised Americans that he would begin “an
intensive campaign to find a cure for cancer” . Cisplatin
and taxanes are important advances in the treatment of
ovarian cancer; however, given the fact that neither drug
boosts cure rates, oncologists have switched to describ-
ing benefits in terms of hazard ratios, p values, median
survival, and life expectancy. With the advent of olaparib
and bevacizumab, even those metrics are no longer ap-
plicable and—in the name of progress—oncologists again
widened the area between the goalposts to accommodate
progression-free survival 13,

It is unfortunate that women with recurrent ovarian
cancerarerarely cured. However, the curerate for advanced
ovarian cancer is 20%, and there is emerging evidence that
the rate can be improved by aggressive debulking surgery
followed by intraperitoneal chemotherapy 5. If scientists
and science funders continue to focus on drugs given at
end of life with the hope of extending progression-free
survival, the capacity of the oncology community to under-
take novel studies of adjuvant therapies with cure in mind
could diminish. In the case of olaparib, patient advocacy
groups, universities, drug companies, and commercial
genetics laboratories are all aligned in the quest to create
value for a drug that doesn’t prolong survival. Nixon did
not mince words. The goal of research in ovarian cancer is
to improve the cure rate, and we should not be distracted
from that goal.

e140

Current Oncology, Vol. 22, No. 3, June 2015 © 2015 Multimed Inc.



CONFLICT OF INTEREST DISCLOSURES
Thaveread and understood Current Oncology’s policy on disclosing
conflicts of interest, and I declare that I have none.

AUTHOR AFFILIATIONS
*Women's College Research Institute, Women'’s College Hospital,
Toronto, ON.

REFERENCES

1.

Friedman S. A Game-Changing Holiday Gift for People with
BRCA Mutations [blog post]. Tampa, FL: Facing Our Risk of
Cancer Empowered (FORCE); 2014. [Available at: http://www.
facingourrisk.org/get-involved/HBOC-community/BRCA-
HBOC-blogs/FORCE/uncategorized/a-game-changing-
holiday-gift-for-people-with-brca-mutations/; cited 17 April
2015]

Rezende L. FDA Approves the First PARP Inhibitor for Treat-
ment of Ovarian Cancer in BRCA Mutation Carriers [Web
pagel]. Tampa, FL: Facing Our Risk of Cancer Empowered
(FORCE); 2014. [Available at: http://www.facingourrisk.org/
research-clinical-trials/research-findings/lynparza.php;
cited 17 April 2015]

Ledermann J, Harter P, Gourley C, et al. Olaparib mainte-
nance therapy in patients with platinum-sensitive relapsed
serous ovarian cancer: a preplanned retrospective analysis
of outcomes by BRCA status in a randomised phase 2 trial.
Lancet Oncol 2014;15:852-61.

Oza AM, Cibula D, Benzaquen AO, et al. Olaparib combined
with chemotherapy for recurrent platinum-sensitive ovarian
cancer:arandomised phase 2 trial. Lancet Oncol 2015;16:87-97.
McLaughlin JR, Rosen B, Moody J, ef al. Long-term ovarian
cancer survival associated with mutationin BRCAI or BRCA2.
J Natl Cancer Inst 2013;105:141-8.

Venook AP, Tabernero J. Progression-free survival: helpful
biomarker or clinically meaningless end point? J Clin Oncol
2015;33:4-6.

Secord AA, BarnettJC, Ledermann JA, Peterson BL, Myers ER,
Havrilesky LJ. Cost-effectiveness of BRCAI and BRCA2 muta-
tion testing to target PARP inhibitor use in platinum-sensitive
recurrent ovarian cancer. IntJ Gynecol Cancer2013;23:846-52.

HAVE WE GIVEN UP ON A CURE FOR OVARIAN CANCER?, Narod

10.

11.

12.

13.

14.

15.

Quested T. AZ lines up second Cambridge blockbuster
drug. Business Weekly 2014; October 27:. [Available
online at : http://www.businessweekly.co.uk/news/
biomedtech/17728-az-lines-second-cambridge-block
buster-drug; cited 27 April 2015]

Myriad Receives FDA Approval of BRACAnalysis cpx as
Companion Diagnostic for Lynparza (olaparib) in Ovarian
Cancer Patients [press release]. Salt Lake City, UT: Myriad
Genetics; 19 December 2014. [Available online at: http://
investor.myriad.com/releasedetail.cfm?releaseid=888523;
cited 17 April 2015]

ByrskiT, DentR, Blecharz P, et al. Results of a phase 11 open-
label, non-randomized trial of cisplatin chemotherapy in
patients with BRCAl-positive metastatic breast cancer.
Breast Cancer Res 2012;14:R110.

Tutt A, Ellis P, Kilburn L, et al. The TNT trial: a random-
ized phase 111 trial of carboplatin (¢c) compared with
docetaxel (p) for patients with metastatic or recurrent lo-
cally advanced triple negative or BRCAI/2 breast cancer
(crUk/07/012) [abstract S3-01]. In: Program and abstracts
of the 2014 San Antonio Breast Cancer Symposium; San
Antonio, TX, U.S.A.; 9-13 December 2014. [Available on-
line at: http://www.abstracts2view.com/sabcsl4/view.
php?nu=SABCS13L_789; cited 17 April 2015]

Burger RA, Brady MF, Bookman MA, et al. on behalf of the
Gynecologic Oncology Group. Incorporation of bevaci-
zumab in the primary treatment of ovarian cancer. N Engl
J Med 2011;365:2473-83.

Perren TJ, Swart AM, Pfisterer J, et al. on behalf of the 1con7
investigators. A phase 3 trial of bevacizumab in ovarian
cancer. N Engl ] Med 2011;365:2484-96.

Nixon RM. Annual Message to the Congress on the State of
the Union. 22 January 1971. In: Peters G, Woolley JT. The
American Presidency Project [Web site]. Santa Barbara,
CA: The American Presidency Project; n.d. [Available at:
http://www.presidency.ucsb.edu/ws/2?pid=3110; cited
17 April 2015]

Rosen B, Laframboise S, Ferguson S, et al. The impacts of
neoadjuvant chemotherapy and of debulking surgery on
survival from advanced ovarian cancer. Gynecol Oncol
2014;134:462-7.

Current Oncology, Vol. 22, No. 3, June 2015 © 2015 Multimed Inc.

el41


http://www.facingourrisk.org/get-involved/HBOC-community/BRCA-HBOC-blogs/FORCE/uncategorized/a-game-changing-holiday-gift-for-people-with-brca-mutations/
http://www.facingourrisk.org/get-involved/HBOC-community/BRCA-HBOC-blogs/FORCE/uncategorized/a-game-changing-holiday-gift-for-people-with-brca-mutations/
http://www.facingourrisk.org/get-involved/HBOC-community/BRCA-HBOC-blogs/FORCE/uncategorized/a-game-changing-holiday-gift-for-people-with-brca-mutations/
http://www.facingourrisk.org/get-involved/HBOC-community/BRCA-HBOC-blogs/FORCE/uncategorized/a-game-changing-holiday-gift-for-people-with-brca-mutations/
http://www.facingourrisk.org/research-clinical-trials/research-findings/lynparza.php
http://www.facingourrisk.org/research-clinical-trials/research-findings/lynparza.php
http://www.businessweekly.co.uk/news/biomedtech/17728-az-lines-second-cambridge-blockbuster-drug
http://www.businessweekly.co.uk/news/biomedtech/17728-az-lines-second-cambridge-blockbuster-drug
http://www.businessweekly.co.uk/news/biomedtech/17728-az-lines-second-cambridge-blockbuster-drug
http://investor.myriad.com/releasedetail.cfm?releaseid=888523
http://investor.myriad.com/releasedetail.cfm?releaseid=888523
http://www.abstracts2view.com/sabcs14/view.php?nu=SABCS13L_789
http://www.abstracts2view.com/sabcs14/view.php?nu=SABCS13L_789
http://www.presidency.ucsb.edu/ws/?pid=3110

