N

N

Determinants of change in prostate-specific antigen over
time and its association with recurrence after external
beam radiation therapy for prostate cancer in five large
cohorts.
Cécile Proust-Lima, Jeremy M. G. Taylor, Scott G. Williams, Donna P.
Ankerst, Ning Liu, Larry L. Kestin, Kyounghwa Bae, Howard M. Sandler

» To cite this version:

Cécile Proust-Lima, Jeremy M. G. Taylor, Scott G. Williams, Donna P. Ankerst, Ning Liu, et al..
Determinants of change in prostate-specific antigen over time and its association with recurrence after
external beam radiation therapy for prostate cancer in five large cohorts.: Determinants of change
of prostate-specific antigen over time. International Journal of Radiation Oncology, Biology, Physics,
2008, 72 (3), pp.782-91. 10.1016/j.ijrobp.2008.01.056 . inserm-00263863

HAL 1d: inserm-00263863
https://inserm.hal.science/inserm-00263863
Submitted on 13 Mar 2008

HAL is a multi-disciplinary open access L’archive ouverte pluridisciplinaire HAL, est
archive for the deposit and dissemination of sci- destinée au dépot et a la diffusion de documents
entific research documents, whether they are pub- scientifiques de niveau recherche, publiés ou non,
lished or not. The documents may come from émanant des établissements d’enseignement et de
teaching and research institutions in France or recherche frangais ou étrangers, des laboratoires
abroad, or from public or private research centers. publics ou privés.


https://inserm.hal.science/inserm-00263863
https://hal.archives-ouvertes.fr

1duosnuew Joyine vH

=
0
)
=
2
©)
(@}
N
(o2}
w
(o8}
(o2}
c>
<
()
=
@,
o
=
[EEY

HAL author manuscript

Proust-Lima

Determinants of change of prostate-specific antigen over time and its association
with recurrence following external beam radiation therapy of prostate cancerin 5

large cohorts

Cécile Proust-Lima Ph.D.", Jeremy M.G. Taylor Ph.D.*?, Scott G. Williams F.R.A.N.Z.C.R.%, Donna P.
Ankerst Ph.D.%, Ning Liu M.S., Larry L. Kestin M.D.%, Kyounghwa Bae Ph.D.® and Howard M. Sandler
M.D.?

! Department of Biostatistics, University of Michigan, Ann Arbor, Ml

2Department of Radiation Oncology, University, of Michigan, Ann Arbor, Ml

®Division of Radiation Oncology, Peter MacCallum Cancer Centre, Melbourne, Victoria, Australia
4Departments of Urology and Epidemiology and Biostatistics, University of Texas Health Science Center
at San Antonio, San Antonio, TX

*William Beaumont Hospital, Royal Oak, Ml

6Department of Statistics, Radiation Therapy Oncology Group, American College of Radiology,

Philadelphia, Pennsylvania

Corresponding author:

J.M.G. Taylor

Dept of Biostatistics, SPHII
University of Michigan
1420 Washington Heights
Ann Arbor, MI48109-2029

Email: jmgt@umich.edu

Ph: 734 936 3287

Fax: 734 763 2215

Running title: Determinants of change of prostate-specific antigen over time

Acknowledgements: This research was supported by grants CA110518, CA21661, CA32115, and
CA37422 from the US National Cancer Institute and a post-doctoral fellowship from LEEM recherche
France 2006.

Conflict of interest: No actual or potential conflicts of interest exist.

1



yduosnuew Joyine vH

=
n
1]
=
E
o
o
N
[*)]
W
(o]
(o2}
w
<
1]
-
4,
o
=i
BN

Proust-Lima

Purpose: To assess the relationship between prognostic factors, post-radiation prostate-specific antigen
(PSA) dynamics, and clinical failure following prostate cancer radiation therapy using contemporary
statistical models.

Methods and materials: Data from 4,247 patients with 40,324 PSA measurements treated with external
beam radiation monotherapy in five cohorts were analyzed. Temporal change of PSA following treatment
completion was described by a specially developed linear mixed model (LMM), including standard
prognostic factors. These factors, along with predicted PSA evolution, were incorporated into a Cox
model to establish their predictive value for the risk of clinical recurrence over time.

Results: Consistent relationships were found across cohorts. The initial PSA decline after radiation
therapy was associated with baseline PSA and T-stage (p<0.001). The long-term PSA rise was
associated with baseline PSA, T-stage and Gleason score (p<0.001). The risk of clinical recurrence
increased with current level (p<0.001) and current slope of PSA (p<0.001). In a pooled analysis, higher
doses of radiation were associated with a lower long-term PSA rise (p<0.001) but not with the risk of
recurrence after adjusting for PSA trajectory (p=0.63). Conversely, after adjusting for other factors,
increased age at diagnosis was not associated with long-term PSA rise (p=0.85) but directly associated
with increased risk of recurrence (p<0.001).

Conclusions: LMM can be reliably used to construct typical patient PSA profiles following prostate
cancer radiation therapy. Pre-treatment factors along with PSA evolution and the associated risk of
recurrence provide an efficient and quantitative way to assess impact of risk factors on disease

progression.

Keywords: Prostate cancer, Prostate-specific Antigen, PSA velocity, Radiation therapy, Prognostic

calculator

2



yduosnuew Joyine vH

=
n
1]
=
E
o
o
N
[*)]
W
(o]
(o2}
w
<
1]
-
@,
o
=i
BN

Proust-Lima

INTRODUCTION

The serum marker prostate-specific antigen (PSA) is widely used in making clinical decisions related to
prostate cancer treated with external beam radiation therapy (EBRT). It stands alongside Gleason score
and clinical T-stage as a well-characterized pre-treatment predictor of clinical outcome for clinically
localized prostate cancer (1-3). Subsequent to EBRT, PSA levels follow a broadly predictable path which
may also have clinical prognostic significance. In cases where EBRT has been successful, PSA levels
typically fall to a nadir level over the first post-treatment year and henceforth remaining stable at these
low levels (4,5). In cases of subsequent therapeutic failure however, a superimposed rising PSA pattern
is usually the initial evidence of recurrence. These asymptomatic but rising PSA levels almost universally

precede the development of clinically apparent prostate cancer recurrence (6-8).

During the phase described by asymptomatic and rising PSA levels, kinetic indices such as PSA doubling
time and velocity have been associated with a worsened clinical outcome (9-11). As such, PSA kinetics
are often incorporated into the clinical decision-making process of when to initiate salvage therapy; a
decision which is typically made prior to the development of symptomatic disease in contemporary
practice (12). However, exactly which features of the post-treatment profile of PSA should be used in
decision-making is not settled presently. A simple approach is to reduce the PSA rise to a binary variable.
The well known concept of biochemical failure (bF) is one such variable, which in the radiation therapy
literature has been defined as three consecutive rises (13) or more recently as a PSA rise of 2 ng/mL or
more above the PSA nadir (14). This latter definition has been shown to be associated with clinical failure
(8). However, as PSA is a continuous variable this dichotomous reduction may not provide optimal

prognostic information (15).

More accurate prediction of clinical recurrence can be obtained by a unification of the relationships
between pre-treatment prognostic factors, post-therapy PSA kinetics and clinical recurrence. Based on

our previously published concept for such a model (16), we now aim to refine and further investigate the
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relationship between post-therapy PSA kinetics and risk of recurrence in multiple large datasets. This risk
model quantifies the average post-radiaton PSA trajectory which could be expected across
heterogeneous patient populations. It includes pre-treatment prognostic factors that influence the PSA
profile, and assesses the predictive value of the pattern of PSA for risk of clinical failure, providing unique

insights into the role that post-therapy PSA monitoring plays in mediating the effect of prognostic factors.

METHODS and MATERIALS

Patient cohort

All eligible cases had clinically localized prostate cancer of clinical stage T1-4, were node- and
metastasis-negative, and treated with EBRT. Loco-regional and systemic disease was assessed at the
discretion of the treating physician, and typically included computed tomography of the abdomen and
pelvis, along with whole body bone scanning. Surgical staging of lymph nodes was done in <1% of cases.
Those having planned neoadjuvant or adjuvant androgen deprivation therapy (ADT) were ineligible.
Cases were drawn from five cohorts, four of which are previously described: University of Michigan,
Michigan, USA (UM) (16); Radiation Therapy Oncology Group, USA (RTOG 9406) (17,18); William
Beaumont Hospital, Detroit, Michigan, USA (WBH) (5); Peter MacCallum Cancer Centre, Melbourne,
Australia (PMCC); Royal Brisbane Hospital, Brisbane, Australia (RBH) (19,20). All data were acquired
under Institutional Review Board approval at the respective institutions and at UM, where the data were

aggregated and analysed.

In summary, EBRT (either 2D or 3D conformal) was targeted to the prostate or prostate plus seminal
vesicles depending on clinical risk. Whole pelvic radiotherapy was not routinely performed. All cases
were required to have at least one year follow-up without clinical recurrence or salvage ADT and at least
two PSA measurements before end of follow-up. All PSA measures collected after EBRT until the end of
follow-up (minimum time to clinical recurrence or lost to follow-up) or initiation of salvage ADT were
analysed. Complete PSA, clinical failure and salvage therapy histories were individually assessed for data

consistency. All PSA measures were logarithmically transformed using In(PSA+0.1 ng/mL) to satisfy
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normality assumptions for inclusion in the statistical models.

Prognostic factors evaluated were Gleason score category (2-6, 7, 8-10), T-stage category (1, 2, 3 or 4),
pre-treatment (initial) level of PSA (iPSA; transformed on continuous scale to iPSA = In(iPSA+0.1 ng/mL)),
age at onset of EBRT and radiation dose. Two measures of dose were considered, the crude total dose
(D) defined as the sum of all fractional doses given during therapy, and a corrected total dose (D). The
D accounts for the differing dose per fraction (d;) across the J total fractions using a linear-quadratic
relationship (the o/ ratio): D =(a/B e d) +2a0 5 djz)/(cx/B + 2), which is the equivalent total dose as if all
fractions were 2Gy. A recent analysis suggested an a/p ratio in the range of 2 to 5Gy (20), hence a/3=4

was used in the analysis.

Due to the multicenter nature of the dataset, clinical recurrence assessment was not uniform for
frequency or indication across the cohorts, and for the RBH cohort clinical recurrence data was
unavailable. In order to reduce biases due to follow-up variations between cohorts, a common clinical
failure criterion was applied as any of the following: distant metastases, nodal recurrence, any palpable or
biopsy-detected local recurrence three years or later after radiation; any local recurrence within 3 years of
EBRT if the most previous PSA was >2 ng/mL; death from prostate cancer. This definition was to allow
for the possibility of residual local disease. In patients with more than one clinical recurrence, only the first

was used.

Statistical analysis

Distributions of prognostic factors over cohorts were compared using a Kruskall Wallis test for continuous
variables and a X*test for categorical variables.

PSA evolution following EBRT was analysed by a linear mixed model (LMM) (21) with 3 components: the
post-therapy level at end of EBRT (denoted as post-therapy PSA [ptPSA]), the short-term evolution in the
first year after RT (denoted fi(t)) and the long-term evolution (denoted f,(t)) as described in Figure 1. The

function of time t which gave a good description of the short-term evolution of In(PSA(t)+0.1) was
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f1()=((1+)™*° -1). The long-term evolution was best described using a linear function f,(t)=t, corresponding
to an exponential PSA rise. The model also included a Gaussian random-effect for each individual for
each phase to account for between-person differences in the pattern of PSA. Details are provided in
Appendix 1. Association of prognostic covariates iPSA, T-stage and Gleason score with the ptPSA level,
short-term PSA fall and long-term trend were tested with the Wald test and the statistically significant
associations were retained in the final model. To develop the LMM, the three phase PSA model was first
fit independently to each cohort. In a second step, cohorts were pooled and the same LMM fit with the

addition of cohort-specific fixed effects on the three phases of PSA evolution to account for heterogeneity.

Once the LMM was defined, a Cox proportional hazards regression with time-varying covariates was used
to evaluate the association of pre-treatment prognostic factors and post-treatment pattern of PSA with the
time to recurrence of prostate cancer after EBRT (Appendix 1). Two time-varying measures of PSA were
considered as predictors: transformations of the absolute level and of the slope of PSA. Using a “two-
stage” analysis (22), both quantities were firstly estimated at current time t from the LMM for PSA, using
respectively the individual predicted means and derivatives of the mean function. In a second-stage, we
inserted into the Cox model chosen transformations of these individual predictions. Salvage ADT was
included as a binary time-varying predictor set to 0 before ADT and 1 after initiation of ADT. Cox
regression was first applied independently to each cohort. Next the cohorts were pooled in order to
evaluate the common effect of the prognostic factors on the risk of recurrence. When pooling the cohorts,
a stratification of baseline risk functions over the cohorts was done to account for the heterogeneity of the
risk of recurrence over cohorts. Regression parameters significance was tested using the Wald test. Al
analyses were performed by the SAS statistical software system Version 9.1, and statistical tests

performed at the two-sided a=0.05 level of significance.

RESULTS
Description of the cohorts

A total of 4247 patients were eligible for analysis (Table 1). Of these 339 (12.2%) clinical recurrences
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were observed, the proportion varying from 5.6% for PMCC to 16.9% for UM cases. The median time until
first clinical recurrence was 4.1 years while the median time until last contact for those who did not have
any recurrence was 5.4 years. In total 40,324 PSA measurements were analyzed over the 5 cohorts and
the median number of PSA measures per patient was 9. As can be seen from Table 1, each cohort
contained a broad range of patients and there were some statistically significant differences between the
cohorts. For example, subjects from WBH were a little older (p<0.001), subjects from RTOG9406 had
very few T-stage 3 and 4 patients (p<0.001) and the pre-treatment PSA values tended to be higher in the
RBH cohort (p<0.001). Total dose of EBRT also differed between cohorts and was lowest in RBH

(median =63.2 Gy) and highest in RTOG9406 (median=78.0 Gy).

PSA pattern and its determinants

Influences of pre-treatment PSA (iPSA), T-stage and Gleason score on the three phases of post-radiation
PSA time course (Figure 1) are shown in Table 2 and interpretation of the parameters is given in
appendix 1. For all five cohorts there was general consistency about which factors influenced the three
phases, and the direction and magnitude of influence. For ptPSA, all five cohorts showed only iPSA to be
of statistical significance (all p<0.001), with higher pre-treatment PSA levels corresponding to higher post-
treatment PSA levels (Figure 2a). Pre-treatment PSA (iPSA) and T-stage were significantly associated
with the short-term PSA decline after radiation, with higher values associated with a larger fall of PSA
(Figures 2a, b) (nearly all p<0.001 for iPSA). iPSA, T-stage and Gleason score were all significantly
associated with the long-term PSA time course, with higher values corresponding to higher rates of rise
(Figures 2a,b,c). Goodness-of-fit of the model was evaluated, including a residual analysis for the
assumption of normality (not shown). It indicated that the model fit the observed data well across each of

the five cohorts.

Risk of recurrence and its determinants
Relative risks for the prognostic factors obtained for the four suitable cohorts (excluding RBH) and for the

overall pooled cohort are given in Table 3; separated by whether or not post-radiation PSA dynamics

7
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(absolute level and rate of change) were adjusted for in the analysis. Across all four cohorts current PSA
level contributed statistically significant prognostic information independent to all pre-radiation prognostic
factors (nearly all p<0.001). Similarly, the rate of PSA change was highly significant in all cohorts
(p<0.001) except RTOG 9406 (p=0.28). In the pooled analysis both factors were highly significant in
predicting clinical failure (both p<0.001). Therefore, for the same iPSA, T-stage level and Gleason score,
the higher the current level of PSA, the higher the risk of recurrence and likewise, for identical current
PSA levels, the risk of recurrence was higher in those with a higher current rate of PSA rise. Statistical
significance of all the pre-treatment prognostic factors was reduced when the post-radiation PSA profile
(which included both the current level of PSA and current rate of rise of PSA) was adjusted for in the
analysis. With adjustment for PSA kinetics, subjects with T-stage 3 or 4 had a 39% higher risk of clinical
recurrence than subjects with T-stage 1 or 2 (RR=1.39, 95%CI|=1.03,1.89). Subjects with a Gleason score
of 7 had a 62% higher risk of recurrence than subjects with a Gleason score below 7 (RR=1.62,
95%CI1=1.03,1.89) while no difference in the risk of recurrence was found for subjects with a Gleason
score of 8, 9 or 10 (RR=1.16, 95%CI=0.84,1.61). For each unit-increase of log(iPSA+0.1), the risk of
clinical recurrence decreased by 21% (RR=0.79, 95%CI=0.69,0.90). With adjustment of the risk of
recurrence for the PSA dynamics, the impact of a salvage ADT received during the follow-up was
consistent over cohorts, the risk of recurrence being reduced by 67% after a salvage ADT (RR=0.33,
95%CI1=0.24,0.46), whereas when neglecting the influence of PSA dynamics on the risk of recurrence, the
impact of a salvage ADT was typically larger than one and was heterogeneous over the cohorts with a

relative risk varying from 0.72 for WBH to 4.11 for RTOG9406.

Evaluation of other factors on disease progression

This model provided a framework to assess the impact of other factors. As an illustration, we evaluated
the impact of the EBRT dose and patient age on clinical outcome. Table 4 displays the results of the
effects of dose when using either the crude EBRT dose or D°. Results for crude dose and dose corrected
for a/B ratio were similar. Higher levels of total RT dose were statistically significantly associated with

lower ptPSA levels (p=0.022 for D and p=0.029 for D) and lower rates of long-term PSA growth (p<0.001

8
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for both). Total dose was of statistical significance in relation to risk of recurrence (p=0.022, RR=0.88
95%CI=0.81,0.96 for D and p=0.012, RR=0.91, 95%CI=0.84,0.98 for D), but lost statistical significance
when the post-radiation PSA profile, and particularly the rate of PSA change, was adjusted for (p=0.33,
RR=0.96, 95%CI|=0.89,1.04 for D and p=0.63, RR=0.98, 95%CI=0.91,1.06 for D°). Figure 3 shows the

impact of dose on post-radiation PSA trajectories.

The effect of age on post-treatment PSA and risk of recurrence are displayed in Table 4. Age was
statistically significantly associated with ptPSA (p<0.001), but not with the subsequent pattern of PSA
(p=0.35 and p=0.85). It was also associated with the risk of clinical recurrence whether or not the PSA
pattern and other prognostic factors were adjusted for (respectively p=0.003 and p<0.001). For two
patients, one 10 years younger than the other, having the same prognostic factors and the same
evolution of PSA, the younger patient had a 36% higher risk of clinical recurrence (RR=1.36,

95%CI=1.16,1.60).

DISCUSSION

A great deal is known about PSA and the risk of therapeutic failure when prostate cancer is treated with
radiation therapy. It is of well described prognostic significance when measured prior to therapy (3,23),
and there appears to be post-therapy prognostic implications attached to the failure of PSA to reach a low
nadir (4,24) or to a rising PSA pattern (9,19,25-27). However, the measurement error in PSA, high
variability between patients, multiple aspects of the post-radiation PSA profile, and the need to integrate
with pre-treatment prognostic factors pose challenges for construction of a coherent model of clinical
prognosis. Using advanced statistical modelling, this report has constructed such a prognostic tool by
partitioning the post-radiation PSA profile into three phases, accounting for the impact of pre-treatment
prognostic factors on each phase, and incorporating this information into a predictor for risk of clinical
recurrence which simultaneously accounts for pre-treatment standard risk factors and post-treatment PSA
dynamics. Effects of factors on the post-therapy PSA profile and risk of recurrence were similar across 5

large heterogeneous cohorts, justifying a pooled model based on a total of 4274 EBRT patients and

9
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40,324 PSA measures, one of the largest ensembles for this population to date. Using these data, we
were able to provide a precise form for the statistical model and an accurate description of the

significance of various pre- and post-therapy factors to enable clinical failure prognostication.

Traditional prognostic factors of iPSA, Gleason score and stage have been both validated and further
understood by these data. In terms of the phases of PSA evolution after EBRT, the post-therapy level of
PSA, the rate of fall, and the subsequent rate of rise have different influences. The estimated PSA at the
end of EBRT was, somewhat expectedly, associated with the higher pre-treatment PSA levels. The initial
PSA fall was associated with the iPSA and the stage of disease, with higher levels of either having larger
falls. Regardless of the fall however, both of these factors also predict for a faster rate of PSA rise, as
does higher Gleason scores. The late rising phase of PSA evolution can be seen as a continuous non-
linear descriptor of biochemical failure - a term familiar to most radiation oncologists treating prostate
cancer. By not enforcing binary reduction of the PSA rise to define biochemical failure (as is typical in the
literature (14)), maximal statistical power is retained in the model and correlations to prognostic markers
can be optimised. These results are consistent with studies involving the same factors and a binary

biochemical failure endpoint (1,3).

The subsequent use of longitudinal PSA data provides valuable insights when incorporated into an
actuarial model of clinical failure. The conventional prognostic factors iPSA, Gleason score, stage and, to
a lesser degree, EBRT dose have been independently associated with clinical failure in many
conventional analyses (3,28,29). These are soundly reiterated in the present data when used without
consideration of the post-therapy PSA dynamics. However, their prognostic influence is largely abrogated
by inclusion of the temporal absolute and relative PSA levels into the prognostic model, suggesting that
the pattern of PSA following EBRT is of major prognostic significance for clinical recurrence. This is not a
new concept, with investigators previously suggesting that indices such as PSA doubling time (dT) be
factored into patient follow-up assessment (9,11,24). Our model strengthens that call, with consistent

findings to suggest that both the dT and the absolute PSA be taken into account, rather than only

10
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traditional pre-treatment variables, when estimating the risk of clinical failure in a patient who is being

considered for salvage therapy.

Although the data cannot directly offer rules for the optimal timing of salvage ADT, it does provide
increased appreciation into the true therapeutic effect it has. Using conventional analysis, including
salvage ADT as a time-dependent covariate showed no consistent effect with the relative risk of failure
related to its use varying from a benefit to a strong detrimental outcome across cohorts while a consistent
benefit to salvage ADT use was seen when accounting for the PSA dynamics. This suggests in the
simplified analysis the therapeutic effect is overwhelmed by the PSA dynamic factors, given that these
same factors are likely to be strongly aligned with those used in the decision to implement salvage ADT.
Conversely, the impact of stage and high grade cancers of clinical failure becomes less pronounced once
PSA follow-up data is included, suggesting that their effect is largely spelled out through PSA dynamics.
Thus, the approach we use provides an appropriate framework to evaluate how factors are involved in the
progression of prostate cancer, and especially whether their effect on clinical recurrence is mediated by
their effect on PSA post-treatment evolution. This statistical model can be used as a framework for
consideration of the impact of other factors. We illustrated this with age at diagnosis and dose of
radiation, but it could also be used for factors such as field size, pre-treatment PSA doubling time, fraction
size or pre-treatment biomarkers. We found dose associated with clinical recurrence as has been
observed by others (28,29) but interestingly, we found that the association between higher dose of
radiation and lower risk of recurrence was completely mediated by the association between dose of
radiation and the post-radiation-therapy PSA pattern and particularly the long-term rate of PSA rise. Over
the five cohorts, age at diagnosis was independently associated with the risk of recurrence adjusting or
not for the PSA dynamics with younger subjects having a higher risk of recurrence. This suggests that
age is associated with clinical recurrence but not with the long-term pattern of PSA kinetics after adjusting
for other factors. However, this finding would need to be substantiated in other studies before it can be

clinically implemented, as the significance of age as an outcome predictor is still unclear (30).
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One strength of the findings in this paper was the high degree of replication of the important prognostic
factors across five large independent cohorts, suggesting a high degree of validity and generalizability.
There is a degree of subjectivity in the assessment of both Gleason score and T-stage, thus despite
potential differences in these between cohorts, it is noteworthy that they show consistent effects. The
high levels of statistical significance seen, particularly in the combined analyses, naturally relates to the
analytic power afforded by the large and diverse cohorts. The generalizability we have seen across
cohorts does in no way, however, diminish the need for well designed prospective validation studies. One
restriction is that the data is limited to those treated with EBRT alone, and as such is not able to be
extrapolated to those treated with combined neoadjuvant or adjuvant ADT, or brachytherapy which are

known to have quite different PSA evolution (31).

The complexity of the statistical modelling we have used to account precisely both for PSA pattern and
risk of recurrence goes well beyond models of binary biochemical failure. Despite the complexity, pre-
treatment factors and time since treatment can be relatively easily combined in this model to arrive at an
estimated PSA pattern as described in Appendix 2 and provided on the website

http://psacalc.sph.umich.edu/. As this pattern is shown to have a strong relationship to clinical failure, we

plan in the future to develop an on-line electronic calculator to provide relevant estimates of clinical failure
over time associated with observed patterns of post-treatment PSA. We suggest that individualised

clinical monitoring based on detailed understanding of PSA dynamics will be forthcoming.
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APPENDIX1: ‘Two-stage’ model
PSA Evolution:
For subjecti (i=1,...,N) and occasion j (j=1,...,n;), PSA(t;) is the PSA level measured at time t; after the end
of EBRT and PSA*(tij):Iog(PSA(tij)+0.1) the PSA level in the logarithm scale. Evolution of PSA™ was
described using the following linear mixed model (21):

PSA*(tij) = (Mo+Uoi+XoiBo) + (Ma+usi+XyBs) xFi(ty) + (Matuz+XaB2) X falty) + &,
The pattern of PSA™ after EBRT was divided into three phases (Figure 1): post-therapy level, short-term
evolution in the first year after EBRT (f((t)), and long-term evolution (fy(t)). The functions f; and f, relating
time to PSA levels in short- and long-term phases were determined using a profile likelihood method
yielding f;=(1+t)* -1 with A=-1.5, and f,(t)=(t)" “/(1+t)* with a=0; (Wo, K1, M2), (Xoiy X1, X2i), and (Bo,B1,B2) are
phase-specific intercepts, covariates and regression parameters; u=(Ug,U1,Uz)' are phase-specific
random-effects Normally distributed with mean 0 and variance-covariance matrix B; g; are residual error
terms Normally distributed with mean 0 and variance o°. When pooling the cohorts, different phase-

specific intercepts were considered for each cohort.

Interpretation of the LMM parameters:

Post-treatment PSA (ptPSA) is defined as the PSA value immediately following the end of EBRT. For
parameters associated with ptPSA, intercept denotes the average In(PSA+0.1) value at the beginning of
post-treatment period for an initial pre-treatment PSA (iPSA) of .9. The parameter for iPSA denotes the
change in the transformed ptPSA (In(ptPSA+0.1)) corresponding to a unit-increase in transformed iPSA

(IN(PSA+0.1)).

Short-term PSA dynamics is the change in In(PSA+0.1) for a unit-increase of the time transformation
variable f,(t)=((t+1)™°-1) at t years post-radiation. Higher (respectively lower) short-term PSA dynamics
correspond to higher declines in PSA (respectively less declines and potential increases). For parameters

associated with short-term evolution, intercept denotes average short-term PSA decline for an individual

13
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with iPSA=.9 and T-stage=1; the parameter associated with iPSA denotes the change in short-term PSA
for a unit-increase in transformed iPSA (positive values correspond to higher short-term PSA declines
during the first year post-radiation; negative values to lower declines), and the parameter associated with
T-stage denotes the difference in short-term PSA dynamics for T-stages 2 and (3 or 4) compared to T-
stage 1 (a positive value means T-stage 2 and (3 or 4) have a greater PSA decline compared to T-stage

1, respectively).

Long-term PSA dynamics denotes the change in log (PSA + 0.1) for a unit-increase in year post-radiation.
Higher long-term PSA velocities correspond to larger rises in PSA. For parameters associated with long-
term PSA dynamics, intercept denotes average long-term PSA dynamics for iPSA=.9, T-stage=1 and
Gleason score 2-6, the parameter corresponding to iPSA denotes the change in long-term PSA dynamics
for a unit-increase in transformed iPSA (positive values denote larger increase), the parameter associated
with T-stage denotes the difference in long-term PSA dynamics for T-stages 2 or (3-4) compared to T-
stage 1 (same interpretation as for short-term) while parameters associated with Gleason score

categories 7 and >7 have similar meanings referenced to scores 2--6.

Prediction of PSA”kinetics:
Predictions of PSA’ (PéAi*(t)) and rate of PSA” change (slope) (slPéAi*(t)) over time for individual i

were formed from the maximum likelihood estimates:

PSA, ()= ({1, + 0y + X0 B) + (8 +0y; + X, B) <, (0) +(@, +, +X, ) <t
SIPSA, ()= (i +0y; +X,; B>, ®) + ({1, +1y + X, )

A

ui=(ﬁ01,ﬁh,ﬁ2i)T are the empirical Bayes estimates of the individual random-effects,

(/flo,/fll,/flz )T and (ﬁo,ﬁl,ﬁ’zy are respectively the maximum likelihood estimates of phase-specific
intercepts and regression parameters, and f;(t)=-(1+t)%°/1.5 is the first derivative of f,(t}. When using

pooled data, (f1,, f1,, /1, )" were replaced by cohort-specific intercepts ({2, , ity , [y ) k=15-

14
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Risk of clinical recurrence:

A time-dependent Cox proportional hazard model described the risk of recurrence over time as a function

of the covariates X;, the current PSA level deduced from the LMM PéAi*(t), the current rate of PSA

change slPéAi*(t) and a time-dependent indicator of salvage ADT 1{t>txpri} (1{t>tapr}=1 if ADT before

time t and 0 otherwise):

AO=Ao(®eXp(yX; + SL{>taor} +nhy(PSA, (1)) + ¢ SIPSA, (1))
Transformations of the current prediction of PSA" and the rate of PSA change were investigated to
assess whether they improved goodness-of-fit. A preliminary analysis revealed that the effect of current
PSA" on the risk of recurrence was nonlinear, correctly approximated by h;(PSA; (t))=exp((PSA; (1)-
0.71)/0.44)/(1+exp((PSAi*(t)-O.71)/0.44)), while the effect of sIPSA” was linear. The h; transformation
implies that the effect of a unit-increase of PSA” on the risk of recurrence is maximal in the 1.0-4.0 ng/mL

range of PSA. For the pooled analysis the baseline hazard (Ay(t)) was stratified across cohorts.

15
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APPENDIX2: Prediction of PSA evolution using pre-treatment covariates

From the statistical model in Appendixl applied to the 5 cohorts, the expected PSA evolution for a subject
given his pre-treatment factors iPSA, T-stage and Gleason is obtained by substituting maximum likelihood
estimates into the LMM (using the mean value over the 5 cohorts for the phase-specific intercepts).
Defining iPSA=In(iPSA+0.1); Tst2=1 if T-stage=2 and 0 otherwise; Tst34=1 if T-stage>=3 and 0O
otherwise; GS7=1 if Gleason=7 and 0 otherwise and GS8h=1 if Gleason>=8 and O otherwise, the mean
PSA attime tis:

PSA"(t)=-0.1959+0.7821x iPSA

+(@+1)7° ~1)x[0.9739+0.6173x iPSA +0.2745x Tst2 +0.4316x Tsr34)]
+tx[-0.2480+0.1988x {PSA +0.1520x Tsr2 + 0.3973x Ts134 +0.1226x GS7 +0.2465% GS8h]

For example if iPSA=10, T-stage=2 and Gleason=7,

PSA"(t)= - 0.1959+0.7821x1n(10.1) + ((1 + 1) ~1)x[0.9739+0.6173x1n(10.1) +0.2745]
+tx[-0.2480+0.1988xIn(10.1) +0.1520+ 0.1226

= 1.6127+2.6759% (1 +1)™° ~1)+0.4864x

At 2, 4 and 6 years after EBRT, the mean predicted PSA” are 0.42, 1.12 and 2.00. The corresponding
predicted PSA values are 1.43, 2.97 and 7.29 ng/mL respectively, as shown in Figure 2. A calculator that

automatically performs this prediction is available online at http:/psacalc.sph.umich.edu/. The online

predictor includes also the EBRT dose.

16
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Table 1. Description of the 5 cohorts. Continuous data depicted as median (5",95th percentiles), with
categorical data shown as number and percentage.

Table 2. Regression parameters and degree of significance for post-therapy PSA level and short- and
long-term PSA evolution. Positive (negative) entries represent increase (decrease) in post-therapy PSA
measure for a unit-increase in the predictor.

Table 3. Relative risks of clinical recurrence without and with adjustment for post-therapy PSA dynamics.
Table 4. Effect estimates for dose of radiation (crude or a/pB-adjusted measure) and age for PSA evolution
and clinical recurrence without and with adjustment for post-therapy PSA dynamics. For effects on PSA
evolution, positive (negative) values denote an increase (decrease) in evolution summary for a unit-

increase in dose or age.
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Tablel.
Cohort UM RTOG9406 PMCC WBH RBH Pooled
Location Ann Arbor, Multicenter, Melbourne, Detroit, Brisbane,
USA USA Australia USA Australia

Period of recruitment 1988-2004 1994-2001 1997-2003 1987-2003 1990-1998

Number of patients 503 615 395 1268 1466 4247
Number of PSA measures 4607 6416 3285 11380 14636 40324
69.8 69.0 69.8 73.0 68.9 70.2

Age (years) (56.2,78.7)  (54.0,77.0) (585.76.7) (61.0.830) (57.7.773) (57.7,79.4)

Pre-therapy PSA (ng/mL) 8.2 (2.3,43.7) 7.4 (2.6,19.2) 10.5 (4.0,27.0) 7.7 (2.3,38.2) 15.0 (3.5,54.0) 9.6 (2.6,43.7)

Clinical T-stage 1 163 (32.4%) 348 (56.6%) 74 (18.7%) 431 (34.0%) 298 (20.3%) 1314 (30.9)
2 290 (57.7%) 253 (41.1%) 236 (59.8%) 792 (62.5%) 1047 (71.4%) 2618 (61.7%)
34 50(9.9%) 14 (23%) 85(21.5%) 45(3.5%) 121 (8.3%) 315 (7.4%)
Gleason Score  2-6 276 (54.9%) 421 (68.4%) 247 (62.5%) 902 (71.1%) 1116 (76.1%) 2962 (69.7%)
7 188 (37.4%) 156 (25.4%) 129 (32.7%) 252 (19.9%) 262 (17.9%) 987 (23.3%)
8-10 39(7.7%)  38(6.2%)  19(4.8%) 114 (9.0%) 88 (6.0%) 298 (7.0%)

Crude Total Dose (GY) 70.4 78.0 70.0 66.6 63.2 66.6
Y (66.077.8) (70.3,82.4) (66.0,74.0) (66.0,77.4) (52.5,66.0)  (52.6,79.8)
69.5 78.4 70.0 66.0 64.3 66.0

Corrected Total Dose™ (GY) 644 75.9)  (68.583.7) (66.0.74.0) (64.1748) (58.0,66.0) (58.2,80.0)

Number of PSA measures
per patient

Clinical recurrence 85 (16.9%) 42 (6.8%) 22 (5.6%) 190 (15.0%) NA 339 (12.2%)'r

8 (3,19) 11 (4,17) 8 (3,14) 8 (3,19) 9 (3,18) 9 (3,18)

Salvage Androgen o o o o o o
Deprivation Therapy 44 (8.8%) 47 (7.6%) 42 (10.6%) 170 (13.4%) 563 (38.4%) 866 (20.4%)
Time to clinical recurrence

)
(years) 3.0(1.383) 4.2(2.080) 4.3(1.3,6.0) 4.4(1.4,10.0) NA 4.1(1.4,9.2)

Time-to-last contact (years) 5.9 (1.3,12.2) 5.6 (2.6,9.8) 4.8(2.1,7.6) 5.6 (1.5,11.5) NA 5.4(1.7,10.9)'r

*obtained using a/B=4
'excluding RBH

NA=not available
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Table2.
>
g Prognostic factor UM RTOG9406 PMCC WBH RBH POOLED
=
=r
= Effect on Post-treatment PSA level
=
% Intercept -0.01 -0.29 -0.02 -0.34 -0.03 -0.20
wn
(@)
=k Initial PSA 0.76 0.83 .65 0.85 71 0.78
g' Effect on PSA drop in the first year after EBRT
D
§ Intercept 0.98 0.63 1.38 0.63 1.43 0.97
o
§ Initial PSA 0.70 0.76 0.32 0.74 0.48 0.62
w
(]
2 T-stage* 2 0.37 0.38 0.47 0.37 0.06 0.27
<
g 3-4 0.39 -0.08 0.83 0.02 0.42 0.43
2 — I
2\ Effect on long term PSA rise
Intercept -0.10 -0.05 -0.24 -0.30 -0.18 -0.25
Initial PSA 0.15 0.08 0.15 0.21 0.24 0.20
T-stage* 2 0.10 0.16 0.19 0.22 0.08 0.15
3-4 0.53 0.11 0.40 0.46 0.33 0.40
Gleason 7 0.12 -0.01 0.18 0.02 0.26 0.12
Score E— E— —
8-10 0.27 0.09 0.29 0.14 0.39 0.25

Bold underlined: highly significant p<0.001; bold: significant p in [0.001,0.05]; grey: not significant

p>0.05.
*Reference level T-stage 1

"Reference level Gleason score 2--6
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Table3.
I . . . . . . . .
|:E Without adjustment for post-radiation PSA  With adjustment for post-radiation PSA
e
S RTOG RTOG
S UM 9406 PMCC WBH Pooled UM 9406 PMCC WBH Pooled
S
% Initial PSA 138 1.28 0.89  1.68 1.47 0.76  0.74 0.38 0.83 0.79
(7]
(@] *
=k T-stage 3ord 324 121 3.30 1.05 1.94 1.78 1.18 1.98 0.95 1.39
5 S'ea59” 7 292 198 330 172 211 207 223 154 140  1.62
2 core == === ==
3 8-10 278 1.79 1.76 1.45 1.66 2.01 1.09 1.84 0.97 1.16
o
§ Salvage ADT 142 411 4.03 0.72 1.09 0.35 0.55 0.37 0.29 0.33
w
S PSA®)' 164 158 185 156  1.58
<
o Rate of PSA (1) 232 173 399 334 293
7 change
o
=
|_\

Bold underlined: highly significant p<0.001; bold: significant p in [0.001,0.05]; grey: not significant

p>0.05.

*Reference level T-stage 1--2

'Reference level Gleason score 2--6

"PSA(t) gives the relative risk (RR) of recurrence associated with an increase of 0.1 in the rescaled
logistic link function of log(PSA+0.1) at current time

SRate of PSA(t) change gives the RR of recurrence associated with an unit-increase of rate of change of

log(PSA+0.1) at current time
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Table4.
DOSE (for 2Gy difference) Age
Crude measure a/B-adjusted measure* (for 10 years difference)
: g estimate } tt estimate } tt estimate } tt
Evolution of PSA: [95% CI] p-value [95% CI] p-value [95% CI] p-value
-0.017 -0.018 -0.115
initial level 0.022 0.029 <0.001
[-0.031,-0.002] [-0.034,-0.002] [-0.147,-0.083]
-0.010 0.502 -0.022 0.190 0.0003 0.347
short term [-0.039,0.019] ' [-0.054,0.011] ' [-0.0004,0.0011]
-0.018 -0.026 0.00003
long term <0.001 <0.001 850
[-0.027,-0.009] [-0.036,-0.016] [-0.0003,0.0003]
i Al HR -value™ HR . tt HR -value™
Risk of recurrence: [95% CI] p [95% CI] p-value [95% CI] p
without adjustment 0.880 0.022 0.906 0.012 0.776 0.003
for PSA evolution [0.811,0.955] [0.838,0.979] ' [0.656,0.918]
with adjustment for 0.961 0.332 0.981 0.626 0.736 <0.001

PSA evolution

[0.886,1.042]

[0.907,1.060]

[0.627,0.864]

*obtained using a/pB=4

"Pooled data include UM, RTOG9406, PMCC, WBH and RBH for the PSA evolution and UM, RTOG9406,

PMCC and WBH for the risk of recurrence

”p-value from the Wald test
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Figure 1. Three phases of PSA evolution after the end of EBRT: post-therapy level, short-term decline
and long-term evolution.

Figure 2. Predicted evolution of PSA after EBRT according to: (a) initial PSA for a subject with a T-
stage=2 and Gleason=7 (PSA range from 0.1 to 1000ng/mL); (b) T-stage for a subject with an initial
PSA=10ng/mL and Gleason=7; (c) Gleason score for a subject with an initial PSA=10ng/mL and T-
stage=2.

Figure 3. Predicted evolution of PSA after EBRT according to dose of radiation for a subject with an initial

PSA=10ng/mL, a Gleason=7 and a T-stage=2.
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Figure 2.
(a) iPSA (T-stage=2,Gleason=7)
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Figure 3.
T Dose of radiation (iPSA=10ng/mL,T-stage=2,Gleason=7)
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