Safety of cabazitaxel plus prednisone in patients with metastatic castration-resistant prostate cancer
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Figure 1. Enrolment per country (N = 451) Figure 3. Most frequent all-grade (reported in > 6% of patients) and Grade 3—4
treatment-emergent adverse events (TEAEs) possibly related to cabazitaxel

treatment (N = 451)*

— Rates of some non-haematological TEAEs, including diarrhoea, decreased
appetite and increased blood creatinine levels, appeared to be increased in the
older patient groups.

_ Treatment characteristics
Introduction

Latin America (N = 32; 7.1%)

* The median number of cabazitaxel plus prednisone cycles received by a patient

* Cabazitaxel is a next generation taxane developed to overcome docetaxel was five (range 1-34) (Table 2).

resistance that frequently develops in patients with metastatic castration- * Cabazitaxel dose reductions occurred in 17.3% of patients and dose delays

® During the study, 248 patients (55.0%) received G-CSF at > 1 cycle, with 214

resistant prostate cancer (NnCRPC)." Asia (N = 162; 35.9%) patients (47.5%) receiving it at Cycle 1 (Table 2). 100 - occurred in 36.4% of patients.
90 - . : .

* |n the Phase Il TROPIC trial (NCT00417079), cabazitaxel plus prednisone = Bangladesh Table 2. Treatment characteristics . — Dose reductllons and delays were requn.red due to TEAES possibly related to

significantly improved overall survival compared with mitoxantrone plus " Lebanon N < a5t e W Anyorade. [ Grade 54 cabazitaxel in 15.3% and 15.7% of patients, respectively.

. . . . . . ®m Thailand b
prednisone in patients with mCRPC whose disease had progressed during or Ry Number of cabazitaxel cycles per patient, n, median (range) < 6o A * Cabazitaxel was discontinued due to TEAEs in 21.7% of patients (N = 98)
after prior docetaxel treatment (hazard ratio 0.70; P < 0.0001).2 Greece Total population (N = 451) 5 (1-34) @ (Figure 2)
= The Netherlands . . c 50 - g .
_ . _ _ _ _ _ B Norway In patients receiving G-CSF for at least one cycle (N = 248) 6 (1-34) 2

* Based on these results, cabazitaxel in combination with prednisone is approved " Slovenia In patients who did not receive any G-CSF (N = 203) 5 (1-21) £ 0 — Arange of TEAEs led to the discontinuation of cabazitaxel.

for the treatment of patients with mCRPC who have previously been treated = Peru Duration of dosing, weeks, median (range) 15.9 (3.0-104.1) 30 - 25.9%  22.0% o | | | | | |

with a docetaxel-containing regimen, providing a much-needed second-line Europe (N = 257; 57.0%) Cumulative dose, mg/m2, median (range) 124.4 (19.2-817.1) - e — The most common TEAEs leading to discontinuation were febrile neutropenia

chemotherapy option for this challenging patient group.3* Relative dose intensity, %, median (range) 99.2 (80.1-106.5) . - 5.0% 5% 9.5% B.9% 8% 79, (N =10; 2.2%), fatigue (N = 7; 1.6%), neutropenia (N = 6; 1.3%) and acute renal

. . _ o o 7 9% 7% 1.3% 1 — K-
Table 1. Baseline patient characteristics :‘agir:: ‘1Nh° received G-GSF n (%) 214 (47.5) o 1 . - - (bog/ - - . . failure (N = 5; 1.1%).
_ . R ———————————— . g N N3 N % 2 oS N Q _ . _
ObjeCtWes Total (N = 451) Therapeutic 29 (6.4) @f Q.\,,}@O v‘\(b@@ & §0Q®° & LS O@Q@Q \@"’Q * There were 30 deaths (6.7%); during the on-treatment period (which extended
. X S . .
| | | | S Age, years, median (range) 68.0 (43-84) Prophylactic 137 (30.4) *@}’*’ ¥ & &@‘\@ v from first cabazitaxel dose to 30 days after last dose), deaths occurred due to

® The survival benefit observed in the TROPIC trial supported the initiation of ECOG performance status, n (%) N = 450 Both 48 (10.6) N & & disease progression, AE or other reason: during the follow-up period, deaths

compassionate use (CUP) and early access programmes (NCT01254279) to 0 174 (38.7) At least one cycle* 248 (55.0) occurred due to possibly related AEs

provide access to cabazitaxel ahead of approval and assess the safety and 1 231 (51.3) Therapeutic 40 (8.9) « GClinically significant haematological TEAES are reported.

tolerability of cabazitaxel in the real-world setting. 2 o 45 (10.0) Prophylactic 211 (46.8) Di ] lusi

| | Missing 1 Both - 72(16.0) * |n patients with prophylactic G-CSF use (without therapeutic G-CSF use) at Iscussion and conclusions
* Here, we present the final analysis of the CUP. S | N =413 OGP - oramtloeyte colomy-stimurating faoton 0 Cycle 1 (N = 137, 30.4%), Grade 3—4 neutropenia occurred in 2.2% of patients | | o o
Time since initial diagnosis, months, median (range) 54.7 (9.1-229.9) . . . 0 * Data from this worldwide CUP showed that in patients with prior docetaxel
- . . L o and febrile neutropenia occurred in 0.7%. . _ .
MethOdS Missing 38 ® Treatment was d|SCOﬂt|nued due to prOgreSSIOn IN 408%) and adverse events exposure, Cabazrtaxe' p|us predrusone treatment had a pred|Ctab|e and
N = 438

(AEs) in 21.7% (Figure 2). — In patients without G-CSF use at Cycle 1 (N = 237; 52.5%), the respective rates

of Grade 3-4 neutropenia and febrile neutropenia were 6.3% and 1.7%.

manageable safety profile comparable to that observed in the TROPIC trial.?
Cumulative dose of last docetaxel administration, mg/m?, median (range) 675 (75-5145)

* Patients were enrolled in the CUP across 58 centres in Europe, Asia and Latin Missing 13 Figure 2. Reasons for treatment discontinuation (N = 451)

* |t is important to closely monitor haematological AEs in patients treated with cabazitaxel.

America (Figure 1). Cumulative dose of last docetaxel administration by class, n (%) N = 438 100 - Table 3. Most frequent all-grade (reported in > 6% of patients) and Grade 3-4
e Eligible patient . od cabazitaxel 25 ma/mZ intravenous| v3 < i < 225 mg/m? 12 (2.7) _— treatment-emergent adverse events (TEAES), classified by decreasing order of all-grade * Prophylactic use of G-CSF has been shown to improve tolerability to cabazitaxel
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ECOG = Eastern Cooperative Oncology Group; PSA = prostate specific-antigen.



