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In Reply Dr Rhinehart and colleagues raise an important and
controversial issue concerning the effect of thrombophilia on
the risk of recurrent venous thromboembolism. They were con-
cerned that the results of the PADIS-PE trial may be biased due
to the inclusion of patients with identified and unidentified
thrombophilia.

First, misclassification bias was avoided because throm-
bophilia testing was performed at the end of the study on stored
frozen blood samples taken on the day of randomization using
the same standardized laboratory techniques for all included
patients by technicians blinded to the study treatment allo-
cation.

Second, the frequency of thrombophilias was equally dis-
tributed between the 2 randomized groups and, as reported
in the article supplement, we found no heterogeneity of the
study treatment effect in subgroups of patients with and with-
out thrombophilia at 18 months (relative risk reduction of the
primary outcome, 90% in the 94 patients with thrombo-
philia, 70% in 255 patients without thrombophilia, and 77%
in all 371 patients). Therefore, our observation that an addi-
tional 18 months of warfarin therapy produced a major ben-
efit during the study treatment period is unlikely to be driven
by patients with thrombophilia.

We agree that thrombophilia screening in our study was
not exhaustive. Because blood samples were collected at
inclusion of patients while taking warfarin, we could not
measure protein C and protein S levels and lupus anticoagu-
lant. However, the prevalence of such abnormalities is
expected to be low (1% to 3% for each)1 and equally distrib-
uted between the 2 groups so that the treatment effect
observed at 18 months and at 42 months is unlikely to be
substantially affected.

We did not require systematic thrombophilia screening
before inclusion in the study. Systematic screening for
thrombophilias in patients with unprovoked venous throm-
boembolism is questionable because most thrombophilias
are not associated with a demonstrated independent
increased risk of recurrent venous thromboembolism in ran-
domized trials.2,3 This is particularly true for common throm-
bophilias (eg, heterozygous factor V Leiden or prothrombin
gene variant).2,3 The available relative risk estimates of recur-
rence associated with major thrombophilias appear to be
weak (relative risks of about 2).4

Clinical guidelines5,6 do not recommend systematic ex-
tensive thrombophilia screening for all patients with unpro-
voked venous thromboembolism, and, consistent with these

guidelines, some patients in the PADIS-PE trial did not have
previous extensive thrombophilia testing.
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Treatment Trends for Prostate Cancer
To the Editor Drs Cooperberg and Carroll highlighted a recent
increase in active surveillance for patients with low-risk pros-
tate cancer enrolled in the Cancer of the Prostate Strategic Uro-
logic Research Endeavor (CaPSURE) registry.1 However, the
study also demonstrated that radical prostatectomy contin-
ues to be the primary management strategy in patients with
low-, intermediate-, and high-risk disease during 2010-2013
and that the use of radical prostatectomy increased between
2005-2009 and 2010-2013 (with a concomitant decline in ra-
diation therapy) in patients with intermediate- and high-risk
disease.

These changes in management may be consistent with the
concept of treatment migration, in which the increase in radi-
cal prostatectomies in patients with higher-risk disease cor-
responds to the lower use of radical prostatectomy in pa-
tients with low-risk disease due to the increase in surveillance.
This raises the question whether the net number of prostatec-
tomies has declined.
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The increase in the use of radical prostatectomy for pa-
tients with high-risk disease was seen despite the National
Comprehensive Cancer Network guideline recommenda-
tions and mature randomized trial data demonstrating over-
all survival benefit for combination radiation and androgen de-
privation therapy vs androgen deprivation alone.2 In contrast,
surgery has not been directly compared in the contemporary
era with another treatment modality in patients with high-
risk disease in a prospective randomized fashion.

The spectra of CaPSURE trends reflect the rapidly evolv-
ing state of prostate cancer management and suggest that prac-
tice patterns are not always driven by new level 1 evidence but
may be subject to clinical intuition, conventional wisdom, po-
tential bias, and market forces. A wide variation in manage-
ment strategies based on physician specialty was shown for
patients with low-risk prostate cancer in a recent Surveil-
lance, Epidemiology, and End Results analysis.3

Collectively, these findings highlight the importance of evi-
dence-based practice, including multidisciplinary models of
care that support consensus guideline–directed manage-
ment and provide a forum for shared and informed patient de-
cision making.

Although multidisciplinary clinics may not be feasible or
cost-effective in many health care settings, they are effective
at shifting management strategies, including increased enroll-
ment in active surveillance.4 In the future, studies such as the
Prostate testing for cancer and Treatment (ProtecT) trial will
further inform the appropriateness of trends in management
for patients with localized prostate cancer.5
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In Reply The goal of our study was not to determine or imply
the optimal treatment for patients with high-risk prostate can-
cer, but rather to document changes in practice patterns, which

appear to be driven increasingly by cancer risk. This is good
news for patients who for years have faced well-documented
overtreatment and undertreatment.

We agree the overall rate of prostatectomy has remained
relatively constant, but stress that surgery is now being of-
fered more often to men more likely to benefit. Our data do
not allow inferences regarding the specific reasons driving de-
cisions between surgery and radiation therapy.

Drs Voog and Efstathiou cite a trial of androgen depriva-
tion therapy alone vs androgen deprivation therapy plus radia-
tion therapy1 as the best evidence supporting a role for local
therapy, rather than systemic therapy alone, for management
of patients with high-risk disease. We support this approach.

The trial, however, was uninformative with respect to the
question of radical prostatectomy vs radiation therapy. Fur-
thermore, the National Comprehensive Cancer Network guide-
line endorses both radiation therapy with androgen depriva-
tion therapy and radical prostatectomy with lymphadenectomy
for patients with high-risk disease.

The lack of contemporary trials randomizing men to radi-
cal prostatectomy compared with radiation therapy does not
imply that radiation therapy can be assumed superior. On the
contrary, multiple studies (recently reviewed2,3) performed in
a wide range of contexts have found cancer-specific and over-
all survival advantages (up to 3 fold) favoring radical prosta-
tectomy over radiation therapy as initial management. Al-
though these studies are of variable quality and not without
limitations, some reported prospective cohorts and used care-
ful risk adjustment procedures and thus cannot be rejected out
of hand.

With Voog and Efstathiou, we anticipate the results of the
ProtecT trial. However, the initial reports have indicated that
of the 1099 men randomized to radical prostatectomy or
radiation therapy, only 10% have prostate-specific antigen
levels of 10 ng/mL or higher, and just 2% have Gleason tumor
scores of 8 to 10.4 Therefore, the risk exists that, as with the
PIVOT trial,5 a null overall result may mask a true survival
difference among an underpowered high-risk subset of
patients.

Ultimately the debate between radical prostatectomy and
radiation therapy for high-risk prostate cancer may be a false
one. Historically, much of the evidence base and debate around
prostate cancer management has focused on low-risk dis-
ease, which, according to a growing consensus should be man-
aged preferentially with active surveillance rather than either
radical prostatectomy or radiation therapy. The result of this
skewed literature, together with the greater incidence of low-
risk disease, is that important truths regarding high-risk dis-
ease may have been obscured.

For high-risk prostate cancer, as for other aggressive ma-
lignancies, the best outcomes might be obtained through mul-
timodal treatment, and the questions should focus not on
which modality is best, but rather on optimizing sequences,
intensities, and timing and tailoring these to individual situ-
ations for patients.6

We agree with Voog and Efstathiou that men with high-
risk prostate cancer are best served in referral centers offer-
ing multidisciplinary care and, where applicable, given the op-
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portunity to participate in clinical research (both randomized
trials and high-quality cohort studies).
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CORRECTION

Incorrect References and Figure Caption Wording: In the Review entitled
“Evaluation and Treatment of Pericarditis: A Systematic Review,”1 published in
the October 13, 2015, issue of JAMA, there were incorrect references and figure

caption wording. On page 1502, in the first full paragraph, sixth line, reference
22 should be reference 23. On page 1503, in the Figure 4 caption, 13th line, the
word “increased” should not be included, and in the fifth line from the bottom,
“interventricular independence” should read “ventricular interdependence.” On
page 1504, in the last paragraph, first line, the citation to reference 23 should be
reference 51. In Table 2, the citations to references in column 1 should be as fol-
lows: for aspirin/nonsteroidal anti-inflammatory drugs, references 11 and 37; for
colchicine, references 1, 2, 13-18, and 37-40; for azathioprine, reference 41; for
intravenous immunoglobulins, references 42 and 43; and for subcutaneous
anakinra, references 44 and 45. On page 1506, reference 54 should be deleted;
current reference 53 should be reference 54, and the new reference 53 is Imazio
M, Brucato A, Maestroni S, et al. Prevalence of C-reactive protein elevation and
time course of normalization in acute pericarditis. Circulation. 2011;123(10):
1092-1097. This article was corrected online.

1. Imazio M, Gaita F, LeWinter M. Evaluation and treatment of pericarditis:
a systematic review. JAMA. 2015;314(14):1498-1506.
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Letters discussing a recent JAMA article should be submitted within 4
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will rarely be considered. Letters should not exceed 400 words of text
and 5 references and may have no more than 3 authors. Letters report-
ing original research should not exceed 600 words of text and 6 refer-
ences and may have no more than 7 authors. They may include up to 2
tables or figures but online supplementary material is not allowed. All
letters should include a word count. Letters must not duplicate other ma-
terial published or submitted for publication. Letters not meeting these
specifications are generally not considered. Letters being considered for
publication ordinarily will be sent to the authors of the JAMA article, who
will be given the opportunity to reply. Letters will be published at the
discretion of the editors and are subject to abridgement and editing. Fur-
ther instruc tions can be found at http:// jama.com/public
/InstructionsForAuthors.aspx. A signed statement for authorship crite-
ria and responsibility, financial disclosure, copyright transfer, and
acknowledgment and the ICMJE Form for Disclosure of Potential Con-
flicts of Interest are required before publication. Letters should be sub-
mitted via the JAMA online submission and review system at http:
//manuscripts.jama.com. For technical assistance, please contact
jama-letters@jamanetwork.org.

Section Editor: Jody W. Zylke, MD, Deputy Editor.
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