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Aim: To validate the total illness burden index for prostate cancer (TIBI-CaP) in castration-resistant prostate
cancer (CRPC) patients. Patients & methods: Baseline comorbidity scores collected using the TIBI-CaP
were compared with the baseline patient-reported health-related quality of life using the SF-12v2 and
FACT-P questionnaires in 302 patients enrolled in the Treatment Registry for Outcomes in CRPC Pa-
tients (TRUMPET). Results: Baseline TIBI-CaP scores were negatively correlated with all baseline SF-12v2
domain/composite (p < 0.001) and FACT-P subscale/total (p < 0.020) scores. There was a significant de-
creasing linear trend in SF12v2 and FACT-P scores over the categories based on TIBI-CaP quartiles of comor-
bidity burden (from ‘least’ to ‘severe’). Conclusion: The TIBI-CaP is a valid measure of comorbidity burden
in patients with CRPC in the real world.

Lay abstract: This study aimed to validate the total iliness burden index for prostate cancer (TIBI-CaP), a
patient-reported measure of comorbidity burden, in a cohort of men enrolled in the Treatment Registry
for Outcomes in Castration-resistant Prostate Cancer (CRPC) Patients (TRUMPET). Results from this study
demonstrate that the TIBI-CaP is a valid measure of comorbidity burden in CRPC patients in the real world
and a useful research tool for risk adjustment in CRPC studies.
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Treatment for castration-resistant prostate cancer (CRPC) is aimed at slowing disease progression, prolonging

survival, improving symptoms and stabilizing/increasing patients” health-related quality of life (HRQoL). The

American Urological Association suggests observation with continuous androgen deprivation therapy for patients

with nonmetastatic CRPC and first-generation antiandrogens (flutamide, bicalutamide and nilutamide) or first-

generation androgen synthesis inhibitors (ketoconazole plus steroids) for patients with nonmetastatic CRPC who

do not accept observation [1]. Treatment options for metastatic CRPC include the oral androgen-receptor inhibitor

enzalutamide, the oral CYP17 inhibitor abiraterone acetate plus prednisone, the microtubule inhibitor cabazitaxel, Futu re'-t'-.:'_-,..
the immunotherapeutic agent sipuleucel-T and the radiopharmaceutical radium-223 [1,2). Medicine ™
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Prior research indicates that clinical outcomes may be influenced by the collective comorbidity burden (i.e., the
number and severity of comorbid conditions other than prostate cancer) of a patient with prostate cancer 3. The
total illness burden index for prostate cancer (TIBI-CaP) is a patient-reported measure of comorbidity burden
that was adapted from the total illness burden index (4] for use in patients with prostate cancer. Previously, the
TIBI-CaP has been validated as a measure of comorbidity burden in men with biopsy-proven adenocarcinoma of
the prostate in the Cancer of the Prostate Strategic Urologic Research Endeavor (CaPSURE) registry (5], where
an association between the TIBI-CaP and self-reported HRQoL was demonstrated. The TIBI-CaP has also been
shown to predict future HRQoL and nonprostate cancer mortality in this patient population [3,5,6]. Consequently,
an evaluation of comorbidity burden at diagnosis of CRPC may provide important information about likely clinical
and quality-of-life outcomes of treatment.

The TIBI-CaP has not been validated as a measure of comorbidity burden in patients with CRPC; therefore, our
objective was to validate the TIBI-CaP in a cohort of men enrolled in the Treatment Registry for Outcomes in CRPC
Patients (TRUMPET), a USA-based, prospective, observational multicenter registry (NCT02380274) designed to
evaluate treatment patterns, comorbidities and HRQoL outcomes associated with CRPC (nonmetastatic [M0] and
metastatic [M1]) in real-world settings 7. To complete this validation, baseline TIBI-CaP scores were compared
with patient-reported baseline generic and disease-specific HRQoL as measured by the short form (SF)-12v2 and
the functional assessment of cancer therapy — prostate (FACT-P) questionnaires [2,8,9]. Based on previous validation
results in localized prostate cancer, CRPC patients with higher TIBI-CaP scores (greater comorbidity burden) were
expected to have worse HRQoL.

Patients & methods

Study population

The TRUMPET registry is studying consented men with CRPC enrolled from community and academic institu-
tions between March 2015 and December 2017, observed for up to 4 years or until death or study discontinuation [7].
A target of approximately 1200 patients (not yet reached) will be enrolled from 150 urology and oncology sites
over the study period.

Inclusion criteria for the TRUMPET registry include: male (age >18 years) with a confirmed diagnosis of CRPC
(defined by a minimum of two rising prostate-specific antigen levels measured at least 7 days apart and serum
testosterone level <1.73 nmol/l [50 ng/dl] or new evidence of metastatic disease); an estimated life expectancy of
>6 months; initiating the first course of active treatment for MO or M1 CRPC (antiandrogens, androgen synthesis
inhibitors, chemotherapy, immunotherapy or radiopharmaceutical therapy) within 45 days prior to enrollment;
and able to complete HRQoL questionnaires with or without assistance. Exclusion criteria are: currently enrolled
in any interventional clinical trial with a nonapproved investigational agent for the primary disease of CRPC; or
receiving concomitant treatment for other cancers (excluding basal cell carcinoma and hormone sensitive prostate
cancer) within 6 months prior to enrollment (7).

Data for this analysis were obtained from a subset of 355 patients enrolled in the TRUMPET registry from
March 2015 to July 2016 or the predefined first interim analysis of the cohort’s baseline data. A total of 302 (85.1%)
CRPC patients, who had nonmissing TIBI-CaP scores, were available for the interim analysis.

Data elements
Baseline data collected from patients enrolled in the TRUMPET registry included self-reported sociodemographics,
clinical history, comorbidities and HRQoL.

Comorbidity data were collected at study entry using the TIBI-Cal, which consists of 81 items in 11 subdi-
mensions, including pulmonary disease, heart disease, stroke and neurologic disease, gastrointestinal conditions,
other cancers (excluding prostate), arthritis, foot and leg conditions, eye and vision conditions, hearing problems,
hypertension and diabetes. Scores are derived for each subdimension, with higher scores corresponding to greater
severity of comorbidities. A composite TIBI-CaP score is calculated by aggregating the 11 individual subdimension
scores, as previously described [10].

Patient HRQoL was collected using the SF-12v2 and the FACT-P self-reported questionnaires. The SF-12v2 is a
well-known generic measure of HRQoL that has been validated in both healthy and diseased patients suffering from
a variety of medical conditions. The SF-12 v2 comprises eight domains (physical functioning, role functioning
[physical and emotional], bodily pain, general health, vitality, social functioning and mental health) and two
summary measures (the physical component summary [PCS] and the mental component summary [MCS]) 1.
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SF-12 v2 domains and summary measures are scored on a scale ranging from 0, representing the lowest level of
health, to 100, representing the highest level of health. The FACT-P consists of two sections: the FACT-G (general),
a 27-item questionnaire that measures HRQoL in cancer patients and a 12-item prostate cancer subscale [s]. The
prostate cancer subscale was designed to measure prostate cancer-specific quality of life. The FACT-P is the most
widely used patient-reported outcome instrument in CRPC, whereby changes in the total score by at least 6-10
points on a 0—156-point scale indicate worsening or improving HRQoL [11].

Statistical analysis

Statistical analyses were performed using SAS® software, version 9.4 (NC, USA). Continuous variables are
presented as sample size (n), standard deviations (SDs), medians and ranges. Categorical variables are summarized
as number and percentage of the total study population. Percentages, by quartile of TIBI-CaP scores, were based
on the number of subjects with no missing data.

Patients were placed into four categories based on the quartiles of the composite TIBI-CaP scores: lower quartile
(Q1), median (Q2) and upper quartile (Q3). TIBI-CaP scores less than or equal to Q1 were classified by the authors
as the ‘least’ degree of comorbidity burden; TIBI-CaP scores falling above Q1 but less than or equal to Q2 were
classified as a ‘minimal’ level of comorbidity burden; TIBI-CaP scores falling above Q2 but less than or equal to
Q3 were classified as a ‘moderate’ level of comorbidity burden; and the ‘severe’ level was all scores greater than Q3.
This classification of the TIBI-CaP quartiles provides simple nomenclature to describe the levels of comorbidity
burden experienced by the patients, and the labels of each group (‘least’, ‘minimal’, ‘moderate’ and ‘severe’) are
reminiscent of severity classifications considered by Stier et a/. [5].

The associations of self-reported comorbidity burden to the two HRQoL questionnaires were analyzed using
correlation analysis and analysis of variance models, which included baseline SF-12v2 domain and summary scores,
and baseline FACT-P subscale and total scores as response and the four categories, based on TIBI-CaP scores,
as predictor. The correlation analysis assessed the strength and direction of association between TIBI-CaP scores
and SF-12v2 and FACT-P questionnaires using Pearson correlation coefficients. Given the nature of this study
as a correlation analysis (i.e., instrument validation), statistical corrections for multiple comparisons were not
conducted. A two-sided p-value of <0.05 was considered statistically significant.

Results

A total of 302 CRPC patients enrolled in the TRUMPET registry through 2016 were included in this study.
Among these, mean patient age was 73.7 years (range 47-96 years), 84.7% of the patients were white and 13.9%
of the patients were black and 70.3% of patients were covered by Medicare. Mean time since initial prostate cancer
diagnosis was 7.4 years and 87.8% of patients had M1 CRPC. Most (69.2%) patients were being treated by
urologists (Table 1).

The mean baseline TIBI-CaP score was 5.30 (SD: 2.72; range: 0—13; n = 302) (Figure 1). At baseline, 26.2% of
patients were classified as having ‘least’ comorbidity burden, 31.5% of patients were classified as having ‘minimal’
comorbidity burden, 22.5% of patients were classified as having ‘moderate’ comorbidity burden and 19.9% of
patients were classified as having ‘severe’ comorbidity burden (Figure 2).

Baseline TIBI-CaP scores had statistically significant (p < 0.001) negative correlations with all baseline SF-
12v2 domain and composite scores. Baseline TIBI-CaP scores were strongly associated with the HRQoL physical
domains of the SF-12v2, with correlation estimates of -0.46 for the PCS and -0.23 for the MCS (Table 2). Baseline
TIBI-CaP scores had statistically significant (p < 0.020) negative correlations with all baseline FACT-P subscale
and total scores, including correlation estimates of -0.45 for the prostate cancer subscale and -0.44 for the FACT-P
total score (Table 3).

F-tests of all baseline SF-12v2 and FACT-P scores were significant in detecting inequality across the four severity
categories of the baseline TIBI-CaP scores indicative of comorbidity burden (all p < 0.050). Notably, all mean
baseline SF-12v2 and FACT-P scores showed a significant decreasing linear trend across the four severity categories
of baseline TIBI-CaP scores. Specifically, baseline SE-12v2 PCS and MCS scores (n = 290) decreased from 49.95
(SD: 9.68) and 55.42 (SD: 7.73) in patients with least comorbidity burden to 35.46 (SD: 10.44) and 49.41 (SD:
9.53) in patients with severe comorbidity burden (p < 0.001 for both), respectively. Baseline prostate cancer subscale
(n = 242) and FACT-P (n = 241) scores decreased from 36.85 (SD: 6.04) and 129.27 (SD: 15.11) in patients with
least comorbidity burden to 26.33 (SD: 7.91) and 100.51 (SD: 23.12) in patients with severe comorbidity burden
(both p < 0.001), respectively (Table 4).
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Table 1. Baseline and demographic characteristics.

Demographics and setting of care

Age, years

Race (%)

Ethnicity (%)

Marital status (%)
Employment status (%)
Household income (%)
Education level (%)
Insurance status (%)
Pharmacy benefit status (%)
Setting of care (%)

Primary specialty physician (%)

Physical measurements (mean)

ECOG status (%)

Duration from initial prostate cancer diagnosis (years)

Status at study entry (%)

First active course of CRPC treatment? (%)

Variables with more than 30% of missing data.

Mean
Range

White
Black

Non-Hispanic
Hispanic

Married

Retired
US$50,000—74,000
High school diploma
Medicare

Yes

Community based

Urologist
Oncologist
Combined office

Height (cm)
Weight (kg)
BMI (kg/m?)
0

1
2

Mean
Median

MO
M1

Chemotherapy

Secondary hormonal treatment:

- Enzalutamide

- Abiraterone acetate
- Bicalutamide
Radionuclide
Immunotherapy
Combination

Missing

Sample size (n = 302)

73.7
47-96

84.7
13.9

94.8
5.2

77.7
70.5
22,61
28.6"
70.3
89.2
84.3

69.2
19.5
1.3

176.41
92.27
29.60

62.0
32.7
4.5

7.4
5.5

12.2
87.8

34

14.1
9.0
10.4
45
37.7
5.4
18.6%

fPercentages/distributions are based on all patients at the time of analysis (interim analysis 2015-2016, n = 355) and include those who had missing TIBI-CaP scores (n = 53).
§Data not cleaned at the time of this study — the majority of these missing data has subsequently been gathered but was not used for the purpose of the TIBI-CaP validation.
BMI: Body mass index; CRPC: Castration-resistant prostate cancer; ECOG: Eastern Cooperative Oncology Group; MO: Nonmetastatic; M1: Metastatic; TIBI-CaP: Total illness burden index

for prostate cancer.

Table 2. Correlations of baseline total iliness burden index for prostate cancer scores with baseline SF-12 domain and

summary scores.

SF-12 composite /domain variables
Physical component summary
Mental component summary
Physical functioning

Role — physical

Bodily pain

General health

Vitality

Social functioning

Role - emotional

Mental health

Al statistically significant; p < 0.0002.
"Missing values are excluded from the analysis.

Estimated correlation (r)

-0.46
-0.23
-0.45
-0.41
-0.37
-0.38
-0.44
-0.26
-0.30
-0.22

Sample size (n)"
290
290
290
291
290
290
291
291
291
291
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Table 3. Correlations of baseline total illness burden index for prostate cancer scores with baseline functional assessment
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of cancer therapy — prostate subscale and total scores.

FACT-P/subscale variables

Estimated correlation (r)

Sample size (n)*

Patient wellbeing -0.39 243
Social/family wellbeing -0.15 243
Emotional wellbeing -0.25 244
Functional wellbeing -0.37 244
Prostate cancer subscale -0.45 242
FACT-P TOlI score -0.47 241
FACT-G total score -0.40 243
FACT-P total score -0.44 241

All statistically significant; p < 0.02.
fMissing values are excluded from the analysis.

FACT-G: Functional assessment of cancer therapy — general; FACT-P: Functional assessment of cancer therapy — prostate; TOI: Trial outcome index.

Table 4. Baseline SF-12v2 and functional assessment of cancer therapy - prostate.f

Variables Sample size (n) Least® TIBI-CaP severity classification FS (p-value) F1 (p-value)
Minimal* Moderatet Severet

SF-12 composite/domain variables

Physical 290 49.95 (9.68) 46.27 (9.25) 41.42 (11.04) 35.46 (10.44) 25.81 (<0.0001) 76.86 (<0.0001)

component

summary

Mental 290 55.42 (7.73) 51.62 (7.14) 52.97 (8.38) 49.41 (9.53) 6.47 (0.0003) 14.04 (0.0002)

component

summary

Physical 290 50.47 (9.66) 46.59 (10.48) 42.77 (12.06) 34.81 (9.79) 26.16 (<0.0001) 76.96 (<0.0001)

functioning

Role — physical 291 49.68 (10.15) 44.77 (9.73) 41.68 (10.69) 36.60 (9.86) 19.58 (<0.0001) 58.43 (<0.0001)

Bodily pain 290 53.40 (8.30) 49.87 (10.06) 45.61 (11.27) 42.18 (11.68) 15.21 (<0.0001) 45.19 (<0.0001)

General health 290 51.86 (9.17) 49.27 (8.99) 46.79 (10.69) 40.80 (9.75) 15.73 (<0.0001) 45.77 (<0.0001)

Vitality 291 54.71 (9.99) 48.75 (8.94) 47.22 (10.64) 41.94 (8.40) 20.21 (<0.0001) 58.08 (<0.0001)

Social functioning 291 53.11 (7.48) 50.28 (9.49) 49.12 (9.31) 45.71 (11.96) 6.74 (0.0002) 19.88 (<0.0001)

Role — emotional 291 52.47 (8.69) 48.54 (9.72) 47.43 (11.52) 41.49 (12.69) 11.99 (<0.0001) 34.56 (<0.0001)

Mental health 291 55.95 (8.34) 52.13 (8.26) 53.72 (8.46) 50.20 (8.76) 5.68 (0.0009) 11.43 (0.0008)

FACT-P/subscale variables

FACT-P TOI 241 85.34 (12.53) 76.36 (14.50) 72.82 (16.97) 61.93 (18.11) 21.64 (<0.0001) 63.52 (<0.0001)
FACT-G 243 92.42 (11.20) 84.98 (15.02) 85.81(13.67) 73.76 (17.65) 15.39 (<0.0001) 40.47 (<0.0001)
FACT-P 241 129.27 (15.11) 117.74 (20.14) 116.20 (20.79) 100.51 (23.12) 19.29 (<0.0001) 54.39 (<0.0001)
Prostate cancer 242 36.85 (6.04) 32.59 (6.78) 30.26 (8.47) 26.33 (7.91) 20.53 (<0.0001) 60.74 (<0.0001)
subscale

Physical wellbeing 243 25.39 (3.52) 23.52 (4.77) 22.22 (5.47) 19.21 (6.78) 14.12 (<0.0001) 41.83 (<0.0001)
Social/family 243 24.07 (4.12) 22.18 (5.10) 23.66 (4.37) 21.31(5.96) 3.84(0.0103) 5.32(0.0219)
wellbeing

Emotional 244 19.86 (2.75) 19.10 (4.00) 19.70 (3.54) 16.94 (5.17) 6.08 (0.0005) 12.21 (0.0006)
wellbeing

Functional 244 23.10 (5.28) 20.17 (5.46) 20.19 (5.77) 16.30 (6.73) 12.80 (<0.0001) 34.90 (<0.0001)
wellbeing

fF-tests showed statistically significant differences across the four severity categories.
Estimated sample mean with sample standard deviation within the parenthesis.
8 F-statistic for testing equality of means across severity classification — displayed values are the F-statistic and p-value.

AF-statistic for linear treatment contrast for linear trends across severity classification — displayed values are the F-statistic and p-value.
FACT-G: Functional assessment of cancer therapy — general; FACT-P: Functional assessment of cancer therapy — prostate; SF: Short form; TIBI-CaP: Total illness burden index for prostate
cancer; TOI: Trial outcome index.
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Figure 1. Box plot of total illness burden index for prostate cancer scores (at baseline).
SD: Standard deviation; TIBI-CaP: Total illness burden index for prostate cancer.

Discussion

Results from this observational study that included analyses of data collected from patients with CRPC at baseline
entry into the TRUMPET registry, validate the TIBI-CaP by demonstrating the relationship between TIBI-
CaP scores and patient-reported generic and disease-specific HRQoL. Findings showed a statistically significant
negative association between baseline TIBI-CaP scores and all baseline SF-12v2 domain/summary and FACT-P
subscale/total scores. Notably, there was a decreasing linear trend in all SF12v2 and FACT-P scores over the TIBI-
CaP severity categories, with scores decreasing by the same absolute amount between each quartile rather than by
the same relative amount. Our results demonstrate that the TIBI-CaP correlates the impact of comorbidity burden
on mental and physical functioning in patients with CRPC, as reported in the TRUMPET registry.

The negative correlation between TIBI-CaP scores and mental and physical wellbeing observed in patients with
CRPC in the TRUMPET registry, and the negative association with the HRQoL physical domains of the SF12v2
is in accordance with previous reports on the TIBI-CaP. In men with localized prostate cancer sampled from the
CaPSURE registry, Stier ez al. [5] found a statistically significant single point association between TIBI-CaP scores
and scores for seven domains of the SF-36, with the strongest association between TIBI-CaP scores and physical
functioning. In the same patient population, Daskivich er a/. [3] reported that worse TIBI-CaP scores reported
within 24 months of treatment with radical prostatectomy or radiation therapy (external beam or brachytherapy)
were associated with significantly lower HRQoL at baseline and at 6, 12, 18 and 24 months post-treatment, as
measured by the SF-36 and University of California Los Angeles Prostate Cancer Index. The results of the current
TIBI-CaP study from the TRUMPET registry emphasize the association of baseline comorbidity with HRQoL in
patients with CRPC in real-world settings of care.

Published evidence also suggests that a high comorbidity burden is associated with increased nonprostate cancer
mortality rates in men with localized prostate cancer while the risk of prostate cancer mortality remains lower [3,6,11-
13]; although mortality rates can vary depending on patient age and stage of disease. Litwin ez al. (6] reported that the
TIBI-CaP predicted nonprostate cancer mortality over the 3.5 years following its administration in patients enrolled
in the CaPSURE registry. Men with the highest TIBI-CaP scores, indicative of high comorbidity, had greater 3.5-
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Figure 2. Classification of total illness burden index for prostate cancer score by severity level (at baseline).
Q1:3.0; Q2: 5.0 (median); Q3: 7.0.
Q: Quartile; TIBI-CaP: Total illness burden index for prostate cancer.

year nonprostate cancer mortality than men with the lowest TIBI-CaP scores. Similarly, Daskivich ez al. [14] found
that nonprostate cancer-specific mortality was significantly different among comorbidity groups, with a significantly
larger proportion of patients with the highest TIBI-CaP scores (>12) dying of causes other than prostate cancer
compared with those with the lowest scores (0-2).

Accordingly, the study by Albertsen ez al. (1] on the impact that comorbidity burden, determined using the
Charlson Comorbidity Index, had on survival of men with localized prostate cancer identified from Medicare
insurance program files linked to the population-based Surveillance, Epidemiology and End Results cancer registries,
supports the use of the TIBI-CaP for risk adjustment in CRPC studies and to aid in therapeutic decision-making.

The validation of the TIBI-CaP in patients with CRPC is necessary to account for potential measured variation in
treatment outcomes within real-world settings of care. Other clinical assessments of comorbidity are available [3,11-
13,15,16]; however, these rely on abstraction of data from patients’ medical records, a process that is associated with
several limitations. Manual medical record review may be time consuming and expensive and in CRPC, important
data elements can be omitted as patients are treated by urologists who may not routinely track nonurologic
comorbidities [5]. In contrast, the TIBI-CaP is a patient-reported measure, accounting for the presence and severity
of comorbidities. Importantly, evidence suggests that a patient-centered approach to gathering comorbidity data is
a reasonable approach for research purposes in population-based cohorts of patients with prostate cancer [17].

Finally, we believe that the TIBI-CaP is a unique, patient-reported measure of comorbidity burden and severity
in prostate cancer, providing a more robust measurement of possible confounding beyond what can be assessed by
other patient-reported outcome measures, such as the SF-12 and FACT-P. Consequently, the TIBI-CaP should be
seen as a clinical measure, derived from what physicians do and what they understand. The TIBI-CaP should be
related to the patient’s health status measure, as it is in this study, but used and interpreted as a clinical representation
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of health. The TIBI-CaP may therefore be used to control for bias in an analysis of treatment patterns and outcomes
from TRUMPET.

Limitations

This study evaluated the relationship between baseline TIBI-CaP scores and baseline scores on self-reported HRQoL
measures in patients with CRPC. Data were obtained from a subset of patients enrolled in the TRUMPET registry
under usual care settings. The TRUMPET registry is unique as it provides a patient-centered response and reflects
real-world care. However, the study was associated with some limitations. First, the TIBI-CaP questionnaire has 81
items and may represent a substantial administrative burden. Second, this was a cross-sectional study that measured
TIBI-CaP and HRQoL scores at a single time point. Future longitudinal studies are required to determine the
influence of TIBI-CaP scores on survival and patient-reported outcomes. Third, a high proportion of community-
based urology practices contributed patients at the time the interim analysis was conducted on the TRUMPET
cohort. In this particular setting, there does appear to be a large proportion of patients with CRPC who initiated their
CRPC treatment with sipuleucel-T. Further research into the relationship of these baseline patient characteristics
and initial treatment decisions is warranted. Inherent to the observational study design, results may also be affected
by selection bias and unmeasured confounding variables.

Conclusion

This analysis of the TRUMPET registry data showed that baseline TIBI-CaP scores were negatively correlated with
baseline functional status as measured by the SF-12v2 and FACT-P questionnaires in a cohort of patients with
CRPC. Baseline TIBI-CaP scores were strongly associated with SF-12v2 HRQoL physical subscales. This analysis
demonstrates the validity of the TIBI-CaP in a cohort of CRPC patients included in a prospective, observational
registry. Consequently, the TIBI-CaP represents a useful research tool that can assist in risk adjustment studies of
clinical and economic outcomes in advanced prostate cancer. Future analysis of this cohort will focus on describing
the patterns of care for patients with CRPC.

Summary points

e The total illness burden index for prostate cancer (TIBI-CaP) is a patient-reported measure of comorbidity burden
specifically adapted for research use in patients with castration-resistant prostate cancer (CRPC).

e The aim of this study was to validate the TIBI-CaP in 302 patients with CRPC enrolled in the TRUMPET registry.

e The TRUMPET registry is a USA-based, prospective, observational multicenter registry (NCT02380274) designed to
evaluate treatment patterns, comorbidities and health-related quality of life (HRQoL) outcomes associated with
CRPC (nonmetastatic and metastatic) in real-world settings.

e Baseline TIBI-CaP comorbidity scores were compared with baseline patient-reported HRQoL measured using the
SF-12v2 and functional assessment of cancer therapy — prostate (FACT-P) questionnaires.

e Baseline TIBI-CaP scores were negatively correlated with all baseline SF-12v2 domain/composite (p < 0.001) and
FACT-P subscale/total (p < 0.020) scores.

e There was a strong association between baseline TIBI-CaP scores and baseline HRQoL physical domains of the
SF-12v2.

e There was a significant decreasing linear trend in all SF12v2 and FACT-P scores over the TIBI-CaP severity
categories.

e The TIBI-CaP is a valid measure of comorbidity burden in real-world CRPC patients.

e The TIBI-CaP is a patient-centered research tool that may be utilized in risk adjustment studies of clinical and
economic outcomes in CRPC.
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