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A B S T R A C T

Purpose

The NCIC CTG PR3/MRC PR0O7 randomized phase Il trial compared androgen-deprivation therapy
(ADT) alone versus ADT with radiotherapy (RT) for patients with locally advanced prostate cancer.
This article reports the health-related quality-of-life (HRQOL) outcomes of this trial.

Patients and Methods
A total of 1,205 patients were randomly allocated to either ADT alone or ADT with RT. HRQOL

was assessed at baseline and every 6 months thereafter using the European Organisation for
Research and Treatment of Cancer Core Questionnaire and a prostate cancer-specific
checklist or the Functional Assessment of Cancer Therapy-Prostate questionnaire. Mean
changes from baseline scores for five function domains and nine symptom domains were
analyzed as those most relevant to ADT and RT. The proportions of patients with improved,
stable, or worsened HRQOL scores according to instrument-specific minimal important
differences were calculated.

Results

Baseline questionnaires were completed by 1,028 patients (88%). At 6 months, RT had a
statistically significant impact on mean score for bowel symptoms (P = .02), diarrhea (P < .001),
urinary function (P = .003), and erectile dysfunction (P = .008); by 3 years, however, there were
no significant between-group differences in any domain. Generalized linear mixed modeling
revealed no significant between-arm differences in any of the function scales but showed
significant deterioration in both arms over time for Functional Assessment of Cancer Therapy—
Prostate total score, treatment outcome index, and physical and functional well-being.

Conclusion

The addition of RT to ADT for patients with locally advanced prostate cancer significantly
improved overall survival and had only modest and transient negative impact on relevant
domains of HRQOL.

J Clin Oncol 33:2151-2157. © 2015 by American Society of Clinical Oncology

mal management in this setting was controversial, in
that many physicians treated with ADT alone, be-

Prostate cancer is the most frequently diagnosed
cancer in men and a leading cause of cancer mortal-
ity in North America and the European Union."
The role of radiotherapy (RT) in the setting of locally
advanced disease was addressed by the NCIC CTG
(NCIC Clinical Trials Group) PR3/MRC (Medical
Research Council) PRO7 clinical trial, which sought
to determine the relative benefits and risks of adding
RT to lifelong androgen-deprivation therapy
(ADT).> When this trial was launched in 1995, opti-

lieving that the disease was incurable. RT was known
to have associated toxicities, and the incremental
benefit of adding RT to ADT was uncertain. The
PR3/PRO7 trial was thus designed with a primary
end point of overall survival and secondary end
points of disease-specific survival, toxicity, and qual-
ity of life; it successfully accrued 1,205 patients. The
interim analysis, at median follow-up of 6.0 years,
showed that the addition of RT to ADT significantly
affected overall survival, reducing the risk of death
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resulting from any cause (hazard ratio, 0.77; 95% CI, 0.61 to 0.98; P =
.033). In this report, we provide a detailed description of the patient-
reported outcomes (PROs) of this trial and their relationship to
treatment-related toxicity outcomes to further inform clinical deci-
sion making regarding the risks and benefits of RT as provided from
the patients’ perspective.

Health-related quality-of-life (HRQOL) outcomes, when prop-
erly executed, are valid evaluations of both harmful and beneficial
effects of treatment from the patient’s perspective.” The objectives
were to: describe the differential impact of RT in this setting by com-
paring PROs by trial arm, to describe the QOL of men treated with
long-term ADT from diagnosis, and to assess the relative responsive-
ness of two PRO instruments (ie, Functional Assessment of Cancer
Therapy-Prostate questionnaire [FACT-P]® compared with Euro-
pean Organisation for Research and Treatment of Cancer [EORTC]
Core Questionnaire [QLQ C30]” plus prostate cancer—specific check-
list). The third objective was undertaken as a substudy and will be
reported separately.

PR3/MRCPRO7 was an open randomized controlled trial comparing ADT
alone with ADT plus RT.? Patients were eligible if they had T3 or T4 (N0 M0)
disease or high-risk disease (prostate-specific antigen [PSA] > 40 ug/L or PSA
= 20 pg/L plus Gleason score = 8). The primary trial outcome was overall
survival. Secondary outcome measures included disease-specific survival, tox-
icity (reported using NCIC CTG Expanded Common Toxicity Criteria), and
HRQOL. All patients provided written informed consent, and appropriate
national and local regulatory and ethics review approvals were obtained.’

Protocol Treatments

Patients in both treatment arms received lifelong ADT (either bilateral
orchiectomy or luteinizing hormone-releasing hormone [LHRH] agonist
therapy with = 2 weeks of antiandrogens [latter continued at investigator
discretion]). RT was delivered using four-field box techniques in two phases
(prostate, seminal vesicles, and pelvic nodes to 45 Gy in phase one and prostate
gland with periprostatic tumor extension, if present, to 20 to 24 Gy, both in
conventional fractionation). Patients with pathologically negative lymph
nodes and those in whom the treating physician felt that pelvic RT was
inappropriate were treated to only the prostate volume (65 to 69 Gy).

HRQOL Assessment

Two validated HRQOL instruments were used. In a substudy of
instrument responsiveness, North American participating centers were
randomly assigned to either the EORTC QLQ-C30, including a trial-
specific PR19 checklist,” or the FACT-P.® MRC participating centers did
not participate in the substudy and used only the FACT-P instrument.
HRQOL was completed directly by the patient at baseline before RT, at the
end of RT (if allocated), and at 6, 12, 18, and 24 months and yearly
thereafter until the patient was off study protocol.

The EORTC QLQ-C30 and PR19 checklist consist of questions address-
ing five function domains (physical, role, emotional, cognitive, and social),
global QOL, specific symptom scales, and individual symptom items. At the
time of protocol design, there was no validated prostate cancer—specific
EORTC QOL module; the early PR19 version used items addressing specific
symptoms relevant to prostate cancer and its treatment. For function scales,
high scores represent high functioning, whereas for symptom scales, high
scores indicate greater symptom burden. A minimal important difference of
10.0 points was used as a conservative estimate of clinically meaningful change
from baseline.®

The FACT-P comprises the FACT-G instrument and additional prostate
cancer—specific items.® It generates FACT-P total, trial outcome index (TOI),
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physical and functional well-being, and urinary domain scores. High function
or TOI scores reflect better quality of life, whereas high symptom scores reflect
higher symptom burden. A minimal important difference of 7.0 points was
used for the function and symptom scales.” FACT-P scales were primarily used
to evaluate the secondary HRQOL outcomes of the trial. EORTC QLQ-C30
items are reported for long-term HRQOL and for domains where no compa-
rable FACT-P item exists.

Statistical Methods

Compliance at baseline was the proportion of randomly assigned pa-
tients who completed an HRQOL assessment before random assignment;
subsequently, compliance at each assessment was the proportion of patients
whose questionnaires were received of those expected (not expected if patient
had no baseline HRQOL assessment, experienced progressed, or died). Scor-
ing of instruments was performed per the respective statistical manuals. All
analyses were by intention to treat. The sample-size calculation for the
HRQOL end points assumed the EORTC QOL scores to have a normal
distribution, with standard deviation of 25 points; to have 80% power for
detecting a 10-point difference in global QOL (using two-sided a of 5%), 202
patients were required for the EORTC QLQ-C30 measure. The corresponding
sample size for the FACT-P scale was smaller (n = 150).

The first objective (differential impact of RT on HRQOL) was evaluated
by calculating between-arm differences in mean change scores at specific time
points for domains relevant to RT (null hypothesis tested using Wilcoxon rank
sum test). A change was defined as post-treatment value minus baseline value
for each scale. The distributions of both baseline and change scores had
symmetric bell shapes; therefore, means and standard deviations were used to
present the results. Between-arm differences at 3 years were tabulated as a
summary of each domain at a time when late radiation toxicity was expected to
have occurred. Between-arm differences for relevant domains at other time
points were plotted graphically. In addition, we calculated the proportion of
patients improving or deteriorating'® by the clinically minimal important
differences from baseline. The second objective regarding the overall impact of
ADT over time was evaluated using generalized linear mixed modeling to
statistically evaluate the overall effects of time (by domain or scale item) and
potential interaction between treatment allocation and time (by domain or
scale item).

In an exploratory analysis, we sought to compare the apparent negative
impact of treatments as determined by HRQOL scores versus as determined by
treatment toxicity rates. For specific symptoms relevant to the impact of RT
(EORTC PR19 diarrhea, rectal pain, and rectal bleeding and FACT-P urine
function and erectile function), and for symptoms relevant to ADT (PR19 hot
flushes and FACT-P impotence/libido, lethargy, and insomnia), patients’ re-
sponses to single-item questions were tabulated. Because both instruments
used the same format, consisting of a question stem (eg, “During the past week,
have you had diarrhea?”) followed by a 4-point Likert scale of graded responses
(“not at all” to “very much”), we calculated the proportion of patients re-
sponding with nonzero responses for each response category as follows:
HRQOL grade 4 (“very much”), grade 3 (“quite a bit”), and so on. Similarly,
we calculated the proportion of men having any toxicity (nonzero toxicity
grades) on each Common Toxicity Criteria category that best corresponded to
each patient-reported symptom.

No adjustments for missing data were made beyond the use of general-
ized linear mixed modeling. FACT-P data were not analyzed beyond 48
months because of dropping compliance rates. No adjustments to the inter-
pretation of P values were made for multiple comparisons. All statistical tests
were two sided, with significance level of o = 0.05. All analyses were conducted
using SAS software (version 9.2; SAS Institute, Cary, NC).

Patients
A detailed description of the 1,205 patient participants is pro-
vided elsewhere.’ Briefly, 78% of patients were age = 65 years, and
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MRC
participating centers

North American
participating centers
Baseline compliance

' N = 1,028 (88%)
R
EORT‘C/\ FACT-P
n =181 n =847
Compliance Compliance

(% received/expected)

6 months: 91.6% 164
1year:92.0% 162

2 years: 86.8% 138
3years:97.2% 140

4 years: 86.6% 116
5years: 88.1% 111

6 years: 85.3% 99

7 years: 80.2% 85

8 years: 84.8% 85

(% received/expected)

6 months: 94.8% 803
1year:91.6% 755

2 years: 92.8% 701
3years: 86.5% 609

4 years: 78.9% 506

5 years: 66.0% 388

6 years: 38.0% 204

Fig 1. Health-related quality-of-life (HRQOL) data collection schema and compli-
ance rates for each HRQOL instrument. EORTC, European Organisation for Re-
search and Treatment of Cancer; FACT-P, Functional Assessment of Cancer
Therapy—Prostate questionnaire; MRC, Medical Research Council; R, radiotherapy.

78% had an Eastern Cooperative Oncology Group performance of
0. The majority of patients had T3 (83%) or T4 (5%) disease, and
50% had PSA > 40 ug/L. As expected with random assignment,
patient attributes were balanced between arms at baseline, includ-
ing HRQOL scores.

Of the 603 patients randomly assigned to ADT plus RT, 17
patients did not receive RT, most (72%) received a two-phase RT plan
that included pelvic lymph nodes, and 28% received treatment to the
prostate alone. Nine patients randomly assigned to ADT alone re-
ceived RT (= 50 Gy). LHRH agonists were administered in 1,105
patients (92%), and orchiectomy was performed in 93 patients (8%).

Instrument Completion and Compliance Rates
Figure 1 shows the flow of patients according to assigned
HRQOL instrument. Baseline participation was > 88%.

Mean HRQOL Scores at Baseline

Table 1 lists mean scores at baseline for the function scales and
selected symptom items most relevant to toxicities. At baseline, bowel
symptom scores were low (3.3 to 3.6), whereas urinary scores were
moderate (28.7 to 29.7).

Assessment of Impact of RT on PROs

Change in mean scores by treatment allocation. Table 1 lists
change scores at 6 months and 1 and 3 years. Significant between-arm
differences at 6 months were evident for bowel symptoms, diarrhea,
urinary function, and erectile function. At 3 years, however, no clini-
cally or statistically significant differences between arms were evident.
Figure 2 shows these findings for the FACT and EORTC physical
functioning scores as examples. Additional illustrations of function
scale scores over time are provided in Appendix Figs Al and A2
(online only). Mean scores over time for the symptoms most relevant
to RT toxicity are shown in Figure 3.

Response analysis.  Figure 4 shows the proportions of men im-
proved, stable, or worsened at any time from baseline for six symptom
and six function scales. Significant differences were evident only for
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diarrhea and bowel symptoms, with alarger proportion of men receiv-
ing RT reporting worsened symptoms at some point during treat-
ment. A substantial proportion of men reported improved urinary
scores in both arms.

Assessment of Impact of Treatments on PROs
Over Time

Generalized linear mixed modeling testing for the effect of time
on mean change scores showed significant worsening of scores from
baseline in both arms for FACT-P total scores and FACT TOI, prostate
symptoms, and physical and functional well-being, as well as for
EORTC physical and social functions (Fig 2; Appendix Table Al;
Appendix Figs Al and A2, online only).

Analysis of Single-ltem Responses and Comparison
With Toxicity Scores

Figure 5 shows the frequency of nonzero HRQOL symptom
responses for the selected six RT-related symptoms and four gen-
eral symptoms relevant to ADT administration that had corre-
sponding Common Toxicity Criteria for Adverse Events toxicity
categories. The upper panel of Figure 4 shows the frequency of
nonzero (grade 1 to 4 toxicities) recorded on trial. Comparable
rates of HRQOL item scores and toxicity rates were seen for most
symptoms relevant to the locoregional impact of RT. Urinary
incontinence was reported more frequently in HRQOL items com-
pared with Common Toxicity Criteria for Adverse Events grades.
For those symptoms more likely related to ADT, higher rates of
poor sexual function, lethargy, and insomnia were seen on
HRQOL scores than on toxicity assessments.

The PR3/PR0O7 study has demonstrated that in patients with locally
advanced prostate cancer, long-term ADT with RT, compared with
long-term ADT alone, improves overall and disease-specific sur-
vival. Analyses of the HRQOL outcomes reveal a number of key
additional findings. First, RT has a temporary negative incremental
impact on domains, reflecting RT toxicity (these are also detected
by common toxicity rates). Second, in contrast to worst reported
toxicities, HRQOL data show that the impact of RT on bowel and
bladder function, in most patients, is transient; average symptom
scores did not differ (clinically or statistically) between arms after 2
years. Furthermore, the proportion of patients reporting severe
bowel or bladder symptom scores at any time was only slightly
higher (< 5%) among those receiving RT compared with those
who did not. Third, the adverse impact of RT did not result in
between-arm differences in global HRQOL or in any function
domain. Fourth, the frequency of self-reported symptoms in each
treatment arm was higher than that suggested by clinician-
reported toxicity scores for those domains reflecting treatment
toxicities. Finally, the HRQOL results revealed symptom benefits
conferred by treatments regarding bladder function. Overall, these
findings illustrate that the overall benefits of RT outweigh the
incremental adverse impact of RT when added to ADT.

The main strengths of this study relate to its robust design and
execution and high compliance on both HRQOL instruments up to 4

© 2015 by American Society of Clinical Oncology ~ 2153
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Table 1. QOL Scores for Selected EORTC Core Questionnaire and FACT-P Domains at Baseline and Change From Baseline
Change From Baseline
Baseline QOL Score 6 Months 12 Months 36 Months
ADT ADT + RT ADT ADT + RT ADT ADT + RT ADT ADT + RT
Domain Mean SD Mean SD Mean SD Mean SD P Mean SD Mean SD P° Mean SD Mean SD P*
Global and Function Scales
EORTC physical function 925 119 915 159 -35 143 -38 147 73 -51 129 -5 186 .79 -9 18 —10 185 .63
EORTC role function 95.0 11.7 948 138 —-29 157 —-6.9 226 62 —-49 164 -6 17 66 —11.5 20.1 —133 26.7 .75
EORTC emotional function 853 14.2 831 17.7 02 127 3 179 31 1.7 142 44 191 13 0.3 14.9 0.8 21 .62
EORTC cognitive function 87.2 159 91 1.1 -18 163 —-2.6 16.2 9 —-22 173 —-47 182 43 —-46 222 -6.7 202 41
EORTC social function 95 122 941 144 -47 199 -6.2 197 33 -6 154 —-47 198 61 —14 262 —14 286 .87
EORTC global function 778 182 774 175 -18 144 -9 214 .03 -57 169 -79 206 .78 —10 16.8 —11.1 189 .73
FACT-P physical well-being 90.7 95 903 115 —-11 35 —-21 4 .001 -14 38 -16 37 39 -17 38 -—-15 4 78
FACT-P social/family 80.4 17 80.7 164 —-05 47 —-05 46 8 —-09 48 -06 45 41 -14 51 -09 51 53
FACT-P emotional function 81.3 16.7 81.8 16.1 09 3.1 08 29 .88 09 35 1 3.4 .69 06 32 1.1 33 .15
FACT-P functional well-being 81.1 18 80.2 186 —-3.2 17.3 —-6.4 169 .004 -3.8 17 —-5.1 185 42 -72 203 -6.8 17 .97
FACT-P global assessment 553 28.6 581 297 43 276 -3 31 .002 33 312 -0.7 304 .35 26 316 —-1.1 296 .17
FACT-P total score 1215 16.1 1215 116 —-1.7 149 —-6.0 139 .001 -36 154 —-43 147 95 -59 164 -52 154 56
FACT-P TOI 82.7 123 825 13 -21 11.8 —-64 117 .001 -3.4 12 =B 123 22 -5 134 —54 123 71
FACT-P prostate cancer subscale 34.7 7.1 348 7.1 -01 6.7 -24 69 .001 -1 68 -19 73 .14 -12 70 -19 73 35
Symptom/Organ Domains
EORTC bowel symptoms 36 73 33 84 —-13 7.1 3.3 14.8 .02 -09 106 38 142 .02 -03 10.1 1.7 1563 .55
EORTC diarrhea 43 11.2 58 171 -1.8 12 77 21.8 .001 -22 99 33 206 .03 1 16.8 1.7 19 .32
FACT-P urinary function 28.7 248 29.7 235 -6.1 222 0.1 253 .003 -58 254 -55 249 97 -52 256 -52 255 .89
EORTC urinary frequency 23.4 263 257 299 -1.8 289 53 329 19 =35 32 -7 333 62 -2 309 1.1 35.8 .65
EORTC urinary incontinence 5 138 8.1 152 0 173 09 122 7 1.3 139 0 16.1 .48 1 17.5 33 27 94
FACT-P erections 74.6 33 69.4 351 146 349 228 36 .008 18 35 25 365 .03 18 379 248 38 1
EORTC fatigue 14 13.8 143 18 4 17.7 7.6 23.6 .06 71 17 6.7 189 .75 9.1 15.9 10.6 24.9 .45
EORTC hot flashes 36 115 3.1 141 477 29 38.7 324 .05 436 338 377 37 24 38 335 333 31 .36
EORTC sleep 16.3 238 16.1 248 11 35 8 314 .39 87 298 75 315 8 131 292 117 28.7 .81
Abbreviations: ADT, androgen-deprivation therapy; EORTC, European Organisation for Research and Treatment of Cancer; FACT-P, Functional Assessment of
Cancer Therapy-Prostate questionnaire; QOL, quality of life; RT, radiotherapy; SD, standard deviation.
*P values reflect between-treatment arm comparisons of mean change scores for each time point.

years. High symptom burden regarding the important impact of treat-
ments on libido and erectile function domains'" illustrate partici-
pants’ willingness to report adverse symptoms, suggesting that other
domain scores are not under-reported.

The various analyses of HRQOL data from PR3/PRO07 illustrate
different dimensions of treatment impact on men’s HRQOL. The
mean change scores show that early differences in bowel and bladder
symptom burden attributable to RT are not sustained after 2 years
(consistent with RT toxicity being most often transient). These
group scores, however, may be insensitive to small but important
differences in the proportion of men with severe or chronic toxic-
ity, because these high symptom scores may be masked by averag-
ing. Accordingly, we undertook an exploratory analysis to
determine the proportion of men reporting grade 3 or 4 HRQOL
scores at any time and showed that these proportions differed by
only a few percent between arms.

The proportions of patients with nonzero toxicity scores and
nonzero HRQOL scores, respectively, were similar for domains rele-
vant to RT toxicity. The same proportions for domains that reflect the
impact of ADT were much higher for HRQOL scores and provide an
illustration of symptom burden from the patients’ perspective (as
compared with toxicity rates). Analysis of the proportion of men with
either improved or worsened scores (at any time from baseline) was
useful in revealing that many men experienced improved scores, par-

2154  © 2015 by American Society of Clinical Oncology

ticularly in the urinary domains, reflecting the benefit of ADT regard-
ing symptomatic local disease.

In addition to illustrating between-arm differences in
HRQOL, these data also illustrate the impact of ADT (with or
without RT) on long-term HRQOL in both arms. Several function
scales reflecting the broad impact of ADT on HRQOL showed
statistically significant deteriorations over time. In particular, our
data provide 8-year follow-up data, with high compliance among
men evaluated using the EORTC instrument, illustrating that
men’s average physical function and role function scores deterio-
rate over time. These findings are consistent with other prospective
research illustrating that this deterioration exceeds that expected
by aging alone, emphasizing the need to consider clinical measures
for physical health maintenance in men receiving this treatment.'
The HRQOL instruments used in our trial were not broad enough
in scope to detect the impact on bone or cardiac health."

A similar randomized controlled trial conducted by Widmark et
al (SPCG-7) evaluated the role of RT when added to ADT for patients
with prostate cancer; study PROs were reported in an expanded article
by Fransson et al.'* These outcome data illustrated the impact of RT
on bladder, bowel, and sexual functioning, consistent with the toxicity
profile of RT. In contrast to this study, the SPCG-7 trial included men
with somewhat better—prognosis disease (including intermediate-risk
disease), employed neoadjuvant antiandrogen therapy before RT, did
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Fig 2. Health-related quality-of-life (QOL) function scores over time for
physical well-being (PWB). Higher scores represent better function (higher
QOL). Scores collected with (A) Functional Assessment of Cancer Therapy—
Prostate questionnaire (FACT-P) and (B) European Organisation for Research
and Treatment of Cancer (EORTC) Core Questionnaire. FACT-P scores are
truncated after 4 years because of declined compliance thereafter. Mean
score number is simple average at each time point, with point-wise 95% ClI.
ADT, androgen-deprivation therapy; RT, radiotherapy.

not include treatment with pelvic lymph node irradiation (because of
surgical staging of high-risk patients), and has not yet reported PRO
findings beyond 4 years."*

Some limitations to the interpretation of our findings are
noteworthy. First, although compliance was high, those data that
were missing were likely not missing at random (resulting in pos-
sible bias toward underestimating impact of treatment on symp-
toms). We used a generalized mixed-method analysis to account,
in part, for these missing data. Second, we elected to make no
correction for multiple statistical testing, in light of the few statis-
tically significant differences between arms. Because the significant
between-group differences were clinically expected (eg, statistically
different diarrhea scores at 6 months), we believe that the chance of
atype I'statistical error is quite low. Third, we could not account for
patient adaptation (or response shift), but the statistically signifi-
cant deterioration in HRQOL scores over time indicates impact on
QOL that was not offset by men adapting to their health state.
Fourth, the demonstrated impact of ADT on men’s well-being over
time may be potentially lower with ADT administered over shorter
period (as is current common practice) than with the lifelong
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Fig 3. Mean symptom scores over time by treatment arm for symptoms
typically associated with radiotherapy. Lower scores represent fewer symp-
toms. Mean score number is simple average at each time point, with
point-wise 95% ClI. (A) Functional Assessment of Cancer Therapy-Prostate
questionnaire (FACT-P) urinary score; (B) European Organisation for Research
and Treatment of Cancer (EORTC) Core Questionnaire bowel and rectum
score; (C) EORTC diarrhea score; (D) FACT-P erectile dysfunction score. ADT,
androgen-deprivation therapy.

duration of ADT used in both arms of this trial.'® Finally, the study
used relatively crude RT techniques and lower prescribed doses
than would be used currently. Although the HRQOL bladder and
bowel scores might be expected to be lower in a cohort treated with
highly conformal RT techniques, these scores might also be higher
with dose escalation.

We conclude that the HRQOL findings from PR3/PRO7 illustrate
clear evidence of the negative impact of RT on bladder and bowel
domains, but in most men, this impact was transient (in that HRQOL
scores returned to levels seen in patients receiving only ADT). In
ADT-specific domains, HRQOL data revealed higher symptom bur-
den than did clinician-reported toxicity scoring and also revealed the
benefits of treatment with regard to urinary symptoms that were not

© 2015 by American Society of Clinical Oncology ~ 2155
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Fig 4. Stacked bars represent proportion of men improving, worsening, or
remaining stable at any time (compared with baseline) for (A) health-related
quality-of-life bowel and bladder symptom domains and (B) general symptom
domains. ADT, androgen-deprivation therapy; XRT, radiotherapy.

captured by toxicity or clinical response data. The adverse impact of
RT overall was modest and temporary and, in our view, not of
sufficient magnitude to offset the clear disease-specific and overall
survival benefits conferred by curative RT in this setting.
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Fig A1. Functional Assessment of Cancer Therapy-Prostate questionnaire (FACT-P) (A) overall mean total scores over time and (B) mean trial outcome index (TOI)
scores over time. ADT, androgen-deprivation therapy; RT, radiotherapy.
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