Abetract The effectiveness and safety of cabazitaxel (CBZ) in patients with metastatic castration-resistant

18-5032 prostate cancer (INCRPC) in routine clinical practice: Results of a prospective observational study (CAPRISTANA)

Prng]n;f;ﬂnitisfngUZSog\& J. Carles,’ J. Katolicka,? H. Korunkova,® A. Tomova,* M. Ghosn,° F. El Karak,®> J. Makdessi,° |I. Koroleva,” A. Ozatilgan,® S. Hitier,? A. Pichler™

18-21 May 2018 'Wall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology, Barcelona, Spain; 2Department of Oncology, St. Ann’s University Hospital, Brno, Czech Republic; *Department of Oncology and Radiotherapy, University Hospital, Plzen, Czech Republic; “Department of Oncology, Complex Oncology Center, Plovdiv, Bulgaria;
>Department of Hematology and Oncology, Hotel Dieu de France University Hospital, Saint Joseph University, Beirut, Lebanon; °Department of Medicine, St. George Hospital, Beirut, Lebanon; ‘Department of Medicine, Medical University “Reaviz”, Samara, Russia; ®Global Medical Affairs Oncology, Sanofi, Cambridge, US;
‘Department of Biostatistics, Sanofi, Chilly-Mazarin, France; " Department of Hematology and Oncology, Landeskrankenhaus Hochsteiermark, Austria

Back roun d e Secondary endpoints included: Clinical use Figure 2. Efficacy Safety
— response rate, . . . . . . .
g P . _ _ _ | _ e Patients received a median of six cycles of CBZ (range 1-24); median cumulative dose e Treatment-emergent adverse events (TEAEs) of any grade possibly related to CBZ
| . . . . . . — progression-free survival (PFS; defined as time to disease progression or death due to 140.52 ma/m? (Table 2 A B . . _
e Cabazitaxel (CBZ) IS dn approved treatment for patlents with rn.etaStatlc castration-resistant any cause. Disease progression was defined as tumor progression, clinical progression . mg/m ( aple ) 100 — T Consored 100 - were repor’[ed in 37.6% of pa’[lents; the most frequent TEAES were anemia (1 06%),
prostate cancer (MCRPC) who have been previously treated with docetaxel (DOC).’ or rising prostate-specific antigen), e Most patients (84.7%) received CBZ as a second-line therapy, with the remaining as third Vedian OS: 132 monthe Vodian TTF: 4.4 rmonthe neutropenia (9.5%), diarrhea (8.5%) and asthenia (7.9%; Table 3).
e CBZ was approved following the Phase Ill TROPIC study, where 25 mg/m? CBZ improved — time to treatment failure (TTF; defined as time to discontinuation of CBZ due to any cause), line or later (15.3%). 2 g 95% Cl: 11.4-16.4 < a0 95% Cl: 3.8-4.9 | ] | |
overall survival (OS) by 2.4 months versus mitoxantrone (p < 0.0001).2 — OS (defined as time to death due to any cause), . . . . I 2 * Grade > 3 TEAEs occurred in 13.8% of patients, the most frequent of which was
oty (hased q s [AE e Over half of patients received granulocyte-colony stimulating factor (G-CSF) at Cycle 1 c = neutropenia (7.9%)
_inferior: 2 - . . . . 2 = - -
e The Phase 2III PROSELICA study demonstrated the non-inferiority of 20 mg/m? versus safety (based on a. versg events [AEs]), | (56.6%), with 52.9% receiving G-CSF as a prophylactic and 3.7% therapeutically. 5 o0- 5 60-
25 mg/mm? CBZ for OS. — health-related qualltyl of I|f(=T based on Functional Assessment of Cancer Therapy-Prostate | | B - e Serious AEs possibly related to CBZ were reported in 12.2% of patients, the most
. Real | onal . ! ot d saf it § | and EQ-5D-3L questionnaire scores. e Half of patients required dose delay (50.8%). ° c | |
eal-wor d.observa.tlona. studies can va idate e ectllveness and sa ety results from large o _ _ - | 8% of ot S 40- § - frequent of which was neutropenia (5.8%).
Phase lll trials and identify unmet medical needs to improve patient care. Statistical considerations ose reductions occurred in 14.3% of patients. s S | | 3
. [ [ [ [ n . . . . . Q
e CAPRISTANA was an international, multicenter, observational, prospective cohort, — The sample size for this study was chosen to permit the collection of sufficient data to e CBZ was discontinued due to disease progression in 58.7% of patients; and due to S 1 E . * No new safety signals were identified.
registry study examining the use of CBZ in routine clinical practice for the treatment of fulfill post-reimbursement requirements. Consequently, the sample was assessed in AEs in 11.6%. *
patients with mCRPC. terms of precision (95% confidence intervals) associated with event rate estimations. C I -
— Analyses were descriptive in nature. e After discontinuing CBZ, 39.2% of patients received an androgen receptor-targeted 0T 0 T onciusions
— All summaries and statistical analyses were generated using SAS version 9.2. agent or next-generation hormonal therapy and 14.8% received chemotherapy. - . . . . .
MethOd S summaries and s y 9 d o | OS, months - TTF, months e This international, observational study documented use of CBZ in patients with mCRPC
R I Table 2. Clinical use of cabazitaxel N;'i:; 189 173 144 119 98 80 27 1 0 :;'i:k 189 124 64 22 8 5 1 1 1 1 0 previously treated with a DOC—Containing regimen.
i i esults _
StUdy populatlon and StUdy deSIQn N =189 e Patients had similar baseline characteristics to those in the TROPIC and
e The observational study included patients with mCRPC treated with CBZ under routine ) . . Line of cabazitaxel therapy during the study, % C D PROSELICA studies 23
udies.=
conditions of use (25 mg/m? every 3 weeks plus oral prednisone or prednisolone Patient characteristics 2 84.7 100 - — 100 - ———
10 mg daily; Figure 1). e A total of 189 patients were treated with CBZ in 54 centers across six countries between | e CBZ was received by most patients (84.7%) as a second-line therapy.
Aprll 2012 and June 2016 3 12.2 Median PFS: 5.6 months
. : : : : ' o 95% Cl: 4.8-6.3 52 _ _ _ _ _
Figure 1. Study design and international recruitment e Baseline demographic and clinical characteristics are summarized in Table 1. 4 2 1 i 80 - Pl " EE e Patients received a median of six cycles of CBZ (comparable to the median number
. < — Patients had a median age of 69 years; 93.7% had an Eastern Cooperative Oncology 6 1.1 G § - of cycles in the TROPIC and PROSELICA studies) and the most frequent reason for
Patients with mCRPC previously Group performance status < 1; 60.1% had a Gleason score > 8; 58.7% had Median total cumulative dose, mg/m? (Q1-Q3) 140.52 (89.05-204.87) T 60- S 60- treatment discontinuation was disease progression.2?
 treated with docetaxel, Cabazitaxel® 25 mg/m? Q3W > 1 comorbidity at baseline; and 87.3% had bone metastases. ’ | | | = S " PD
sche ed 10 receilve cabazitaxe - : : _ c +
N = 250 (planned) @ lareelinne T e — The median time from diagnosis of prostate cancer to enrolment was 4.0 years, Median duration of exposure, weeks (Q1-Q3) o) (i melbkelt) 5 .- S 4o- o NE e Best overall response: CR: 1.1%, PR: 22.2%, SD: 29.6%.
N = 191 (actual) N = 189 (treated) and 17.0 months from diagnosis of mMCRPC. Median number of cycles, (Q1-Q3) [range] 6 (4-9) [1-24] t 3 | | .
. Apr 2012-Jun 2016 y — All patients received at least one cycle of DOC before CBZ treatment (median number T — 0.0 3 s * OS in CAPRISTANA was comparable with the TROPIC and PROSELICA studies.”
of DOC cycles was 6.0). _ _ o 207 20 7 . . . . _ .
G-CSF use during Cycle 1 of cabazitaxel therapy, % 56.6 e The safety profile was consistent with previous reports; rate of clinical Grade > 3
Site inf ] Il d: . . Y . . :
'tELZS?L'QfJL‘LZSSaﬁ?e Table 1. Patient baseline characteristics Analgesic use associated with cabazitaxel therapy, % 16.6 oL | | | | | | | ; neutropenia (7.9%) was lower than in TROPIC (21.3%) and PROSELICA (9.6%; Sanofi
 mimber of patients N = 189 At least one dose delay, % 50.8 N S N = 189 data on file). This may be because G-CSF was allowed from Cycle 1 in CAPRISTANA.
:Lnnuil’ltgi%ﬂ:gi:y approach L Russia _ Median age, years (range) 69 (47-87) Hematologic toxicity 7.4 No. at monthe - : :
\_ ) [ Czech Republic ] Sites = 4, patients = 20 < 65 years, % 59 1 >3 189 135 83 41 22 19 4 0 * |In summary, this observational study supports the effectiveness and safety of CBZ
Sites = 6, patients = 40 65-75 years, % 47 1 Non-hematologic toxicity 3.7 reported in TROPIC and PROSELICA, using a diverse “real life” patient population.
_ _ o Cl, confidence interval; CR, complete response; NE, not evaluable; OS, overall survival; PD, progressive disease;
> 75 years, % 23.8 Both hematologic and non-hematologic toxicity 0.5 PFS, progression-free survival; PR, partial response; RNE, response not evaluated; SD, stable disease; TTF, time to treatment failure;
UK, unknown.
ECOG PS, % ’ .
' th 42.9
| ; 86 Other reason Acknowledgments and disclosures
[ Sites = éo‘ upS;:i':ntS — 29 }"‘ Sites = 4, patients = 19 ] 550 At least one dose reduction, % 14.3 Table 3. Safety
2 5.8 Hematologic toxicity 4.2 N = 189 e Research and analysis was supported by Sanofi.
3 05 Possibly related TEAEs occurring in > 2% of patients, % -
_ _ : . . > . . . . .
Gharlson Comorbidity Index, mean (range) 4.0 (1-35) Non-hematologic toxicity >3 All grades rade = 3 e The authors were responsible for all content and editorial decisions.
[ Sites :-geba":_’“ 40 ] S g — e ' Both hematologic and non-hematologic toxicity 1.6 Any class 37.6 13.8
ites = 19, patients = o:a6 eason score at diagnosis, % e e romcon . Anemia 10.6 5 1 e Editorial support was provided by Mark Cockerill and Amber Wood of MediTech Media,
[ Spain J \/ / 25.8 Reasons for cabazitaxel discontinuation, % Neutropenia 9.9 7.3 funded by Sanofi.
Sites = 13, patients = 34 i . . . . .
ites = 13, patients > 8 £t Progressive disease 58.7 Piarrhea 8.5 1.1 e Disclosures: AO and SH are employed by Sanofi. MG has provided a consulting/advisory
| | | Median time from prostate cancer diagnosis to inclusion, years (Q1-Q3) 4.0 (2.1-6.0) | N Asthenia 79 0.5 6 for S & Astell d ICh ded tina/adyi o f
T e o amaam W, very & weoks; D, once a day. Median time from mCRPG diagnosis to inclusion, months (Q1-Q3 17.0(10.0-29.0 Patient's decision 48 Nauses 5. 05 SR P S ST o S PN s o e ey e
’ I o Median time since last progression, months (Q1-Q3)° 0.5 (0.2-1.0) Other reason 14.8 N 5'3 (') Johnson&Johnson, Astellas, Bayer, Sanofi, Pfizer and BMS and has delivered lectures
* Key inclusion criteria included: Metastatic sites, % Adverse event 1.6 HOHE | for Bayer and Johnson&Johnson. IK has received personal fees from AstraZeneca, Teva,
. . . . ' D d tit 4.8 0 o
— patients with mCRPC, previously treated with DOC, E0oNe S0t : . : o Sereasea appetiie MSD and Eisai and grants from AstraZeneca and Teva. AP, AT, FE, HK, JK and JM have
Regional lymph node 34.4 Patients receiving treatment after cabazitaxel, n (%) Vomiting 3.7 1 1
— scheduled to receive at least one infusion of CBZ, Visceral. other soft tissue i N 28 (14.8) Constipation ) ) no COl to disclose.
- 218 years of age. Other 6.3 Hormonal therapy 74 (39.2) Stomatitis 2 1 0 o
e Data were recorded using electronlcl case rgport forms at inclusion, every 3 months Median number Of_ docetaxel Cycleso(01-03) 6.0 (5.0-10.0) G-CSF. granulocyte-colony stimulating factor: Q1-Q3, interquartile range. Peripheral neuropathy 2_1 - References El
(+ 15 days) throughout the observation period, and at the end of the study. Response to last line of docetaxel, % _ _ L _ . =
_ _ o Complete response 4. . Possibly related serious TEAEs occurring in > 2% of patients, % o . o . e : i
e Patients were followed until death or up to 1.5 years after initiation of CBZ treatment Partial response 95 5 Eﬁlcacy Any class 50 00 1. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) Prostate Cancer By :
(whichever came first). , ' - - - | | | (Version 2.2017). Fﬂﬁ
Stable disease 195 e Median OS Wa..S 13.2 months, median PFS was 5.6 months and median TTF was N — 58 48 2. de Bono JS et al. Lancet. 2010:376:1147—1154. [=]frx :
OUtcomeS ProgreSSive disease 60.3 44 months (Flgure 2) Diarrhea 20 1.1 3. Eisenberger M et al. J Clin Oncol. 2017;35:3198-3206. Copies of this poster obtained
. - . . L . Unknown or not evaluable 1.1 : : 0 : 440 : | el
e Primary endpoint: to obtain routine clinical practice data on CBZ usage patterns for 17800 188 * Disease control was seen in 52.9% of patients; 1.1% achieved a complete response (CR), Anemia 2.1 1.6 and may not b6 reproduced
patients with mCRPC previously treated with DOC. ECOG PS, Eastern Cooperative Oncology Group performance score; Q1-Q3, interquartile range. 22.2% achieved a partial response (PR) and 29.6% achieved stable disease (SD). TEAE, treatment-emergent adverse event. without written permission of



