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Clinical Case
Breast Cancer Screening
Commentaries by Heidi Malm, PhD, and Gerald W. Chodak, MD,
and by Antonella Surbone, MD, PhD
Mr Jones, a 49-year-old accountant, visited Dr Seelinn, a urologist, for the first time. Mr
Jones’s sister had been treated for ovarian cancer and his mother had a history of breast
cancer. While his sister was receiving treatment for her cancer, her physician
recommended that the entire family be screened for breast cancer 1 and 2 (BRCA1 and
2) mutations, and Mr Jones agreed to have this test.
Several weeks after the test, Mr Jones learned that he tested positive for a mutation and
was sent a form letter stating that “men with this mutation have a 6 percent chance of
developing breast cancer and a 7 percent chance of developing prostate cancer before
age 70.” Concerned about his results, he went to see Dr Seelinn to find out what he
should do with this new information. As he handed Dr Seelinn the letter, Mr Jones
laughed and said, “If I had known the test wasn’t going to give me a definite yes or no
answer about whether I was going to get cancer, I wouldn’t have had it. I don’t know
anything more than I did before the test.”
Dr Seelinn is also unclear about what this reported risk of prostate cancer means. Does
it mean biopsy-proven prostate cancer (which may be unlikely to progress if diagnosed
in his late 60s)? Or does it refer to the risk of advanced prostate cancer that would
present with symptoms? He’s not even sure if this letter means that Mr Jones is at a
higher or lower risk of prostate cancer than men without the mutation.
Seeking to provide Mr Jones with some guidance and more information, Dr Seelinn
performed a urologic history and a thorough physical exam, including a breast exam and
a digital rectal exam (DRE) of the prostate. All of these were normal. Dr Seelinn also
ordered a prostate-specific antigen test (PSA) even though he didn’t expect to find
anything abnormal in the results.
After Mr Jones left, Dr Seelinn wondered whether finding out about his genetic
alteration held any benefit for Mr Jones. Did Mr Jones really understand what a positive
test result would mean? Furthermore, what follow-up schedule is appropriate for Mr
Jones, who appears to be a healthy, 49-year-old man?
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Commentary 1
by Heidi Malm, PhD, and Gerald W. Chodak, MD
Though Socrates claimed that knowledge is good and ignorance, evil, this case shows
that a little bit of knowledge may be worse than none at all. The problems began when
Mr Jones’s sister’s physician (let’s call her Dr Protest) encouraged Jones and his siblings
to be screened for the BRCA1 and 2 genetic mutations. The encouragement came
without counseling (or even an offer to counsel) Jones and his siblings about the
outcomes of the test and the various risks and benefits of knowing whether one has the
mutations. Instead, by making a blanket recommendation for the screening, Dr Protest
led the Jones family to believe that taking the test would be good for them. After all,
why else would their sister’s trusted physician have recommended it, Mr Jones is likely
to have reasoned. So he signed the paperwork for the test believing, among other
things, that it would give him a definitive answer as to whether he would get cancer like
his sister and mother. If the test were positive, then he could vigilantly watch for the
first signs of cancer and start treatment early enough to be cured. If the test were
negative, he’d be safe from the disease and free from that worry. However, because
BRCA1 and 2 testing will tell him nothing of the sort, it is clear that Jones did not
understand what he was doing and thus could not have given truly informed consent to
the testing.
The preceding problem of consent would have been minimized had Dr Protest properly
counseled Jones about the outcomes, risks, and benefits of BRCA1 and 2 screening.
Alternatively, Dr Protest could have merely recommended that Jones speak to his own
physician about the possibility of testing and its risks and benefits. As an additional
safeguard, the lab that conducted the test might have offered Jones a brochure
explaining what the testing would and would not show and asked Jones to read the
brochure before signing his consent form.
Of course, neither option would guarantee that Jones truly understood what the test
could and couldn’t do for him. His fear of cancer, heightened by having both his sister
and mother suffer from it, coupled with society’s general presumption that screening is
beneficial, might have created in Jones an irrationally optimistic presumption about the
benefits of BRCA1 and 2 screening that standard counseling and a printed brochure
would not have overcome. That is, there is a fairly widespread belief in our society that
screening is good for people. The incorrect assumption is that simply finding a cancer
earlier is worthwhile when in fact screening is only beneficial if it lowers the morbidity
or mortality from the disease without causing undue harm. For diseases such as prostate
cancer, for example, there is currently no good scientific evidence that morbidity or
mortality is affected by screening, hence the inadvisability of strongly recommending
routine screening. Still, the counseling and brochure would have gone a long way
toward meeting the objective of informing Jones sufficiently to consent to or decline
testing, and the counseling itself is a minimum standard that should be met by any
physician who recommends a screening test.
But the absence of true informed consent isn’t the only problem in the case. Even if Mr
Jones had understood that the genetic testing would only tell him about his statistical
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risk of getting cancer, the information provided in the form letter response was too
cryptic to be of any use and therefore was not beneficial. Did the stated 7 percent
chance of developing prostate cancer by the age of 70 mean the chance of developing
microscopic autopsy-proven prostate cancer? Or was it a risk of developing potentially
aggressive cancer eventually leading to symptoms that would affect Jones’s quality of life
and possibly his survival? And how does either alternative compare with men who lack
the mutation? An answer to this last question is needed in order to determine whether
the information gained from the genetic screening will make any meaningful difference
to future nongenetic screening—eg, PSA, DRE—and treatment recommendations.
Suppose that the 7 percent risk referred to the first alternative, Jones’s risk of
developing biopsy-proven but non-life-threatening prostate cancer. In this case, Jones
would seem to be at a lower risk than similarly aged men who lack the genetic mutation.
Autopsy studies have shown that by age 50, approximately 30 percent of all men in the
United States have microscopic evidence of prostate cancer, and that this percentage
increases to 50 percent by age 80 [1]. Yet the annual mortality rate for this type of
cancer is quite low. Thus, given that the majority of these cancers do not progress to the
point of adversely affecting the person’s life, it isn’t clear that learning one is at a
comparatively low risk of developing such a cancer is a benefit. Alternatively, suppose
the 7 percent refers to Mr Jones’s risk of developing potentially aggressive prostate
cancer sometime in the future. It still isn’t clear where this places him in comparison to
other men and thus whether it has any bearing on future screening and treatment
decisions. A 7 percent risk of developing prostate cancer before the age of 70 is not the
same thing as a 7 percent risk of dying from it: most men with prostate cancer die with
the disease and not from it. Further, if the vigilant search for this potentially aggressive
cancer leads to the detection and treatment of the much more statistically likely
microscopic cancer that would never progress to the point of adversely affecting Jones’s
life, then the information may even have made him worse off. In either case, it seems
that the information contained in Mr Jones’s form letter response did not provide a
meaningful benefit.
Furthermore, the minimal information in Mr Jones’s form letter led Dr Seelinn to
conduct and order other exams and tests, ostensibly to provide Mr Jones with the
guidance and information lacking in the letter. But this introduces a new version of the
first problem. Dr Seelinn ordered these tests and exams without talking to Jones about
their various risks and benefits. Thus Jones was once again denied the opportunity to
give true informed consent. In particular, Dr Seelinn ordered a PSA test without telling
Jones that the benefits and even usefulness of the test were controversial. To date, no
study has proven that asymptomatic men such as Jones live longer if testing is
performed, yet the harms of treatments performed in response to suspicious results and
diagnosed cancers include impotence and incontinence as known possible side effects.
Further, data from a recent study showed that no PSA value can be considered normal,
in the sense that some men with the lowest PSA levels will have a positive biopsy for
cancer [2]. Therefore, a major goal of PSA screening—definitively informing the patient
that he does not have the disease—is not currently possible. Had Mr Jones been told
these and other relevant facts, it is at least possible that he would have declined the
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screening. But he wasn’t given that option. And he was told nothing about the breast
cancer screening at all.
Perhaps Dr Seelinn thought that the additional testing was necessary to protect himself
from future legal liability. That is, it might be argued that, given our overly litigious
society, Dr Seelinn would risk being successfully sued if he failed to order the PSA
screen now and Jones were later found to have prostate cancer. But this argument is
faulty in a number of ways. First, the argument assumes that Jones would have been
better off finding a cancer now rather than later. But that assumption is controversial at
best, as discussed above. Second, the question isn’t whether Jones should or shouldn’t
have a PSA test, but whether Jones was given the information and opportunity to
decide for himself whether he wanted the test based on known facts about the
limitations of screening. Third, Dr Seelinn can limit his medical-legal liability by
properly documenting that he did in fact inform Jones of his options and the various
risks and benefits and then let Jones decide for himself. Finally, even if a
recommendation for screening has become part of the established standard of care in
Dr Seelinn’s community, the related legal doctrines of the respectable minority and 2
schools of medical thought would protect Dr Seelinn’s decision to not recommend the
test, as long as he informed Mr Jones of its availability. The details of these doctrines
vary among jurisdictions, but each generally serves to protect from malpractice liability
physicians who elect to pursue one of several recognized courses of treatment, even if
the elected course is not preferred by the majority. As one court stated, “where two or
more schools of thought exist among competent members of the medical profession
concerning proper medical treatment for a given ailment, each of which is supported by
responsible medical authority, it is not malpractice to be among the minority in a given
city who follow one of the accepted schools” [3].
In summary, the case at hand involves a series of missed opportunities for clear
communication and thus for true informed consent. Jones acted on the first
recommendation without knowing what it could and couldn’t do for him, and the
problems snowballed from there. Such an approach is unlikely to lead to optimal patient
care.
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Commentary 2
by Antonella Surbone, MD, PhD
“Future things: not our domain.
But in this today which unravels in front of us,
what shall we do?”
—Sophocles, Antigone
The case of Mr Jones illustrates how the many medical, psychological, ethical, and social
dimensions of genetic testing for cancer susceptibility are intertwined. This commentary
addresses the controversial medical aspects, summarizes briefly the main ethical
considerations raised by breast cancer (BRCA) testing in general, and looks at those
concerns as they relate to this case.
BRCA-Associated Risk of Prostate Cancer
Prostate cancer is the most common cancer in men and the second leading cause of
cancer mortality in men. In 2003, 220 900 new cases were diagnosed in the US, with 28
900 estimated deaths [1]. Approximately 40 percent of aggressive early onset prostate
cancers are linked to inherited factors and 5 percent of them to BRCA germline
mutations. BRCA1 and 2 mutations, first identified in association with hereditary breast
and ovarian cancer, disrupt DNA repair, which results in increased cancer susceptibility
in both women and men [2, 3].
Carriers of BRCA2 mutations seem to have a 5-fold increase in the risk of prostate
cancer, while BRCA1 carriers seem to have about half that risk [4]. The relative
penetrance of different BRCA mutations is still unknown, and contradictory clinical
findings have been reported, including a recent suggestion that only BRCA2 mutations
are associated with an elevated risk of prostate cancer [5]. Not all studies support the
association between early onset prostate cancer and BRCA mutations.
Screening and Follow-Up: Recommendations and Controversies
Despite the high incidence and mortality of prostate cancer and the availability of
different screening modalities, the efficacy of screening has been questioned. First,
empirical evidence is lacking from prospective randomized studies to prove that
screening for the mutation translates into a reduction of mortality from prostate cancer.
The morbidity and costs of overdiagnosis and overtreatment of well-differentiated or
localized tumors are cause for concern, as are the psychosocial “costs” [6, 7].
Currently, screening is recommended for men beginning at age 50 and consisting of
yearly DRE and measurement of serum PSA concentration, followed by biopsy if
necessary. These recommendations also apply to known male carriers of BRCA
mutations with screening possibly starting, instead, between the ages of 40 and 45 [8, 9].
A large ongoing trial known as IMPACT enrolls men aged 45-69 with a known germline
BRCA mutation in a screening program. This study aims to identify men with a high
risk of aggressive disease [4].
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Ethical Considerations Raised by BRCA Testing
The ethical implications of BRCA testing relate to (1) information and informed
consent; (2) rights and responsibilities of the individual, the family, the social
community, and the scientific community; (3) confidentiality and privacy; (4) possible
discrimination in life and health insurance, the work place, the process of adoption, and
access to education; (5) prenatal diagnosis and the risk of eugenics; (6) specific
ramifications of BRCA testing in minority and underprivileged populations; and (7)
justice and fairness in allocation of genetic resources [10, 11]. Not all of these concerns
come into play in the case of Mr Jones, but several do.
Information and genetic responsibility
Mr Jones’s sister’s physician requested that he undergo BRCA testing, most likely for his
and his family’s benefit. Mr Jones agreed to be tested, but subsequently expressed
doubts about his perceived lack of personal benefit from the testing, since his risk of
developing cancer remained uncertain. Two main ethical problems are involved in this
case: it seems that Mr Jones was not adequately informed of the limited predictive
power of BRCA testing, and he did not receive proper counseling before and after
testing.
Genetic information is complex and can be difficult to convey in lay terms. High-risk
subjects who are anxious and vulnerable may not fully absorb or understand the process
of genetic risk assessment in a single encounter and often overestimate the predictive
power of genetic testing. Informed consent should be part of an iterative process of
communication between the patient and the doctor and the other health care
professionals involved. In the case of genetic testing for cancer susceptibility, additional
pre- and post-test counseling is needed, given the complex repercussions of any
decision and of any result for the patient and his or her family. The literature on BRCA
testing shows that subjects who test negative in a high-risk family may suffer significant
psychosocial repercussions related to feelings of guilt and isolation that may also require
counseling [12].
Mr Jones’s case also raises the question of whether or not the healthy members of a
high-risk family should be encouraged to be tested for the good of other family
members. Most would agree that members of a high-risk family or community have
moral responsibilities toward other members that extend beyond their own personal
interest [13]. In clinical practice, we now often see scattered families coming together to
face the possible risk of being BRCA carriers, to help other members interested in their
family history gain more information, or just to “be there” for each other.
A high-risk individual may, however, refuse to be tested or refuse to reveal genetic
information—a shirking of individual genetic responsibility in the eyes of some [14].
Indeed, for almost any person at risk, the decision-making process is extremely
complex, and the physician’s role is to be nonjudgmental and to facilitate understanding
and communication among all family members. The physician’s responsibility vis-à-vis
genetic testing is, in fact, also expanding beyond duty to the individual patient to include
a duty toward his or her extended community. In the clinical setting it is often difficult
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to strike a balance between the rights of one person and the rights of other community
members.
Uncertainty and trust
As Mr Jones and Dr Seelinn realized with great concern, genetic testing precedes, in
most instances, the development of effective preventive and therapeutic measures. After
testing positive for BRCA, Mr Jones is left with many uncertainties about his future
risks and especially about what to do. His physician correctly chooses a strict clinical
and laboratory follow-up for Mr Jones. Yet Dr Seelinn does so in the face of major
medical uncertainties, which he seems to convey honestly to Mr Jones.
The uncertainty that follows many instances of genetic testing, as well as the concerns
related to potential social and ethical abuses of genetic knowledge, can be very
challenging for the patient-doctor relationship. This is especially true in the climate of a
patient-doctor relationship that has suffered from growing economic and legal pressures
and has come to resemble a marketplace exchange between provider and consumer. As
a result the role of trust in medicine has come under scrutiny [15, 16]. In my clinical
experience, persons involved in genetic testing often express a strong need to trust that
the experts are being truthful and also that they are willing and able to advocate on their
patient’s behalf. This need for trust extends beyond individual relationships to
institutions, policy makers, and the media [17].
Conclusion
Genetic knowledge may increase the sense of control over one’s life, but it may also
shed a dim light on one’s future, thus paralyzing the decision-making process. This is
the real quandary of genetic testing. We should listen to and respect our patients’
different perceptions of whether genetic information provides empowering knowledge
or is accepted as a sign of predestination [17].
The influence of genetics on our lives is likely to be much more limited than we tend to
believe [18]. Yet, knowing that one is a carrier of a genetic predisposition to cancer
involves risks that have a dramatic impact on a person’s life. Genetic risk, in fact, entails
not only the possibility of developing a future serious illness but also of being forever
“asymptomatically ill” in the absence of disease [19]. Mr Jones, for example, will be
subjected from now on to medical tests and possible interventions that may carry
substantial economic and emotional costs for him and for the community. He may also
experience the psychological and social consequences of being a BRCA mutation carrier
that may deeply affect the dynamics of his relationships.
The fundamental question posed by genetic testing is thus whether some degree of
knowledge about possible future events helps us or limits us. Genetic information does
not come at present with clear answers about what we should do. The worth of genetic
testing needs to be evaluated at the individual and community levels and to be balanced
against broader medical, psychological, social, and ethical considerations.
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