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Objective

To explore and understand factors that influence treatment intensification (Tl)
in patients in the US with mCSPC to help bridge the gap between evidence-

based guidelines and actual clinical practice

Key Findings

Our analysis suggests perceptions of tolerability and efficacy, as well as
financial considerations, affect novel hormonal therapy use. Additionally, in

$ practice, non-guideline driven prostate-specific antigen reduction goals are
associated with low rates of Tl and may outweigh the influence of guidelines
In physician prescribing decisions
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Background and Objectives

e In the United States (US), prostate cancer is the second most common cause of
cancer-related deaths in men’

e Guidelines uniformly recommend the addition of novel hormonal therapy (NHT;
enzalutamide, apalutamide, or abiraterone) or chemotherapy (CHT) to androgen
deprivation therapy (ADT) for mCSPC, also known as treatment intensification (TI)

e However, evidence across US healthcare systems suggests that most patients
receive ADT alone or in combination with first-generation nonsteroidal
antiandrogens (NSAA)23

e Reasons behind the lack of Tl with NHT or CHT in mCSPC have not been studied

Methods - See Figure 1

* The survey from which this data analysis has been generated obtained ethics
exemption from the Pearl Institutional Review Board, study protocol number
AG8741-01

e Descriptive statistics, Fisher’s exact and t-tests were used to compare outcomes
between groups of interest, and p-values for odds ratios (OR) were generated via a
Wald test

Results

Table 1. Patient Demographics and Clinical Characteristics

Physician specialty

Overall Patients treated Patients treated
(n=621) by oncologists by urologists
(n=347) (n=274)

Age at initial mMCSPC treatment,
median (IQR)

Ethnicity, n (%)

68.0 (63-74) 71.0 (66-76)

67.0 (61-72)

White/Caucasian ( 188 (54)

African American 155 (25) 85 (24) 70 (26)
Hispanic/Latino 50 (8) 23 (7) 27 (10)
Other (9) 51 (15) 5 (2)

De novo vs recurrent, n (%)
De novo 520 (84)
Recurrent 101 (16)
Disease volume prior to first-line mCSPC treatment, n (%)

High volume 186 (30) 122 (35)
376 (61) 176 (51)
59 (10) 49 (14)

Presence of visceral metastases prior to first-line mCSPC treatment,* n (%)

Visceral metastases 135 (22) 117 (34)

No visceral metastases 430 (69) 203 (59)

286 (82)
61 (18)

18 (7)
227 (83)

ECOG performance score, n (%)
< 517 (83) 276 (80) 241 (88)
2+ 99 (16) 66 (19) 33 (12)

*Presence of visceral metastases was not known for all patients. ECOG, Eastern Cooperative Oncology Group; IQR, Interquartile
range; MCSPC, metastatic castration-sensitive prostate cancer.

Figure 2. Treatments Received for mCSPC

Treatment received for first-line Treatment received for first-line

MCSPC therapy or subsequent* mCSPC therapy
(n=621) (n=621)
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*Patients who received ADT + NHT or ADT + CHT + NHT at subsequent line of therapy received ADT + NSAA at first line.
ADT, androgen deprivation therapy; CHT, chemotherapy; mCSPC, metastatic castration-sensitive prostate cancer;
NHT, novel hormonal therapy; NSAA, nonsteroidal antiandrogen.

Reasons for First-Line mCSPC Treatment Choice

e \While fewer patients received Tl than no Tl, the 4 most frequent reasons given by
physicians were similar for Tl and no Tl (Figure 3)

e Oncologists and urologists cited similar reasons for Tl, but there were differences in
how often the reasons for Tl vs no Tl were cited (data not shown)

Figure 1. Study Methodology
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Figure 3. Reasons for First-Line mCSPC Treatment Choice

Most frequently cited reasons for choice of first-line mCSPC treatment
(n=621, TI=187, No T1=430)*

65% (n=121)
59% (n=252)

Treatment has a tolerable side
effects profile/fewer adverse events

This i1s what is recommended in the
treatment guidelines

61% (n=115)
53% (n=230)

| have good personal experiences/
more familiarity with the treatment

48% (n=90)
40% (n=171)

QoL is important to me and this
treatment offers better overall QoL

40% (n=74)
37% (n=157)

39% (n=73)
18% (n=79)

Preferable due to the patient’s
high PSA levels

18% (n=33)
26% (n=113) W Tl prescribed (n=187)

B No Tl prescribed (n=430)

Easy administration of treatment

*4 patients received treatment outside the TI/no Tl parameters and have not been represented in this chart. Note: percentages have
been calculated out of the respective Tl status base (Tl, n=187; no Tl, n=430). mCSPC, metastatic castration-sensitive prostate
cancer; PSA, prostate-specific antigen; QolL, quality of life; Tl, treatment intensification.

Reasons for NOT Using an NHT for mCSPC

e Based on mCSPC patient charts (n=207) where no subseguent treatment in mCSPC
was received, and first-line Tl was not prescribed, physicians were queried on why
they did not use NHTs at first line (Figure 4)

e Perceptions about NHT drug tolerability (38%) and perceived “lack of clinical trial
evidence of survival improvements with NHTs” (31%) were most commonly cited

* Financial constraints and questions about sequencing were also cited as reasons
for not prescribing an NHT

Figure 4. Reasons for NOT Using an NHT

Most frequently cited reasons for NOT prescribing an NHT by specialty
(n=207)

NHT would need to have a better/more tolerable
side effects profile/fewer adverse events than
my chosen regimen

38% (n=79)
30% (n=34)
48% (n=45)

| would need to have seen clinical trial evidence
of survival improvements on NHTs including
a wider range of prostate cancer patients

31% (n=65)
35% (n=40)
217% (n=25)

26% (n=54)
25% (n=28)
28% (n=26)

NHTs would need to be reimbursed by
patients’ insurance

| would need a better understanding
and awareness of the benefits of
treatment sequencing for NHTs

21% (n=44)
19% (n=22)
24% (n=22)

Patient would have to have no financial
constraints restricting NHT usage e.q,
able and willing to pay the co-payment

20% (n=42)
12% (n=14)
30% (n=28)

Treated by oncologists or urologists m Treated by oncologists m Treated by urologists
(n=207) (n=114) (n=93)

NHT, novel hormonal therapy.

Based on actual charts of recently
treated patients (mean of 6 per
physician), physicians completed
online record forms including
information on patient baseline and
clinical characteristics, treatment
choice, and reasons for their

Analysis includes 621 patients

patients treated by
medical oncologists

patients treated
by urologists

Patient inclusion criteria: diagnosed
with mCSPC between July 2018 and
January 2022; current mCSPC diagnosis
or had an earlier mCSPC diagnosis that
progressed to mMCRPC; 18-89 years
of age at time of mMCSPC diagnosis; received
systemic drug treatment for mCSPC for a
minimum duration of 3 months; not involved
in an MCSPC clinical trial; not deceased

Table 2. Physician-Reported PSA Reduction Goals in mCSPC

All physicians Oncologists Urologists

(N=107) (N=65) (N=42)

PSA reduction goal reported in %

Median (IQR) 50.0 (33.0-80.0) 50.0 (25.0-75.0) 75.0 (50.0-90.0)
0-49%, n (%) 26 (29) 23 (42) 3 (8)
50-74%, n (%) 31 (34) 17 (31) 14 (39)

75%-100%, n (%) 34 (37) 15 (27) 19 (53)
PSA reduction goal reported in -
numerical value ng/mL PSA decline -

Median (IQR)
10+ ng/mL, n (%)

2.0 (1.0-5.0) 3.5 (1.0-6.6) 1.0 (1.0-4.0)

5-10 ng/mL, n (%) 10 (18) 7 (25) 3(11)
1-4.99 ng/mL, n (%) 14 (25) 9(32) 5 (19)
<1 ng/mL, n (%) 25 (45) 8 (29) 17 (63)

IQR, interquartile range; PSA, prostate-specific antigen.

Impact of PSA Reduction Goals on Ti

e Physicians who aimed for a larger PSA reduction of 75-100% were more likely to
provide Tl in first line (OR 1.63; p=0.034) and/or first-line/subsequent mCSPC (OR
1.93; p=0.002) compared with physicians with less aggressive PSA goals (0-49%)
(Figure 5)

e Urologists had higher rates of Tl at first-line and/or subsequent treatment in patients
who were still castration-sensitive than oncologists (p<0.01) (not shown in figure)

Figure 5. Impact of PSA Reduction Goals on the
Likelihood of Tl
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*Indicates points that are statistically significant (p<0.05). OR, odds ratio; PSA, prostate-specific antigen; Tl, treatment intensification.

Conclusions

e Survey results suggest perceptions of tolerability and perceived lack of efficacy,
as well as financial considerations, affect NHT use

e Although physicians frequently cite guidelines, results suggest a widely
divergent understanding of guideline recommendations

* |n practice, non-guideline driven PSA reduction goals are associated with low
rates of Tl, and this may outweigh guidelines in prescribing decisions

e Qur results demonstrate the need for further medical education on the use of Tl
in patients with mCSPC
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