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Background: The relationship between prostate-specific an-
tigen (PSA)-defined recurrence and prostate cancer—specific
mortality remains unclear. Therefore, we evaluated the hy-
pothesis that a short post-treatment PSA doubling time
(PSA-DT) after radiation therapy is a surrogate end point
for prostate cancer—specific mortality by analyzing two multi-
institutional databases. Methods: Baseline, treatment, and
follow-up information was compiled on a cohort of 8669
patients with prostate cancer treated with surgery (5918
men) or radiation (2751 men) from January 1, 1988, through
January 1, 2002, for localized or locally advanced, non-
metastatic prostate cancer. We used a Cox regression analy-
sis to test whether the post-treatment PSA-DT was a prog-
nostic factor that was independent of treatment received. All
statistical tests were two-sided. Results: The post-treatment
PSA-DT was statistically significantly associated with time to
prostate cancer—specific mortality and with time to all-cause
mortality (all P,,<.001). However, the treatment received
was not statistically significantly associated with time to
prostate cancer—specific mortality after PSA-defined disease
recurrence for patients with a PSA-DT of less than 3 months
(Pcox = -90) and for patients with a PSA-DT of 3 months or
more (P¢,, = .28) when controlling for the specific value of
the PSA-DT. Furthermore, after a PSA-defined recurrence,
a PSA-DT of less than 3 months was statistically significantly
associated with time to prostate cancer—specific mortality
(median time = 6 years; hazard ratio = 19.6, 95% confidence
interval = 12.5 to 30.9). Conclusion: A post-treatment PSA-
DT of less than 3 months and the specific value of the post-
treatment PSA-DT when it is 3 months or more appear to be
surrogate end points for prostate cancer—specific mortality
after surgery or radiation therapy. We recommend that con-
sideration be given to initiating androgen suppression therapy
at the time of a PSA-defined recurrence when the PSA-DT is
less than 3 months to delay the imminent onset of metastatic
bone disease. [J Natl Cancer Inst 2003;95:1376-83]

Although generally found in an asymptomatic patient with
prostate cancer, prostate-specific antigen (PSA)—defined disease
recurrence after initial therapy with radical prostatectomy or
external beam radiation therapy is considered to be treatment
failure (/) and often triggers the start of secondary therapy (2).
However, it remains unknown whether PSA-defined recurrence
is a surrogate end point for prostate cancer—specific mortality,
particularly for men with competing causes of mortality (3).

To identify patients for whom a PSA-defined recurrence is
likely to translate into death from prostate cancer, investigators
have tried to identify prognostic factors associated with the time
to documentation of distant disease recurrence (i.e., positive
bone scan) after PSA-defined recurrence. From these investiga-
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tions (4-8), one post-treatment clinical parameter, a short post-
treatment PSA doubling time (PSA-DT), was consistently found
to be statistically significantly associated with the time to distant
disease recurrence after PSA-defined recurrence.

Factors that were associated with the time to prostate cancer—
specific mortality after PSA-defined recurrence were then de-
termined. Specifically, D’ Amico et al. (9) evaluated the deter-
minants of time to prostate cancer—specific mortality after
PSA-defined recurrence in patients treated with radiation
therapy and found that, after a PSA-defined recurrence, patients
with a short post-treatment PSA-DT had an estimated prostate
cancer—specific mortality and an estimated all-cause mortality
that were nearly identical. These results confirmed the findings
of Sandler et al. (10) on the prognostic significance of a short
post-treatment PSA-DT. Thus, a short post-treatment PSA-DT
appeared to identify patients with PSA-defined recurrence after
radiation therapy who were at high risk for prostate cancer—
specific mortality.

In this study, we compiled baseline, treatment, and follow-up
data on 8669 patients treated with radical prostatectomy or ra-
diation therapy at multiple institutions throughout the United
States and assessed whether a short post-treatment PSA-DT after
radical prostatectomy or radiation therapy could serve as a sur-
rogate end point for prostate cancer—specific mortality.

PATIENTS AND METHODS
Patient Selection and Treatment

Patients in two multi-institutional databases, Cancer of the
Prostate Strategic Urologic Research Endeavor (/1) and the
Center for Prostate Disease Research (/2), containing baseline,
treatment, and follow-up information on 8669 patients treated
with radical prostatectomy (5918 men) or radiation therapy
(2751 men) between January 1, 1988, and January 1, 2002, for
clinical-stage T1c-4NX or NOMO (i.e., localized or locally ad-
vanced, non-metastatic) prostate cancer formed the study cohort.
An approved and signed Internal Review Board informed con-
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sent form was obtained on each patient before study entry. To be
eligible for this study, patients treated surgically were permitted
to have received up to 3 months of neoadjuvant androgen-
suppression therapy, given that the 5-year results of a random-
ized trial (13) have shown no statistically significant impact on
PSA outcome when 3 months of neoadjuvant androgen-
suppression therapy was added to radical prostatectomy. The
median age of the patients treated surgically or with radiation
therapy at the time of initial therapy was 64.5 years (range =
34.3-96.8 years) and 71.1 years (range = 43.7-92.8 years),
respectively. The pretreatment clinical characteristics of all pa-
tients stratified by the treatment received are shown in Table 1.

Staging

In all patients, the evaluation of stage involved a history and
physical examination including a digital rectal exam, determi-
nation of serum PSA level, and a transrectal ultrasound-guided
needle biopsy of the prostate; the Gleason score was determined
by histologic examination (/4). The prostate biopsy was gener-
ally performed transrectally with an 18-gauge Tru-Cut needle
(Travenol Laboratories, Deerfield, IL). Before 1996, patients
generally had a computerized tomographic scan of the pelvis and
a bone scan. After 1996, patients with a pretreatment PSA level
of less than 10 ng/mL and a biopsy Gleason score of 6 or less did
not generally undergo radiologic staging because of the less than
1% chance that these studies would reveal metastatic disease
(15). The clinical stage was obtained from the results of the
digital rectal examination and the 2002 American Joint Com-
mission on Cancer staging system (/6). Radiologic and biopsy
information was not used to determine clinical stage. PSA levels
were commonly measured with assays from Hybritech (San

Table 1. Distribution of pretreatment clinical characteristics of the 5918
patients treated surgically and the 2751 patients treated with radiation therapy
in the study cohort*

Clinical characteristic Surgery, % Radiation therapy, %
PSA level
<4 ng/mL 18 11
>4-10 ng/mL 58 45
>10 ng/mL 17 26
>20 ng/mL 8 19
Biopsy Gleason score
<6 74 61
7 21 26
8-10 5 13
2002 AJCC category
Tlc 40 32
T2a 33 29
T2b 20 20
T2c 4 8
T3a 2 8
T3b 0.1 2
T4 0.1 1
Age
<50y 4 1
50-59 y 28 7
60-69 y 55 37
70-74 y 12 31
75-19 y 1 20
=80y 0.3 4

*PSA = prostate-specific antigen; AJCC = American Joint Commission on
Cancer (16); age = age at the time of initial therapy. The two-sided x? test was
used to compare the distribution of pretreatment clinical factors between patients
treated surgically and with radiation therapy. All P, , values were less than .001.
Percentages may not sum to 100 because of rounding.
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Diego, CA), Tosoh (Foster City, CA), or Abbott Laboratories
(Chicago, IL).

Follow-up

The median follow-up for the entire study cohort of 5918
patients treated surgically and 2751 patients treated with radia-
tion therapy was 7.1 years (range = 0.5-14.3 years) and 6.9
years (range = 0.8-14.5 years), respectively; follow-up started
on the first day of treatment. Before PSA-defined recurrence, as
specified by the American Society for Therapeutic Radiology
and Oncology consensus criteria (17), patients generally had a
serum PSA measurement and digital rectal examination every
3 months after radiation therapy for 2 years, then every 6 months
for an additional 3 years, and then annually thereafter. The me-
dian follow-up after PSA-defined recurrence for the 611 patients
receiving radical prostatectomy and 840 patients treated with
radiation therapy who experienced a PSA-defined recurrence
was 4.1 years (range = 0.3-11.8 years) and 3.8 years (range =
0.3-12.0 years), respectively. Overall, there were 154 deaths,
110 of which were from prostate cancer. Determination of the
cause of death was made from death certificates.

Statistical Analysis

Calculation of the PSA-DT. Unlike patients treated surgi-
cally, patients treated with radiation therapy do not necessarily
have an undetectable PSA level (PSA<0.2 ng/mL) but often
have a finite nadir PSA level, typically less than 1.0 ng/mL
within 2 years after radiation therapy. Therefore, to be certain
that the magnitude of the PSA-DT would be the same for pa-
tients treated surgically and those treated with radiation therapy
who experienced the same absolute increase in PSA level, the
nadir PSA level was subtracted from the post-radiation PSA
level before the PSA-DT was determined. The PSA-DT was
calculated by assuming first-order kinetics and by using a mini-
mum of three PSA measurements, each separated by a minimum
of 3 months and each with a PSA increase of more than 0.2 ng/mL.
Therefore, the minimum PSA level that was used to calculate the
PSA-DT needed to be more than 0.2 ng/mL for all study pa-
tients. If a patient had one or two consecutive increases in his
PSA level from an undetectable PSA level (<0.2 ng/mL) after
surgery or from the PSA nadir after radiation therapy but before
salvage therapy was initiated, his PSA-DT could not be calcu-
lated; such patients were excluded from the analysis. An ex-
ample of the PSA measurements used to calculate the PSA-DT
for patients treated surgically and with radiation therapy follows.
If one assumes that serum PSA levels are obtained at 6-month
intervals and that a surgically managed patient has the following
consecutive 6-month PSA values of less than 0.2 (or 0), 0.3, 0.6,
and 1.2 ng/mL, then the PSA-DT is approximately 6 months.
If a patient treated with radiation therapy has the following
consecutive 6-month PSA values of 0.6 (nadir), 0.9, 1.2, and 1.8
ng/mL, then, without correcting for the nadir of 0.6, a PSA-DT
of approximately 12 months is obtained. However, if the PSA
nadir of 0.6 is subtracted from each post-radiation PSA value,
then the PSA-DT for patients treated surgically and with radia-
tion is the same.

Defining the PSA-DT for study. The PSA-DT (e.g., <12,
<6, <4, <3, or <2 months) selected for testing via Prentice’s
criteria (18) as a possible surrogate end point for prostate can-
cer—specific mortality in patients treated surgically or with ra-
diation therapy corresponded to the maximum PSA-DT that
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minimized the difference in estimates of prostate cancer—
specific mortality from the cumulative incidence plots (/9) and
estimates of all-cause mortality from the Kaplan—Meier plots
(20), as shown in Table 2. An additional test to identify the
candidate surrogate was the marginal proportion of the variation
in prostate cancer—specific mortality (27), calculated for differ-
ent PSA-DTs to ensure that the PSA-DT identified by compar-
ing the estimates of prostate cancer—specific mortality and of
all-cause mortality also maximized the marginal proportion of
the variation in prostate cancer—specific mortality explained by
the surrogate end point (mPVE). The 95% confidence intervals
(CIs) for the mPVE values were calculated by a bootstrapping
technique with 1000 replications (22).

Assessment of PSA-DT by Prentice’s criteria. Prentice’s
criteria (18) require that the surrogate end point be a prognostic
factor and that, when a patient achieves the surrogate end point,
the time to prostate cancer—specific mortality be independent of
the treatment received. These criteria were tested with a Cox
regression analysis (23). Because patients were not randomly
assigned to treatment arms, the Cox regression analyses were
also adjusted for factors that have been shown to be prognostic
and, therefore, could confound the analyses (24). These factors
included age (continuous variable) at the time of initial therapy,
pretreatment PSA level (continuous variable), biopsy Gleason
score (continuous variable, with integral values of 2—10, inclu-
sive), and the clinical tumor (T) category (16) (categorical vari-
able: Tlc [baseline], T2a, T2b, T2c, T3a, T3b, or T4). Specifi-
cally, we used a Cox regression analysis (23) to determine
whether the proposed surrogate end point violated the Prentice
criteria—that the surrogate end point be statistically signifi-
cantly associated with the time to prostate cancer—specific mor-
tality after PSA-defined recurrence but not be associated with
the initial treatment. To that end, we compared the categorical
variable of a PSA-DT of less than 3 months with the baseline
category of patients with a PSA-DT of 3 months or more and
compared treatments among those patients not in the baseline
category (i.e., those with PSA-DT <3 months) for their associa-
tion with time to prostate cancer—specific mortality after PSA-
defined recurrence. Age (continuous) at the time of PSA-defined
recurrence was also included in the analysis that evaluated time
to all-cause mortality after PSA-defined recurrence.

The impact of treatment and the specific value of the PSA-DT
on time to prostate cancer—specific mortality after a PSA-
defined recurrence was also assessed for patients with a PSA-DT
of 3 months or more. Specifically, a single Cox regression analy-
sis was used to compare the continuous variable of PSA-DT

of 3 months or more with the baseline category of patients with
a PSA-DT of less than 3 months and also compared the initial
treatment received among those patients not in the baseline
category (i.e., PSA-DT =3 months). Age (continuous) at the
time of PSA-defined recurrence was also included in the analy-
sis that evaluated time to all-cause mortality after PSA-defined
recurrence.

Further testing was performed to assess the proposed surro-
gate end point by determining the proportion of the treatment
effect that was explained by the proposed surrogate end point
(PTE) (25). Evidence to support Prentice’s criteria corresponds
to a PTE of 1.0, signifying that 100% of the treatment effect can
be explained by the proposed surrogate end point. The PTE and
its 95% confidence interval were calculated (25) for the pro-
posed surrogate end point.

As a final test of the proposed surrogate end point, we de-
termined the partial proportion of the variation in the prostate
cancer—specific mortality data and all-cause mortality data ex-
plained by the proposed surrogate end point (pPVE) (27) by
using a Cox regression model containing the candidate surrogate
end point and the treatment received. The data used met the
assumptions for using the Cox model, and 95% confidence in-
tervals were calculated by a bootstrapping technique (22) with
1000 replications. Evidence to support Prentice’s criteria corre-
sponds to a partial proportion of the variation in the prostate
cancer—specific mortality data and all-cause mortality data ex-
plained by the surrogate end point (pPVE) of 0 (27), when the
treatment received was added to a Cox regression model (23)
containing the proposed surrogate end point. We performed this
analysis for the end points of time to prostate cancer—specific
mortality and time to all-cause mortality after PSA-defined
recurrence.

For all Cox regression analyses (23), time zero was taken as
the day of PSA-defined recurrence, which was defined as the
midpoint between the PSA nadir and the first increase in the
PSA level (17). For all analyses, the assumptions of the Cox
model were tested and met. The treatment hazard ratio and the
associated 95% confidence intervals were calculated (26) and
reported before and after adjustment for the potential baseline
confounding factors and also after adjustment for the potential
confounding factors and the proposed surrogate end point. The
PSA-DT hazard ratios were calculated (26) for all patients and
for the individual cohorts of men treated with surgery or radia-
tion therapy. For the purpose of illustration, estimates of prostate
cancer—specific mortality after PSA-defined recurrence were
calculated by the cumulative incidence method (/9) and esti-

Table 2. Estimates of prostate cancer—specific and all-cause mortality after prostate-specific antigen (PSA)—defined recurrence stratified
by the post-treatment PSA-doubling time (DT) and initial treatment*

PSA-DT<12 mos PSA-DT<6 mos PSA-DT<4 mos PSA-DT<3 mos PSA-DT<2 mos

Treatment PCSM, % ACM, % PCSM, % ACM, % PCSM, % ACM, % PCSM, % ACM, % PCSM, % ACM, %
Surgery
Year 5 7.6 7.6 13.9 139 20.0 20.0 31.2 31.2 47.8 47.8
Year 8 12.5 15.5 21.5 21.5 38.8 38.8 48.5 48.5 62.1 63.1
Year 10 17.5 10.5 34.1 355 49.0 49.0 67.8 67.8 81.5 81.5
Radiation
Year 5 15.9 19.1 27.0 30.4 34.1 35.7 38.4 39.0 493 493
Year 8 30.5 38.2 43.8 48.5 54.7 58.3 58.4 59.0 72.0 72.0
Year 10 39.6 47.7 60.6 65.2 74.1 75.7 76.6 77.2 86.0 86.0

*Time zero is the date of PSA-defined recurrence. PCSM = prostate cancer—specific mortality; ACM = all-cause mortality.
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mates of all-cause mortality after PSA-defined recurrence were
calculated by the Kaplan—Meier method (20). Cancer-specific
and all-cause survival were then graphically displayed, stratified
by the PSA-DT and the initial treatment received. Comparisons
of survival were made with the log-rank test. All statistical tests
were two-sided.

RESULTS
Identifying the PSA-DT for Study

The maximum value of the PSA-DT that minimized the dif-
ference in the estimates of prostate cancer—specific mortality and
all-cause mortality after PSA-defined recurrence for patients
who were treated with surgery or radiation therapy was less than
3 months, as shown in Table 2. Among the patients who had a
PSA-defined recurrence, including 611 patients treated surgi-
cally and 840 patients treated with radiation therapy, 12% (95%
CI = 9% to 15%) and 20% (95% CI = 18% to 23%), respec-
tively, had a PSA-DT of less than 3 months (Figs. 1 and 2). In
addition, the marginal proportion of the variation in prostate
cancer—specific mortality value explained by the PSA-DT
(mPVE) was nearly maximized for a PSA-DT of less than 3
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Fig. 1. Prostate cancer—specific survival after prostate-specific antigen (PSA)—
defined recurrence stratified by treatment received and the value of the post-
treatment PSA doubling time (PSA-DT). A pairwise two-sided log-rank test was
used. P values are as follows: for a PSA-DT of less than 3 months (surgery
versus radiation), P = .38; for PSA-DT of 3 months or more (surgery versus
radiation), P<.001; for PSA-DT of less than 3 months versus PSA-DT of 3
months or more (surgery), P<.001; for PSA-DT of less than 3 months versus
PSA-DT of 3 months or more (radiation), P<.001. For PSA-DT of 3 months or
more (surgery), at 3 years, 99.8 (95% confidence interval [CI] = 99.4 to 100);
at 5 years, 99.4 (95% CI = 98.6 to 100); at 8 years, 98.9 (95% CI = 97.6 to
100). For PSA-DT of 3 months or more (radiation), at 3 years, 99.6 (95% CI =
99.1 to 100); at 5 years, 96.1 (95% CI = 94 to 98.2); at 8 years, 87.6 (95% CI
= 81.2 to 94). For PSA-DT of less than 3 months (surgery), at 3 years, 84.1
(95% CI = 74.4 to 93.8); at 5 years, 68.8 (95% CI = 55 to 82.6); at 8§ years,
51.5 (95% CI = 34.8 to 68.3). For PSA-DT of less than 3 months (radiation),
at 3 years, 79.1 (95% CI = 72.5 to 85.8); at 5 years, 61.6 (95% CI = 53 to 70.4);
at 8 years, 41.6 (95% CI = 29.8 to 53.4).
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Fig. 2. Overall survival after prostate-specific antigen (PSA)—defined recurrence
stratified by treatment received and the value of the post-treatment PSA doubling
time (PSA-DT). A pairwise two-sided log-rank test was used. P values are as
follows: for PSA-DT of less than 3 months (surgery versus radiation), P = .34;
for PSA-DT of 3 months or more (surgery versus radiation), P<.001; for PSA-
DT of less than 3 months versus PSA-DT of 3 months or more (surgery), P<.001;
for PSA-DT of less than 3 months versus PSA-DT of 3 months or more (radia-
tion), P<.001. For PSA-DT of 3 months or more (surgery), at 3 years, 99.1 (95%
confidence interval [CI] = 98.2 to 100); at 5 years, 97.6 (95% CI = 95.9 to
99.3); at 8 years, 93.9 (95% CI = 89.7 to 98.1). For PSA-DT of 3 months or
more (radiation), at 3 years, 97.7 (95% CI = 96.4 to 98.9); at 5 years, 91.7 (95%
CI = 88.9 to 94.6); at 8 years, 73 (95% CI = 64.8 to 81.4). For PSA-DT of less
than 3 months (surgery), at 3 years, 84.1 (95% CI = 74.4 to 93.8); at 5 years,
68.8 (95% CI = 55 to 82.6); at 8 years, 51.5 (95% CI = 34.8 to 68.3). For
PSA-DT of less than 3 months (radiation), at 3 years, 78.5 (95% CI = 71.8 to
85.3); at 5 years, 61 (95% CI = 52.1 to 69.8); at 8 years, 41 (95% CI = 29.1
to 52.8).

months. Specifically, for patients treated surgically, these values
were 11% (95% CI = 8% to 13%), 12% (95% CI = 9% to
15%), 14% (95% CI = 10% to 17%), and 14.3% (95% CI =
10% to 17%) for a PSA-DT of less than 5, 4, 3, and 2 months,
respectively; for patients treated with radiation therapy, these
values were 7% (95% CI = 5% to 10%), 7.4% (95% CI = 5%
to 10%), 9% (95% CI = 6% to 12%), and 9.3% (95% CI = 6%
to 12%), respectively.

Assessment of Prentice’s Criteria

As shown in Table 3 and Figs. 1 and 2, after a PSA-defined
recurrence, a PSA-DT of less than 3 months was statistically
significantly associated with time to prostate cancer—specific
mortality (P,,<.001) and time to all-cause mortality (Pc,,<.-001).
The hazard ratio for men with a PSA-DT of less than 3 months
for prostate cancer—specific mortality after a PSA-defined recur-
rence was 19.6 (95% CI = 12.5 to 30.9) as detailed in Table 4.
It is important to note that when unadjusted or adjusted only for
the potential confounding factors and not the PSA-DT of less
than 3 months, the initial treatment received was statistically
significantly associated with time to prostate cancer—specific
mortality and all-cause mortality, as shown in Table 3. However,
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Table 3. Cox regression analyses (23) to assess prostate-specific antigen doubling time (PSA-DT) as a surrogate end point for prostate
cancer—specific mortality (PCSM) after PSA-defined recurrence*

Treatment hazard ratio
(95% confidence interval)

Interpretation

End point Factor tested P valuet
Time to PCSM after PSA-DT<3 mo <.001
PSA-defined recurrence
Treatment .90
Time to ACM after PSA-DT<3 mo <.001
PSA-defined recurrence
Age (continuous) at the time <.001
of PSA-defined recurrence
Treatment .83
Time to PCSM after PSA-DT=3 mo (continuous) <.001
PSA-defined recurrence
Treatment 28
Time to ACM after PSA-DT=3 mo (continuous) <.001
PSA-defined recurrence
Age (continuous) at the time <.001
of PSA-defined recurrence
Treatment .10

NA PSA-DT<3 mo = adverse prognostic factor for this
end point

Initial treatment did not predict this end point after
adjusting for a PSA-DT<3 mo and potential

confounding factors

1.0 (0.6 to 1.9)F
8.7(5.6 t0 13.4)%
11.4 (7.8t0 16.8)§

NA PSA-DT<3 mo = adverse prognostic factor for this
end point

NA Advancing age = adverse prognostic factor for this
end point

0.9 (0.5 to 1.7)%

5.0 (3.4t07.3)%

5.5 (4.0t0 7.6)§
NA

Initial treatment did not predict this end point after
adjusting for a PSA-DT<3 mo and potential
confounding factors

Decreasing PSA-DT = adverse prognostic factor for
this end point for patients with a PSA-DT=3 mo

1.0 (0.5 to 1.7)|| Initial treatment did not predict this end point after

0.4 (0.2 t0 0.6)1 adjusting for the value of the PSA-DT and the
0.3 (0.2t0 0.5)# potential confounding factors
NA Decreasing PSA-DT = adverse prognostic factor for
this end point for patients with a PSA-DT=3 mo
NA Advancing age = adverse prognostic factor for this

end point

Initial treatment did not predict this end point after
adjusting for the value of the PSA-DT and
potential confounding factors

0.7 (0.5 to 1.1)|
0.6 (0.4 to 0.9)
0.5 (0.4 to 0.8)#

*ACM = all-cause mortality; NA = not applicable. All statistical tests were two-sided and assessed the ability of the proposed surrogate and treatment to predict
time to PCSM after PSA-defined recurrence or assessed the ability of the proposed surrogate, age at the time of PSA recurrence, and treatment to predict time to

ACM after PSA-defined recurrence.
FAdjusted for a PSA-DT<3 mo and potential confounding factors.
tAdjusted for the potential confounding factors.

§Unadjusted. The baseline groups included men treated with surgery and who had a PSA-DT<3 mo and all men with a PSA-DT=3 mo independent of treatment.
|Adjusted for the potential confounding variables and the value of the PSA-DT.

JAdjusted for the potential confounding variables.

#Unadjusted. The baseline group included men treated with surgery and who had a PSA-DT=3 mo and all men with a PSA-DT<3 mo, independent of treatment.

Table 4. Summary of the PSA-DT hazard ratios (HRs) for the time to
prostate cancer—specific mortality (PCSM) and all-cause mortality (ACM) for
all patients and for patients treated with surgery or radiation therapy*

HR (95% confidence interval)

Surgery Radiation All

Time to PCSM
PSA-DT<3 mo 62.9 (18.8t0 210.1) 12.2 (7.5t020.1)  19.6 (12.5 to0 30.9)
PSA-DT=3 mo 0.61 (0.51t00.73) 0.83 (0.78 t0 0.87) 0.78 (0.74 to 0.82)
(continuous)
Time to ACM
PSA-DT<3 mot 18.2 (8.9 to 37.2) 4.8(3.4t07.0) 6.9 (5.0t09.5)
PSA-DT=3 mo 0.84 (0.78 to 0.90) 0.95 (0.93 to 0.98)% 0.93 (0.91 to 0.95)
(continuous)

*All P values are less than .001, except as indicated. All statistical tests were
two-sided.

TThese analyses are adjusted for age at the time of PSA-defined recurrence.

P = .001.

after adjusting for the potential baseline confounding factors and
the PSA-DT of less than 3 months in Cox multivariable regres-
sion analyses, the initial treatment received was not statistically
significantly associated with time to prostate cancer—specific
mortality (Pco, = .90) or with time to all-cause mortality (P
= .83), whereas age at the time of PSA-defined recurrence was
a statistically significant covariate (P.,<.001). Specifically, as
illustrated in Figs. 1 and 2, the differences in the estimates of
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prostate cancer—specific mortality (Pjq ank = -38) and all-cause
mortality (Piogrank = -34) after PSA-defined recurrence were
not statistically significantly different for patients with a PSA-
DT of less than 3 months who were treated with surgery or
radiation, respectively. Moreover, the proportion of treatment
effect (PTE) explained by the PSA-DT when its estimate was
less than 3 months was 0.98 (95% CI = 0.7 to 1.3).

For patients with a PSA-DT of 3 months or more, the distri-
butions of PSA-DT (P,,<.001) and of age at the time of PSA-
defined recurrence (P,,<.001) were statistically significantly
different between patients treated surgically and patients treated
with radiation therapy (Table 5). In addition, as shown in Table
3, treatment received was statistically significantly associated
with both time to prostate cancer—specific mortality and all-
cause mortality in unadjusted analyses and in analyses that were
adjusted only for the baseline confounding factors. However,
after adjusting for the specific value of the PSA-DT and baseline
confounding factors in the time to prostate cancer—specific mor-
tality analysis and adjusting for the specific value of the PSA-
DT, baseline confounding factors, and age at the time of PSA-
defined recurrence in the time to all-cause mortality analysis,
treatment received was not statistically significantly associated
with time to prostate cancer—specific mortality (P, = .28) or
time to all-cause mortality (Pc,, = .10) (Table 3). Age at the
time of PSA-defined recurrence was a statistically significant
covariate (P,,<.001) in the time to all-cause mortality analysis.
The value of the proportion of treatment effect (PTE) explained
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Table 5. Distribution of the age at prostate-specific antigen (PSA)—defined
recurrence and the post-treatment prostate-specific antigen doubling time
(PSA-DT) for patients with a PSA-DT of 3 months or greater, stratified by
initial treatment received*

Clinical factor Surgery, % Radiation, %%
PSA-DT
3-5.99 mo 18 23
6-11.99 mo 32 37
=12 mo 50 40
Age at PSA-defined recurrence
<50y 04 0.2
50-59 y 15 3
60-69 y 51 23
70-74 y 22 31
75-19 y 10 29
=80y 1.5 15

*The two-sided ¥ statistical test was used to compare the distributions of
post-treatment PSA-DT and age at the time of PSA recurrence among patients
treated with surgery as opposed to radiation therapy. Both P values were <.001.
All statistical tests were two-sided.

TPercentages may not sum to 100 because of rounding.

by the value of the PSA-DT for patients in whom this estimate
was 3 months or more was 0.96 (95% CI = 0.5 to 1.4).

The lack of an impact of the treatment received on the time to
prostate cancer—specific mortality and all-cause mortality after
PSA-defined recurrence for patients with a PSA-DT of less than
3 months was further supported by the partial proportion of the
variation in prostate cancer—specific mortality. Specifically, af-
ter a PSA-defined recurrence, the additional information ob-
tained by adding treatment received to the Cox model that con-
tained a PSA-DT of less than 3 months was very small (<1%),
corresponding to the partial proportion of the variation in the
time to prostate cancer—specific mortality of 0.06% (95% CI =
0.0003% to 0.63%) and 0.01% (95% CI = 0.00008% to 0.38%)
for the time to all-cause mortality.

DISCUSSION

Randomized trials comparing surgery and radiation therapy
for patients with localized prostate cancer often take more than
a decade from inception to reporting because of the long natural
history of the disease after primary therapy. To more quickly
obtain information about the efficacy of new treatments, risk
groups have been defined (27) and nomograms have been de-
veloped (28) to identify patients with prostate cancer who are at
high risk of PSA-defined recurrence after surgery or radiation
therapy based on pretreatment parameters (27,28), post-
treatment parameters (29,30), or both (31), so that they can be
entered onto randomized clinical trials. However, not all patients
who are at high risk for PSA-defined disease recurrence will
experience a recurrence and, of those who do, only a fraction
will die of prostate cancer.

Identification of a surrogate end point for prostate cancer—
specific mortality would alter randomized clinical trial design
comparing different treatments (e.g., radical prostatectomy ver-
sus radiation therapy) or different regimens of the same treat-
ment (e.g., radiation therapy doses of 70 Gy versus 78 Gy). A
smaller sample size and a shorter follow-up period could be used
if the power calculation for the study was based on the surrogate
end point rather than on a survival end point, providing results of
the trial more rapidly. Moreover, a surrogate end point for pros-
tate cancer—specific mortality could be used to identify patients
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at high risk for such mortality after primary local treatment
failure who could be given more aggressive therapy earlier and
perhaps could be selected for clinical trials of novel systemic
therapies.

Recent data suggest that patients with a short post-treatment
PSA-DT have an estimated prostate cancer—specific mortality
and an estimated all-cause mortality that are nearly identical (9),
providing the basis for the hypothesis that a short PSA-DT after
radiation therapy may serve as a surrogate end point for prostate
cancer—specific mortality. Therefore, the purpose of this study
was to validate or refute this hypothesis by assessing whether
Prentice’s criteria (/8) that define a surrogate end point were
violated by outcome data taken from two large multi-institu-
tional databases on patients with prostate cancer who were
treated with surgery or radiation therapy.

Our results indicate that the post-treatment PSA-DT (the
combination of a PSA-DT of less than 3 months and the specific
value of the PSA-DT when it is 3 months or more) is a surrogate
end point for prostate cancer—specific mortality. First, using Cox
regression analysis, we found that, after PSA-defined recurrence
in patients treated with surgery or radiation therapy, a PSA-DT
of less than 3 months or the specific estimate of the PSA-DT
when it was 3 months or more was statistically significantly
associated with time to prostate cancer—specific mortality
(Pcox<-001) and with time to all-cause mortality (P,,<.001), as
shown in Table 3. Although the initial treatment received was
statistically significantly associated with time to prostate can-
cer—specific and all-cause mortality when unadjusted or adjusted
for the potential baseline confounding factors (Table 3), the
treatment received was not statistically significantly associated
with time to prostate cancer—specific mortality after PSA-
defined recurrence when adjusted for PSA-DT of less than 3
months (P, = .90) or the specific value of the PSA-DT when
it was 3 months or more (P, = .28). Second, after a PSA-
defined recurrence, the additional information obtained by add-
ing treatment received to the Cox model that contained a PSA-
DT of less than 3 months was very small (<1%), corresponding
to the partial proportion of the variation in prostate cancer—
specific mortality of 0.06%. Finally, the proportion of treatment
effect (PTE) analysis (25) revealed that more than 95% of the
treatment effect could be explained by the proposed surrogate
end point; i.e., given the surrogate end point, the dependence of
the time to prostate cancer—specific mortality after PSA-defined
recurrence on treatment was small and was consistent with the
results of the pPVE (27) and Cox regression (23) analyses.

The shorter post-treatment PSA-DT and the higher median
age at PSA-defined recurrence for patients treated with radiation
therapy than for patients treated surgically (Table 5) may be
explained by the fact that surgical treatment is generally recom-
mended for younger patients with less advanced disease (Table
1). However, even after adjusting for the shorter PSA-DT and
older age at PSA-defined recurrence in a Cox regression analy-
sis, initial treatment received was almost statistically signifi-
cantly associated with the time to all-cause mortality after PSA-
defined recurrence (P, = .10; Table 3). A likely explanation
for this result may be that patients selected for external beam
radiation monotherapy, at any given age, are generally less
healthy than those selected for surgery. As a result, age alone
may not reflect the competing risks for all-cause mortality in
patients treated with radiation therapy compared with those in
patients treated surgically.
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Of clinical importance, 12% of all patients treated surgically
and 20% of all patients treated with radiation therapy in this
study who experienced a PSA-defined recurrence had a PSA-DT
of less than 3 months. Given that the median survival after
PSA-defined recurrence in such patients is only 6 years (Fig. 2)
and the hazard ratio is 19.6 (Table 4) for prostate cancer—specific
mortality after a PSA-defined recurrence, they probably already
harbor occult micrometastatic prostate cancer. In addition, given
that a short PSA-DT has been shown to be associated with a
short time to distant disease recurrence after PSA-defined recur-
rence (4-8), patients with a PSA-DT of less than 3 months are at
very high risk for developing metastatic bone disease and sub-
sequent pathologic fracture and spinal cord compression in a
relatively short time after PSA-defined recurrence. Therefore,
these are the men who are most likely to benefit from an ex-
tended, relatively symptom-free interval provided by the early
salvage hormonal therapy. Consequently, patients with a PSA-
DT of less than 3 months should be given the opportunity to
begin androgen-suppression therapy. These patients should also
be referred for entry onto clinical trials that are examining new
forms of systemic therapy that may further benefit them.

A few potential limitations of this study need to be consid-
ered. First, although we cannot claim that Prentice’s criteria
have been completely satisfied in this study (32-37), we did use
three different approaches (27,23,25) to test for Prentice’s cri-
teria and did not obtain any evidence that Prentice’s criteria were
violated in our dataset. We did not consider the timing of salvage
hormonal therapy in this study, however. Specifically, if early
rather than delayed salvage hormonal therapy after PSA-defined
recurrence is shown to prolong survival, then the proposed sur-
rogate end point would need to be reevaluated in a study in
which all men received salvage hormonal therapy at a prespeci-
fied point (e.g., a specific PSA level) after PSA-defined recur-
rence to ensure that the Prentice’s criteria had not been violated.

Second, to be certain that the magnitude of the PSA-DT
would be the same for patients treated surgically and those
treated with radiation therapy who experienced the same abso-
lute elevations in PSA level, the nadir PSA level was subtracted
from the PSA level after radiation therapy and then the PSA-DT
was calculated. This normalization decreased the calculated
PSA-DT in the patients treated with radiation therapy. In the
hypothesis-generating study in which a near equivalence of can-
cer-specific and all-cause mortality was noted (9) and which this
study sought to validate, normalization of the PSA-DT was not
performed. However, when the data from that study (9) were
normalized, the 12-month value of the PSA-DT was reduced to
6 months. Therefore, although the results of the current study
support a near equivalence of prostate cancer—specific and all-
cause mortality after PSA-defined recurrence for patients with a
PSA-DT of less than 3 months but not a PSA-DT of less than 6
months, if future studies find the true surrogate end point to
include a PSA-DT of less than 6 months as part of their defini-
tion, then a PSA-DT of less than 3 months would also satisfy the
requirements for a surrogate end point.

Despite these potential limitations, after either surgery or ra-
diation therapy in patients with clinically localized or locally
advanced prostate cancer, the results of this study indicate that a
PSA-DT of less than 3 months or the specific value of the
PSA-DT when it is 3 months or more is apparently a surrogate
for prostate cancer—specific mortality. In light of the relatively
short time interval from PSA-defined failure to prostate cancer—
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specific mortality (Fig. 1) and the nearly 20-fold increased risk
of prostate cancer—specific mortality for patients with a post-
treatment PSA-DT of less than 3 months (Table 4), consider-
ation should be given to promptly initiating hormonal therapy in
these men at the time of the PSA-defined recurrence to delay the
imminent sequelae of metastatic bone disease and to referring
the patient for entry onto clinical trials investigating new forms
of systemic therapy for prostate cancer.

REFERENCES

(1) Moul JW. Prostate specific antigen only progression of prostate cancer.
J Urol 2000;163:1632-42.

(2) Grossfeld GD, Stier DM, Flanders SC, Henning JM, Schonfeld W, Warolin
K, et al. Use of second treatment following definitive local therapy for
prostate cancer. Data from the CaPSURE database. J Urol 1998;160:
1398-404.

(3) D’Amico AV. Predicting prostate-specific antigen recurrence established:
now, who will survive? J Clin Oncol 2002;20:3188-90.

(4) Pound CR, Partin AW, Eisenberger MA, Chan DW, Pearson JD, Walsh,
PC. Natural history of progression after PSA elevation following radical
prostatectomy. JAMA 1999;281:1591-6.

(5) Patel A, Dorey F, Franklin J, deKernion JB. Recurrence patterns after
radical retropubic prostatectomy: clinical usefulness of prostate specific
antigen doubling times and log slope prostate specific antigen. J Urol 1997;
158:1441-5.

(6) Roberts SG, Blute ML, Bergstralh EJ, Slezak JM, Zincke H. PSA doubling
time as a predictor of clinical progression after biochemical failure follow-
ing radical prostatectomy for prostate cancer. Mayo Clin Proc 2001;76:
576-81.

(7) Lee WR, Hanks GE, Hanlon A. Increasing prostate-specific antigen profile
following definitive radiation therapy for localized prostate cancer: clinical
observations. J Clin Oncol 1997;15:230-8.

(8) Sartor CI, Strawderman MH, Lin XH, Kish KE, McLaughlin PW, Sandler
HM. Rate of PSA rise predicts metastatic versus local recurrence after
definitive radiotherapy. Int J Radiat Oncol Biol Phys 1997;38:941-7.

(9) D’Amico AV, Cote K, Loffredo M, Renshaw AA, Schultz D. Determinants
of prostate cancer specific survival following radiation therapy for patients
with clinically localized prostate cancer. J Clin Oncol 2002;20:4567-73.

(10) Sandler HM, Dunn RL, McLaughlin PW, Hayman JA, Sullivan MA, Tay-
lor JM. Overall survival after prostate-specific-antigen-detected recurrence
following conformal radiation therapy. Int J Radiat Oncol Biol Phys 2000;
48:629-33.

(11) Lubeck DP, Litwin MS, Henning JM, Stier DM, Mazonson P, Fisk R, et al.
The CaPSURE database: a methodology for clinical practice and research
in prostate cancer. CaPSURE Research Panel: Cancer of the Prostate Stra-
tegic Urologic Research Endeavor. Urology 1996;48:773-7.

(12) Sun L, Gancarczyk K, Paquette EL, McLeod DG, Kane C, Kusuda L, et al.
Introduction to the Department of Defense Center for Prostate Disease
Research Multicenter National Prostate Cancer Database, and analysis of
changes in the PSA-era. Urol Oncol 2001;6:203-9.

(13) Soloway MS, Pareek K, Sharifi R, Wajsman Z, McLeod D, Wood DP Jr,
et al. Neoadjuvant androgen ablation before radical prostatectomy in
c¢T2bNxMo prostate cancer: 5-year results. J Urol 2002;167:112—-6.

(14) Gleason DF and the Veterans Administration Cooperative Urological Re-
search Group. Histologic grading and staging of prostatic carcinoma. In:
Tannenbaum M, editor. Urologic pathology. Philadelphia (PA): Lea &
Febiger; 1977. p. 171-87.

(15) Lee CT, Oesterling JE. Using prostate-specific antigen to eliminate the
staging radionuclide bone scan. Urol Clin North Am 1997;24:389-94.

(16) Greene FL, Page DL, Fleming ID, Fritz AG, Balch CM, Haller DG, et al.
American Joint Committee on Cancer, manual for staging cancer. 6™ ed.
New York (NY): Springer-Verlag; 2002. p. 337-46.

(17) Consensus statement: guidelines for PSA following radiation therapy.
American Society for Therapeutic Radiology and Oncology Consensus
Panel. Int J Radiat Oncol Biol Phys 1997;37:1035-41.

(18) Prentice RL. Surrogate endpoints in clinical trials: definition and opera-
tional criteria. Stat Med 1989;8:431-40.

Journal of the National Cancer Institute, Vol. 95, No. 18, September 17, 2003



(19) Gaynor JJ, Feur EJ, Tan CC, Wu DH, Little CR, Straus DJ, et al. On the
use of cause-specific failure and conditional failure probabilities: examples
from clinical oncology data. J Am Stat Assoc 1993;88:400-9.

(20) Kaplan EL, Meier P. Non-parametric estimation from incomplete obser-
vations. J Am Stat Assoc 1958;53:457-500.

(21) Schemper M. The relative importance of prognostic factors in studies of
survival. Stat Med 1993;12:2377-82.

(22) Davison AC, Hinkley DV, editors. Bootstrap methods and their application.
Cambridge (UK): Cambridge University Press; 1997. p. 346-52.

(23) Neter J, Wasserman W, Kutner M, editors. Simultaneous inferences and
other topics in regression analysis-1. In: Applied linear regression models.
Homewood (IL): Richard D. Irwin; 1983. p. 150-3.

(24) D’Amico AV, Moul J, Carroll P, Sun L, Lubeck D, Chen M. Cancer-
specific mortality following surgery or radiation for patients with clinically
localized prostate cancer managed during the PSA era. J Clin Oncol 2003;
21:2163-72.

(25) Lin DY, Fleming TR, De Gruttola V. Estimating the proportion of treat-
ment effect explained by a surrogate marker. Stat Med 1997;16:1515-27.

(26) Klein JP, Moeschberger ML, editors. Techniques for censored and trun-
cated data in survival analysis. New York (NY): Springer-Verlag; 1997.
p. 229-81.

(27) D’Amico AV. Combined-modality staging for localized adenocarcinoma
of the prostate. Oncology 2001;15:1049-59.

(28) Kattan MW, Easthan JA, Stapleton AM, Wheeler TM, Scardino PT.
A preoperative nomogram for disease recurrence following radical prosta-
tectomy for prostate cancer. J Natl Cancer Inst 1998;90:766-71.

(29) Kattan MW, Wheeler TM, Scardino PT. Postoperative nomogram for dis-
ease recurrence after radical prostatectomy for prostate cancer. J Clin Oncol
1999;17:1499-1507.

(30) Moul JW, Connelly RR, Lubeck DP, Bauer JJ, Sun L, Flanders SC, et al.

Journal of the National Cancer Institute, Vol. 95, No. 18, September 17, 2003

Predicting risk of prostate specific antigen recurrence after radical prosta-
tectomy with the Center for Prostate Disease Research and Cancer of the
Prostate Strategic Urologic Research Endeavor databases. J Urol 2001;166:
1322-7.

(31) D’ Amico AV, Whittington R, Malkowicz SB, Wu YH, Chen MH, Hurwitz
M, et al. Utilizing predictions of early prostate-specific antigen failure to
optimize patient selection for adjuvant therapy trials. J Clin Oncol 2000;
18:3240-6.

(32) Biomarkers Definitions Working Group. Biomarkers and surrogate end-
points: preferred definitions and conceptual framework. Clin Pharmacol
Ther 2001;69:89-95.

(33) Fleming TR, Demets DL. Surrogate endpoints in clinical trials: are we
being misled? Ann Intern Med 1996;125:605-13.

(34) Freedman LS, Graubard BI, Schatzkin A. Statistical validation of interme-
diate endpoints for chronic diseases. Stat Med 1992;11:167-78.

(35) De Gruttola V, Fleming T, Lin DY, Coombs R. Perspective: validating
surrogate markers—are we being naive? J Infect Dis 1997;175:237-46.

(36) Daniels MJ, Hughes MD. Meta-analysis for the evaluation of potential
surrogate markers. Stat Med 1997;16:1965-82.

(37) Buyse M, Molenberghs G. Criteria for the validation of surrogate endpoints
in randomized experiments [published erratum appears in Biometrics
2000;56(1):324]. Biometrics 1998;54:1014-29.

NOTES

Partially supported by the Department of Defense Center for Prostate Disease
Research funded by the U.S. Army Medical Research and Materiel Command,
Fort Detrick, MD.

Manuscript received October 21, 2002; revised June 30, 2003; accepted
July 11, 2003.

ARTICLES 1383



