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— Patients in ARANOTE were randomized in a 2:1 ratio, while TITAN
and ARCHES followed a 1:1 randomization.

— Baseline characteristics varied: in ARANOTE, there were more
patients with high volume disease and higher median baseline PSA.

Exploratory an alysis « For daro, apa and enza, more grade=3 AEs compared to all-grade AEs

were associated with negative or equal NNH statistics.

— TITAN and ARCHES included patients who received prior docetaxel.
These patients were excluded from ARANOTE.

BACKGROUND

« Androgen receptor pathway inhibitors (ARPIS) in combination with
androgen deprivation therapy (ADT) + docetaxel have demonstrated
benefit in non-metastatic castration-resistant prostate cancer (nmCRPC)
and mHSPC.16

« Current evidence suggests that ARPIs have different adverse events (AE)

* NNH may be expressed as a population-based measure, assuming trial-
based AE rates to be representative of the real world. — In TITAN and ARCHES, subjects with a history of seizure or any
condition that may predispose to seizure were excluded, whereas

ARANOTE did not have this exclusion criteria.

* Rash had the lowest NNH among all-grade (NNH = 5.4 in TITAN) and

« NNH statistics were applied to a hypothetical population of 50,000 patients ~ grade=3 AEs (NNH = 17.5in TITAN).

to estimate the number of additional all-grade AEs versus control for each

Table 2. Estimated additional all-grade AEs vs. control with
treatment.

Extrapolating results to a mHSPC population
P J POP NNH statistics applied to a mHSPC population of 50,000

« This analysis was based on the primary reports of the studies, which had
different median follow-up times (14-25 months). Time dependency in the

risk profiles.’

Number needed to harm (NNH) is a trial-based measure that estimates the
number of patients needed to be treated before a harmful outcome occurs
with the intervention, versus the control arm.

— A higher NNH reflects a lower incremental likelihood of harm vs. the

« Where NNH was negative (higher incremental risk of harm in the control * Table 2 shows the application of all-grade NNH statistics reported in Table

arm), it was assumed conservatively that there was no additional risk of an
event.

RESULTS

Daro showed a trend of higher NNH than apa or enza for most all-grade

1 to a population of 50,000 mHSPC patients. Results are shown for AEs
where there were differences in NNH statistics.

The results suggest that treatment with daro could translate to 8,950 and
2,200 fewer cases of all-grade rash and all-grade hot flash respectively
than apa; and 650 and 350 fewer cases of all-grade cognitive impairment

individuals

occurrence of AEs may affect inference.

Prospective comparative trials are needed to confirm these findings.

CONCLUSIONS

control arm. A NNH of 5 means for every 5 people exposed to a and all-grade falls respectively than enza.

treatment, one additional adverse event is expected (compared to the AEs suggesting a lower risk of incremental harm for rash, hot flash, Total ber of additional all-arade AE | tor daro th q Rash 350 9,300 500 Daro * These findings support earlier NNH analyses in nmCRPC,
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