Cabazitaxel in metastatic Castration-Resistant Prostate Cancer (MCRPC):
Real-life use, effectiveness, safety and quality of life (QoL) in the FUJI cohort
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Background Results

Prostate cancer is the most common cancer in men in France; it evolves slowly but its prognosis is poor
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at the metastatic stage. Several therapeutic strategies are available for patients with metastatic Characteristics of patients and real-life use of treatment Survival outcomes N o
castration-resistant prostate cancer (mMCRPC). Since 2004, docetaxel has been the first-line treatment of Table 1. Baseline characteristics of patients and CAB use for main and QoL cohorts > The 18-month OS rate was 32.4% [95%CI, 27.8-37.1] and median OS ) (=258 patients ) SoLcohort
mMCRPC. Since 2011, cabazitaxel (CAB), abiraterone acetate, and enzalutamide have obtained an QoL cohort was 11.9 months [95%Cl, 10.1-12.9] for main cohort (Figure 1). Factors : .
European marketing authorization as second-line treatment, then as a first-line treatment for the latter n = 401 n =61 associated with the risk of death are presented in Table 3. g 2
two. Little data on CAB use in real-life practice is available. French Health Authorities have requested a Baseline characteristics 100 ; 0 %
post-authorization study to assess the performance of CAB in a real-life setting. Median age at CAB initiation, years 70.0 72.0 >
Median time of cancer history before CAB initiation, years 5.5 6.8 %0 50 %0
Obj ectives Visceral metastases at CAB initiation, n (%) 79 (19.7) 12 (19.7) £ 80|
> 5 bone metastases at CAB initiation, n (%) 136 (44.9) 48 (81.4) S 100
T luate the overall survival (OS) and PSA response in mCRPC patients treated by CAB SEEIEER (PR WELD £ (halE) LrEMIlT, (g 1125 109.5 : " - e —
 Toeva . ! : - . . . . .
) To evElvele The sl el g CAE treatmerFl)t P y Number of drugs >5 (excluding cancer treatments), n (%) 83 (20.7) 16 (26.2) z 60/ Figure 2. Waterfall plot showing maximum PSA change from baseline in main and QoL cohorts
_ _ _ S _ _ Number of treatments™ before CAB initiation, n (%) = _ . . _ _
. To evaluate the quality of life (QoL) and pain during CAB treatment with a prospective follow-up. 1 treatment 72 (18.0) 15 (24.6) g 50 Quality of life and Pain evaluation
2 treatments 155 (38.7 18 (29.5) S 40 _ _ L
M th d 3 treatments o 222_7; 16 (26.2) Z » QoL.: 49 patients were evaluable for QoL. At CAB initiation, totgl FAC'!'—P
etnoas 4 or 5 treatments 83 (20.7) 12 (19.7) g 3% score was 93.3 on a scale of 0 to 156. QoL changes from baseline during
> Study design Docetaxel betore CAB initiation, n (%) 401 (100.0) 60 (98.4) £ 20 CAB use are presented in Table 4.
. F H " H dv includ . H £ 401 . N 49 q L Abiraterone acetate before CAB initiation, n (%) 307 (76.6) 37 (60.7) 10 Table 4. QoL changes from baseline during CAB use in QoL cohort
renc mutlcen_ter co ort study including a main cohort o patients In centers and a Qo Enzalutamide before CAB initiation, n (%) 134 (33.4) 37 (60.7) S TR
coho.rt of 61 patients in 22 centers. BT el e 06 . - . ( :::Jedn;:a) (|m:;3:::dn2|sata)
> Recruitment process and follow-up CAB perfusion every 3 weeks, n (%) 364 (90.8) 52 (85.2) orthe n =49 n = 56
* I|dentification of pOtentiaI centers based on drug sales. lVI ai;j;aﬁnfggB#s;e,nrzcr);:izz hormonotherapies 24 > Figure 1. 18-month overall survival in main cohort (Kaplan-Meier method) Total F_AcT-l_: e (P e P L9 o AU )
: . : : - . - s i At . - . _ _ , , , Maintaining of QoL, n (%) 17 (34.7) 16 (28.6)
« Main cohort: retrospective identification of patients initiating CAB from nominative hospital pharmacy | ) | | Table 3. Factors associated with the risk of death in the main cohort mproving of QoL (= +10). n (%) 18 (367 2 (41 1)
registries between Sept. 2013 and Aug. 2015, with 18-months follow-up. In the main cohort, 95% had discontinued CAB at 18-month follow-up; the 217 vs 113 > Median time to 1% improving of QoL (days)" i 10
« QoL cohort: prospective identification of patients by physicians between March 2016 and March main reasons were disease progression or disease-related death (83.2%) . _ HR [95%Cll Deterioration of QoL (< -10), n (%) 18 (36.7) 21 (37.5)
2017, with 6-month follow-up. and AE (15.2%). In the QoL cohort, 63.9% had discontinued CAB at 6- Cits'::f;‘:::tgg::e;?’ad"efsee"e"tdur'"g TTRL fg: Eig:g;g} <88881 Median time to 1% deterioration of QoL (days)* 455 42.0
> Data collection month follow-up; the main reasons were 89.7% for progression or disease- Number of drugs > 5 (excluding cancer treatments) 174 [1.23-245] 0.0016 *Concerned patients
related death and 25.6% for AE. > 5 bone metastases at CAB initiation 1.74 [1.20-2.53]  0.0038 » Pain: 44 patients were evaluable for pain. At CAB initiation, 68.2% of
« Data were collected from medical files using a standardized electronic Case Report Form. Disease progression after docetaxel initiation 0.0198 : : . " . .
« For QoL cohort: specific questionnaires Wgre completed by patients with FACPI'-P uestionnaire for Within 3 months of last docetaxel cycle .51 [1.07-2.14] patients hav.l nd @ mlld pain (Pain severity” score [0-3]), 2.7'3% of patients
QoL d Bri fP pQ tq i Short f (BP|pSF)f y p bef N CAB | Cf] _ g { Safety Disease progression during docetaxel 1.69 [1.13 —2.53] an intermediate pain (score [4-6]) and 4.5% a Strong pain (score [7-10])
OL an re aln uestionnaire - ortrorm - or pam erore eac INTUsIon, an Up o ] ) ) ) 2 3 drugs such as docetaxel, acetate abiraterone, enzalutamide before CAB 1.39 [1.00 -1.92] 0.0488 : : :
45 days after the last CAB infusion. Table 2. Safety profile according to grade NCI-CTCAE in main and QoL cohorts PSA 2 135 ng/ml at CAB initiation 136 [1.01-182]  0.0404 QoL Changes from baseline Qurlng CAB US_e are prgsented in Table 5.
> Clinical outcomes and data analysis LB GOy = Qol. Cohort, n=61 ié"ﬁf:&?#ﬁfnr Eif%?c'if;‘x’ﬁ ((1::: to CAB initiation 8(73? {8:2 _ gggi 88357 ot sl ngoslion s il GR: e 220 ”iiif,”egﬁﬁbfhofam ovaluabie
« Adverse events (AE), based on the data collected through the medical files, were coded using NCI- Adverve event (AE) All grades Grade > 3 All grades  Grade > 3 R O D e ) RS s et g Il RN e G e (::jv";“;fa) (Im:j:fd“fata)
CTCAE v4.0 and the MedDRA thesaurus. n =44 n = 56
e OS estimated USing Kap|an_|\/|eier method. i::E, n (:A’)I - gg: ggg; fgﬁ ggg‘; g; (1(:22; fg gf?; PSA Response Maintaining of level « Pain severity », n (%) 23 (52.3) 28 (50.0)
A : : : : : 2 1 haematologic AE, n (% ' : : : : ing, = 1 decrease of level « Pain severity », n (%) 12 (27.3) 14 (25.0)
- Multivariate analysis using the Cox proportional hazard risk model to assess the factors associated Anemia 363 (90.5) 108 (26.9) 56 (91.8) 13 (21.3) > After at least 3-month CAB use, PSA response defined by = 50% Improving, Y
. ) . ) , ' ) ' ' . ’ . . Median time to decrease of level « Pain severity », (days) * 21.0 21.0
with death, performed for main cohort. Factors tested were: Gleason score, primary cancer history, Thrombopenia 116 (28.9) 21 (5.2) 20 (32.8) 3 (4.9 decrease from baseline concerned 39.9% of 258 patients with evaluable o . . . .
e ae g . Neutropenia 108 (26.9) 60 (15.0) 17 (27.9) 8 (13.1) ] . ] Deterioration, 2 1 increase of level « Pain severity », n (%) 9 (20.5) 14 (25.0)
age, PSA value, metastases at CAB initiation (visceral, bone, number of bone metastases, ——— 100 (249) 38 (9.5) 2 (36.4) 5 (6.2) PSA dosage for main cohort and 32.6% of 43 evaluable patients for QoL eaen e (o lsreees o7lave] @ PEl Saverly o, (Cave)s 42.0 42.0
synchronous status), number of chemotherapies, cancer drugs with OS impact 2 3, other drugs > 5 e neutiEaeitE 32 (80) 32 (8.0) 2 (3.3) 2 (3.3) cohort (Figure 2).  CameEmad s
before CAB, time from last docetaxel infusion to CAB initiation, disease progression after docetaxel, General disorders, n (%) 331 (82.5) 17 (4.2) 46 (75.4) 3 (4.9) i -
analgesics prescription, 2 grade 3 AE during CAB use, CAB dose reduction, CAB infusion report. . Ftatigute a;]d aIS;f_‘eniz %) gi Egg-g; 13 82; 22 Egig; 2. (33) s\
« QoL and pain were analyzed from raw data and after multiple imputation of missing data (Monte L) I ' ' ' ] H . . . . 7 1 L o B
garlo MarEov Chain meth%d) P P J ( Diarrhea 160 (39.9) 10 (2.5) 17 (27.9) - @ + Real-life median OS at 18-month in FUJI was lower than in the TROPIC | . Safety profile in FUJI cohort was similar to that reported for TROPIC trial &
| Voo g S " ouso .| trial (OS=11.9 vs. 15.1 months), but only 2 patients satisfied TROPIC | = (AE grade = 3: 55.4% vs. 57.4%).
. - : o | | | ®  inclusion criteria (Bono et al., 2010: e.g., good ECOG, normal & @ . . . . &
DQCIarauon Of Interest Statement Renal and urinary disorders, n (%) 152 (37.9) 37 (9.2) 17 (27.9) 3 (4.9) - _ (_ _ 9 9 o | .+ QoL and pain were improved/stable in respectively 70% and 75% of &
Hematuria 81 (20.2) 6 (1.5) 10 (16.4) - @ haematologic, hepatic, renal and cardiac functions, CAB in 2"°-line...). & . . o
Renal failure 30 (7.5) 29 (7.2) 3 (4.9) 3 (4.9) o . o) . R patients treated by CAB. These results are similar to those observed in &
. . _ | - - - - & Moreover, 33.4% of FUJI patients were older than 75 years (vs 18% in @i . . . 4 . .
The FUJI study, an ENCePP study seal (EU PAS register: ENCEPP/SDPP/10391), was carried out by the Urinary retention 24 (6.0 2 (0.5) - - | TROPIC). In FUJI, CAB was used in 3-line or more for 82% of patients, & the literature with patients treated by 2"-generation hormonotherapies.
Bordeaux PharmacoEpi platform with an unconditional grant from Sanofi-Aventis and supervised by a Infections and infestations, n (%) 124 (30.9) 20 (5.0) 14 (23.0) 3 (49 b A ' . '
scientific committee composed of independent experts Septicemia and septic shock 20 (5.0) 20 (5.0) 3 (4.9) 3 (4.9) i showing the change in the medical care of prostate cancer.
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