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Supplementary methods
Safety assessment
Safety was assessed based on vital signs, physical examination, Eastern Cooperative Oncology Group performance status, electrocardiogram, and laboratory tests at designated intervals throughout the study. To ensure accurate assessment of hematologic toxicity, prophylactic use of hematopoietic growth factors (granulocyte-colony stimulating factor [G-CSF]) according to the guidelines [1] was not permitted during the first cycle, but was allowed during the second and following cycles of study treatment, if the patient experienced a neutropenia-related dose-limiting toxicity (DLT; e.g., febrile neutropenia, prolonged neutropenia) during the previous treatment cycle(s). Therapeutic G-CSF was allowed at Cycle 1 in the case of febrile neutropenia or neutropenic infection in the patient’s history.

Pharmacokinetic assessment
For cabazitaxel pharmacokinetic (PK) parameters, blood samples were collected from all patients at predetermined time points during the Phase I and Phase II parts of the study: sampling was conducted at Cycle 1 Days 1, 2 and 3 (0, 1, 2─5, 7─25, and 49─97 hours post-cabazitaxel administration) and on Cycle 2 Day 1 (0, 1, 2─5, 7─25, and 49─97 hours post-cabazitaxel administration), with single samples taken on Cycle 2 Days 3–5. Additional samples were collected on Cycle 2 Day 1 for abiraterone PK (0, 1, 2, 4, 6, 8, 12 and 24 hours post-abiraterone administration). Plasma concentrations were determined using validated liquid chromatography/ tandem mass spectrometry with a lower limit of quantification of 1.0 ng/mL for cabazitaxel and of 1.7 ng/mL for abiraterone [2,3]. PK parameters of cabazitaxel and abiraterone were summarized using descriptive statistics. Cabazitaxel PK parameters, including maximum concentration observed (Cmax), area under the concentration-time curve (AUC), terminal half-life, clearance and steady-state volume of distribution, were calculated using non-linear mixed effects modelling. Abiraterone PK parameters, including Cmax, time to maximum concentration and AUC from 0 hours to 24 hours, were calculated using non-compartmental analysis.

Supplementary results and discussion
Dose-limiting toxicity, deaths and adverse events leading to treatment discontinuation
In the Phase I part of the study, no DLTs were reported at the 20 mg/m2 or 25 mg/m2 cabazitaxel dose level. In the Phase II part, adverse events (AEs) meeting DLT criteria were reported during Cycle 1 or 2 in five of the 26 patients (19%) treated with cabazitaxel 25 mg/m2: neutropenia (two patients), neutropenic sepsis, asthenia, and decreased appetite (one patient each). This further confirmed 25 mg/m2 as the maximum tolerated dose of cabazitaxel in combination with abiraterone.

There were six patients (16%; all in the Phase II part) who died within 30 days of study treatment. The reported AEs leading to death were disease progression (two patients), acute renal failure and septic shock, pneumonia, septic shock, and acute coronary syndrome (one patient each). The patient with acute renal failure had severe sepsis (not accompanied by neutropenia), probably of urinary tract infection origin and confirmed later by urine cytology. The patient with septic shock started the event of septic shock more than 5 weeks after discontinuation of cabazitaxel, without concomitant neutropenia or urinary infection reported. One patient had serious Grade 4 acute coronary syndrome and died due to coronary artery atherosclerosis, and one patient died due to bilateral pneumonia infection 25 days after the last dose of abiraterone. Assessments of AE relationship to study drugs were made by the investigator based on his/her clinical judgment. All of the AEs leading to death were assessed as not related to study treatment.  

Overall, across both cabazitaxel dose levels, 11 patients (29.7%) discontinued study treatment due to treatment-emergent AEs (TEAEs), and in the Phase II part of the study six patients discontinued cabazitaxel (16.2%) due to TEAEs. The specific TEAEs leading to treatment discontinuation in more than one patient include asthenia (six patients; 16%), acute renal failure, septic shock, and vomiting (two patients each).

Safety and tolerability of cabazitaxel-abiraterone combination
The overall safety profile of the combination regimen was consistent with the reported safety profile of each individual component. The most frequent side effects were asthenia and neutropenia, with one patient experiencing febrile neutropenia. The rate of febrile neutropenia observed in the TROPIC trial was 8% for the cabazitaxel plus prednisone treatment arm (n/N = 28/371) [4]. Proactive management of neutropenia may have reduced the risk of febrile neutropenia in this study as most patients (70%) received G-CSF after the first treatment cycle. The frequency of gastrointestinal toxicities in this study was similar to the rates reported in the TROPIC trial for the cabazitaxel arm [4]; however, these data should be interpreted with caution due to the small cohort size. Of note, recently reported results of ABIDO Phase II study that assessed the impact of abiraterone treatment on the docetaxel safety profile [5] suggested that abiraterone co-administration might increase the incidence of neutropenia and febrile neutropenia. Our results indicate that some aspects of the safety profile of cabazitaxel-abiraterone combination might differ from the docetaxel-abiraterone combination, in concordance with the recently noted differences in safety profiles of cabazitaxel and docetaxel administered as monotherapies [6]. These findings warrant further studies aimed at determining the safest and most effective combination of therapies in this group of patients.   
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