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HIGHLIGHTS FROM ESMO 2016

Members of the CARE Oncology Faculty recently attended the ESMO 2016 conference 
held in Copenhagen, Denmark from October 7th-11th.

The CARE Perspectives Conference Report from ESMO 2016 provides a summary 
of the most compelling stories and news presented at this event, and is augmented 
with additional perspectives from the CARE Oncology Faculty. 
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METASTATIC  
BREAST CANCER

ESMO 2016. LBA1_PR. First-line ribociclib + letrozole for postmenopausal 
women with hormone receptor-positive (HR+), HER2-negative (HER2–), 
advanced breast cancer (ABC)

G. N. Hortobagyi et al.

Results: Baseline patient characteristics were balanced between 
treatment arms. The study met its primary objective at the first planned 
interim analysis (data cut-off Jan 29, 2016): PFS was significantly improved 
in the ribociclib arm, with a hazard ratio of 0.556 (95% CI: 0.429–0.720; 
p = 0.00000329). Median PFS was not reached in the ribociclib arm 
(95% CI: 19.3–not estimable) vs 14.7 months in the placebo arm (95% 
CI: 13.0–16.5). In patients with measurable disease at baseline, ORR was 
53% vs 37% (ribociclib vs placebo; p = 0.00028) and CBR was 80% vs 
72% (p = 0.02). Common Grade 3/4 adverse events (≥5% of patients; 
ribociclib vs placebo) were neutropenia (59% vs 1%), leukopenia (21% vs 
1%), hypertension (10% vs 11%), elevated alanine aminotransferase (9% vs 
1%), lymphopenia (7% vs 1%), and elevated aspartate aminotransferase 
(6% vs 1%). OS data were immature at data cut-off.

Conclusions: Ribociclib + letrozole was well tolerated and significantly 
prolonged PFS vs letrozole alone in postmenopausal women with HR +, 
HER2– ABC who had received no prior therapy for ABC.

CARE FACULTY PERSPECTIVE: This trial is the second placebo-
controlled phase III RCT demonstrating that the addition of a CDK4/6 
inhibitor to letrozole as first-line therapy for advanced, endocrine-
sensitive breast cancer results in a significantly longer median PFS and 
higher clinical benefit response rate than the aromatase inhibitor alone. 
In both trials, reversible neutropenia with minimal risk of febrile events 
was the dominant toxicity and easily managed with dose adjustment. 
Ribociclib now joins palbociclib as an exciting new therapeutic option 
for a significant proportion of our breast cancer patient population, 
pending pCODR deliberations and pricing negotiations.

Ribociclib received FDA Breakthrough Therapy designation as first-line 
treatment for HR+/HER2- advanced breast cancer. This agent is likely to 
be approved shortly in the US, followed by Canada. 

ESMO 2016. LBA14_PR. FALCON: A phase III randomised trial of 
fulvestrant 500 mg vs. anastrozole for hormone receptor-positive 
advanced breast cancer

M. J. Ellis et al. 

Results: In total, 462 patients (fulvestrant, n = 230; anastrozole, n = 232) 
were randomised with both arms being well balanced. The trial met its’ 
primary endpoint and final results demonstrated a statistically significant 
improvement in PFS with fulvestrant vs. anastrozole (hazard ratio 0.797 
[95% confidence interval 0.637, 0.999]; p = 0.0486; median PFS, 16.6 vs. 
13.8 months, respectively). Subgroup analysis suggested an even greater 
advantage for fulvestrant in the patient subpopulation without visceral 
disease (22.3 vs. 13.8 months). OS maturity was 31% at a median follow-
up of 25.0 months. Treatment impact on HRQoL was similar in both 
treatment groups. The most common adverse events were arthralgia 
(16.7% vs. 10.3%) and hot flushes (11.4% vs. 10.3%) for fulvestrant and 
anastrozole, respectively.

Conclusions: These results confirm the superior efficacy of fulvestrant 
over anastrozole in postmenopausal women with hormone receptor-
positive locally advanced or metastatic breast cancer who have not 
received prior hormonal therapy.

CARE FACULTY PERSPECTIVE: Results from the phase III FALCON 
trial are consistent with the previously published data from the phase II 
FIRST trial and suggest that fulvestrant is an optimal first-line endocrine 
therapy for patients with no prior exposure to endocrine therapy. There 
remains some discussion and need for clarification around the observed 
versus planned statistically significant hazard ratio in FALCON, but even 
with this caveat, the option of fulvestrant for the first-line therapy of 
endocrine-sensitive metastatic breast cancer warrants consideration, 
particularly with its' very modest toxicity profile. The observations for 
the patient subset with non-visceral disease are of interest and suggests 
a particular subgroup potentially deriving preferential benefit.

" R I B O C I C L I B  N O W  J O I N S 

PA L B O C I C L I B  A S  A N  E X C I T I N G  N E W 

T H E R A P E U T I C  O P T I O N . "
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ESMO 2016. Abstract 227PD. Everolimus use in breast cancer patients: 
A population-based study

M. Chavez-Macgregor et al.

Results: In all, 2949 everolimus-treated breast cancer patients were iden-
tified through administrative databases with a median age of 60. The 
median cumulative day supply of everolimus was 112 days. At the time 
of first claim the prescribed dose was 10mg in 76.9% with 2.7% receiving 
a 7.5mg; 7.8% a 5mg and 2.6% a 2.5mg prescription. 77.3% of patients 
maintained the starting dose, with 16.7% having a dose reduction and 6% 
a dose escalation. A total of 1488 patients (50.5%) had claims associated 
with known everolimus-related toxicities; nausea, vomiting and electro-
lyte imbalances were identified in 31.7% of the patients, 17.9% had meta-
bolic toxicities, 11.9% hematological toxicities, 5.1% stomatitis, 4.7% rash 
and 0.4% had a claim for pneumonitis. A total of 644 patients (21.8%) 
were hospitalized or had an ER visit associated with the toxicities above.

Conclusions: Half of the patients receiving everolimus had a claim for a 
known everolimus-related toxicity and 21.8% were hospitalized or visited 
the ER while on everolimus for toxicity. We cannot rule out the possibility 
that symptoms that lead to the hospitalizations/ER visit were related to 
the breast cancer or to other causes, but this data provides real world 
information of the toxicities associated with everolimus treatment. The 
pattern of toxicities differs from what has been reported in clinical trials, 
and it is possible that only serious toxicities are associated with a claim.

CARE FACULTY PERSPECTIVE: This was a large study of 2949 
patients that gives insight into the real-world toxicities associated 
with everolimus. Over 20% of treated patients visited an ER or were 
hospitalized while on everolimus which emphasizes the importance 
of proactively managing toxicities with both medical prophylaxis (e.g. 
dexamethasone oral rinse as in the SWISH study Rugo H et al ASCO 2016) 
and excellent patient communication and education. 

ESMO 2016. LBA15. Biomarker analyses from the phase 3 PALOMA-2 
trial of palbociclib (PAL) with letrozole (L) compared with placebo (P) 
plus L in postmenopausal women with ER+/HER2– advanced breast 
cancer (ABC)

R. Finn et al.

Results: 568 pts (85%) had tumour tissue available with 566 samples 
being evaluable for ER. Central review confirmed 89% as ER +; ER me-
dian [interquartile range] H-scores were: P + L, 120 [45-170]; PLB + L, 
110 [38-158]). By H-scores, significant improvement in PFS with PAL + L 
was observed across all ER quartiles with no preferential benefit for the 
higher ER H score tumour subset. A significant PFS advantage was also 
observed for patients with Rb+ (>90% of intent-to-treat population; 24.2 
vs 13.7 mo; HR, 0.53; P < 0.0001), and p16+ tumours (85%; 24.8 vs 13.8 
mo; HR, 0.52; P < 0.0001). A trend was noted toward a PAL + L benefit for 
the p16- pts (n = 59); There were too few Rb- pts (n = 29) to draw con-
clusions. Patients with Cyclin D1+ tumours also experienced a significant 
PFS advantage with the addition of palbociclib which did not (97%), vary 
with H-score. Ki-67 index did not identify a patient subpopulation that 
did not benefit from palbociclib.

Conclusions: ER+ pts benefit from the addition of a CDK 4/6 inhibitor. 
Biomarker analyses on cell cycle–related genes did not reveal additional 
markers with sensitivity to PAL + L beyond ER+.

CARE FACULTY PERSPECTIVE: At ASCO 2016, the PALOMA-2 trial 
results established the significant clinical benefit and safety of P+L for 
ABC pts with ER+/HER2- disease who had not received prior systemic 
therapy for their advanced disease. 

As with all novel therapies, clinical trials that incorporate a translational 
research component aim to discover predictive biomarkers aimed at 
identifying patient subpopulations experiencing preferential benefit, or 
lack thereof, to more effectively target therapy. The PALOMA-2 study 
analyzed the most logical biomarkers given what is known about the 
mechanism of action of palbociclib. Despite a high proportion of tissue 
samples being successively retrieved, the investigators were not able 
to identify any predictive biomarkers, apart from overall ER expression. 
This study used immunohistochemistry for the analysis and further data 
is awaited from other molecular investigations by this translational team. 
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ESMO 2016. Abstract 222O. BOLERO-4: Phase 2 trial of first-line evero-
limus (EVE) plus letrozole (LET) in estrogen receptor–positive (ER+), 
human epidermal growth factor receptor 2–negative (HER2−) advanced 
breast cancer (BC)

M. Royce et al.

Results: 202 pts (median age, 64 years) in 13 countries participated: 194 
pts (96%) with metastatic BC and 8 pts (4%) with locally advanced BC. 
93 (46%) and 87 (43%) pts received prior hormonal therapy and che-
motherapy (neo-/adjuvant setting). The median duration of follow-up 
was 17.5 months. The median PFS was not yet reached at data cutoff 
(12 months after the last patient's first visit). The estimated PFS rates 
(95% CI) were 83.6% (77.3%-88.2%) and 71.4% (64.0%-77.5%) at 6 and 
12 months, respectively. ORR and CBR were 42.6% (35.7%-49.7%) and 
74.3% (67.7%-80.1%), respectively. The most common adverse events 
were stomatitis (67.8%), weight loss (42.6%), and diarrhea (36.1%).

Conclusions: EVE combined with LET is an effective regimen in HR + , 
HER2− advanced BC in the first-line setting.

CARE FACULTY PERSPECTIVE: While single agent endocrine therapy 
(ET) is considered the standard of care for postmenopausal women with 
hormone receptor positive advanced breast cancer, efforts to augment 
the clinical benefit achieved with endocrine therapy continues.

This trial evaluated the safety and effectiveness of EVE+LET as first-
line therapy in ER+ HER2– metastatic BC and observed that this dual-
pathway inhibiting combination (ER and mTOR) may lead to clinical 
benefit. This trial likely warrants a phase III confirmatory trial with careful 
attention paid to proactive toxicity management. 

ESMO 2016. LBA16. Heritage, a phase III safety and efficacy trial of the 
proposed trastuzumab biosimilar, Myl-1401O vs trastuzumab

H. Rugo et al.

Results: There were no observed statistically significant differences in 
ORR (primary endpoint) 53.57% (95% CI 40.70 – 65.98%) in the BCD-022 
group and 53.70% (95% CI 40.60 – 66.31%) in the Herceptin group. The 
lower limit of the 95% CI for ORR difference between the groups (-19.83%) 
did not exceed the non-inferiority margin, hence BCD-022 is non-inferior 
to Herceptin. There were also no differences between the groups for all 
other efficacy parameters: CR (5.36 vs 3.70%), PR (48.21 vs 50.00%), SD 
(25.00 vs 25.93%) and progression rate (21.43 vs 20.37%) for BCD-022 
and Herceptin, respectively. AE profiles of BCD-022 and Herceptin were 
equivalent. Differences in observed AE rate, including severe AEs, were 
not statistically different between the groups. Most AEs were associated 
with chemotherapy: neutropenia (73.02 vs 73,77%), anemia (82.54 vs 
77.05%), leukopenia (73.02 vs 68.85%), lymphopenia (69.84 vs. 65.57%), 
thrombocytopenia (17.46 vs 29.51%), hyperglycemia (57.14 vs 70.49%), 
ALP increase (38.68 vs 42.62%), AST increase (42.86 vs 42.62%), ALT in-
crease (33.33 vs 40.98%), alopecia (33.33 vs 34.43%), arthralgia (17.46 
vs 18.03%) etc. Cardiovascular events specific for trastuzumab included: 
tachycardia (34.92 vs 19.67%), arterial hypertension (20.63 vs 18.03%), 
atrial fibrillation (0 vs 3.28%), extrasystoles (0% vs 1.64%), CAD gr.1 (1.59 
vs 0%) and aggravated myocardiodystrophy (1.59 vs 0%). Binding anti-
bodies with neutralizing activity were detected only in 1 patient in each 
group that indicated to low immunogenic potential of both drugs.

Conclusions: BCD-022 demonstrated non-inferiority to Herceptin in pa-
tients with HER2+ mBC.

CARE FACULTY PERSPECTIVE: Biosimilars or ‘Subsequent Entry 
Biologics (SEBs)’ are monoclonal antibodies that are similar but not 
identical to the Reference Biologic Drug (RBD). In the last few years, 
SEBs have been developed for certain rheumatologic conditions and 
diabetes. Increasingly, SEBs are making their way into oncology as well. 
With the number of systemic agents going off patent in the coming 
years, many SEBs are expected to be evaluated in multiple disease sites. 
SEBs may lead to drug acquisition cost savings compared to a RBD, but 
concerns exist surrounding extrapolation of data from one indication to 
another, relative paucity of clinical trial data and immunogenicity among 
others. It will be interesting to see if results from non-inferiority trials 
translate into changes in clinical practice and potential substitution of 
a RBD by a SEB.

" T H I S  D U A L- PAT H WAY  I N H I B I T I N G 

C O M B I N AT I O N  ( E R  A N D  mT O R )  M AY 

L E A D  T O  C L I N I C A L  B E N E F I T . "
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ESMO 2016. LBA8_PR. KEYNOTE-024: Pembrolizumab (pembro) 
vs platinum-based chemotherapy (chemo) as first-line therapy for 
advanced NSCLC with a PD-L1 tumour proportion score (TPS) ≥50%

M. Reck et al.

Results: From Sep 19, 2014, to Oct 29, 2015, 305 pts from 16 countries 
were randomized: 154 to pembro, 151 to chemo. After a median follow-up 
of 11.2 mo, 48% of pts remained on pembro, 10% remained on chemo, 
and 44% crossed over from chemo to pembro upon PD. With 189 events, 
pembro significantly prolonged PFS over chemo (HR 0.50, 95% CI 0.37-
0.68, P < 0.001; median 10.3 mo vs 6.0 mo). With 108 deaths, pembro 
also significantly prolonged OS (HR 0.60, 95% CI 0.41-0.89, P = 0.005; 
6-mo OS 80% vs 72%). Pembro was also associated with higher ORR 
(45% vs 28%), longer response duration (median NR vs 6.3 mo), and 
lower incidence of any-grade (73% vs 90%) and grade 3-5 (27% vs 53%) 
treatment-related AEs.

Conclusions: Pembro demonstrated superior PFS and OS over platinum-
based chemo in pts with advanced NSCLC of PD-L1 TPS ≥50%. Along with 
the lower rate of treatment-related AEs, these data suggest pembro may 
be the new standard of care for first-line therapy of PD-L1–expressing 
advanced NSCLC without treatable oncogenic aberrations.

CARE FACULTY PERSPECTIVE: This is a pivotal trial in the field of 
lung cancer. Pembrolizumab may become the new standard of care 
for first line therapy of advanced NSCLC. More importantly, the trial 
defines a population who can more definitely have clinical benefit from 
immunotherapy.

ESMO 2016. LBA41_PR. Neoadjuvant anti-PD1, nivolumab, in early 
stage resectable non-small-cell lung cancer

P. M. Forde et al.

Results: As of 09/19/2016, 18 pts were enrolled and 16 completed 
surgical resection (two patients were not ultimately resected). No delays 
to surgery or surgical complications related to nivolumab occurred. 
Twelve of 15 resected patients (80%) had pathologic evidence of tumour 
regression, and 6 (40%) achieved major pathologic responses (MPR; 
<10% residual viable tumour), at the time of abstract submission final 
pathology was pending from the 16th resected pt. Of the 6 MPR pts, 
3 had no radiographic evidence of response. Surgical specimens in all 
cases were characterized by substantial T cell infiltration. Among 6 MPRs, 
4 tumours have been tested with PD-L1 IHC (28-8 assay) and 3 were 
positive. Both unique and shared T cell clones were expanded in both 
tumour and peripheral blood, including new infiltration of T cell clones 
found only in the post-treatment tumour specimen.

Conclusions: Neoadjuvant nivolumab was feasible and safe. Most pts 
have pathologic evidence of anti-tumour response, including MPR in 6 
of 15 pts. Neoadjuvant anti-PD1 immunotherapy may have substantial 
anti-tumour activity in early stage NSCLC.

ESMO 2016. LBA44_PR: Primary analysis from OAK, a randomized 
phase III study comparing atezolizumab with docetaxel in 2L/3L NSCLC

F. Barlesi et al.

Results: The primary efficacy analysis was conducted in the first 850 of 
1225 total enrolled pts. Pts had a median age of 64 y, 61% were male, 
25% had 2 prior lines of therapies, 26% had squamous histology, 67% 
were previous smokers and 37% were PS 0. Superior OS was seen with 
atezo vs doc in ITT (HR 0.73; P = .0003) and TC1/2/3 or IC1/2/3 pts (HR 
0.74; P = .0102). Survival was improved regardless of PD-L1 expression 
levels, including in pts with no PD-L1 expression (TC0 and IC0). There was 
pronounced benefit in pts with high PD-L1 expression (TC3 or IC3). OS 
benefit was similar in pts with squamous or nonsquamous histology. In 
ITT pts, PFS HR was 0.95 (2.8 vs 4.0 mo), ORR 13.6% vs 13.4%, and DoR 
16.3 vs 6.2 mo for atezo vs doc. Gr 3-4 treatment-related AEs occurred 
in 15% of atezo pts and 43% of doc pts. There were no deaths related to 
atezo and 1 related to doc. No new safety signal was observed.

Conclusions: This first Ph3 trial of a PD-L1-directed drug in NSCLC 
demonstrates that atezo treatment results in a statistically significant 
and clinically relevant improvement in OS vs doc in 2L/3L NSCLC, 
regardless of PD-L1 expression and histology. Atezo was well tolerated 
with a favourable safety profile vs doc.

LUNG 
CANCER

"AT E Z O L I Z U M A B  WA S  W E L L 

T O L E R AT E D  W I T H  A  FAV O U R A B L E 

S A F E T Y  P R O F I L E  

V S  D O C E TA X E L . "
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LBA42_PR: Ceritinib vs chemotherapy (CT) in patients (pts) with 
advanced anaplastic lymphoma kinase (ALK)-rearranged (ALK+) non-
small cell lung cancer (NSCLC) previously treated with CT and crizotinib 
(CRZ): results from the confirmatory phase 3 ASCEND-5 study.  

Giorgio Scagliotti et al.

Results: Of 231 pts (median age 54 y), 115 were randomized to ceritinib 
and 116 to CT (PEM, n = 40; DOC, n = 73; 3 not treated). Median treatment 
exposure was 30.3 wk for ceritinib and 6.3 wk for CT. Median follow-
up duration was 16.5 mo. Ceritinib showed statistically significant 
improvement in PFS (BIRC: median 5.4 vs 1.6 mo, HR = 0.49, P < 0.001) 
and increased overall response rate [95% CI] (BIRC: 39.1% [30.2, 48.7] 
vs 6.9% [3.0, 13.1]) vs CT (Table 1). Of pts discontinuing CT due to PD, 
75 crossed over to ceritinib. Most frequent AEs (% any grade [% grade 
3/4]) were diarrhoea (72.2 [4.3]), nausea (66.1 [7.8]) & vomiting (52.2 
[7.8]) with ceritinib; fatigue (28.3 [4.4]), nausea (23.0 [1.8]), alopecia 
(21.2 [0]) & neutropenia (20.4 [15.0]) with CT. 6 (5.2%) ceritinib- and 8 
(6.9%) CT-treated pts discontinued due to AEs. Ceritinib significantly 
improved lung cancer-specific symptoms (LCSS & QLQ-LC13) & overall 
health status (EQ-5D) vs CT (P < 0.05).

Table 1. Efficacy Results

Conclusions: Ceritinib showed a clinically meaningful and statistically 
significant improvement in PFS vs CT in pretreated ALK+ NSCLC.

Ceritinib (n = 115) CT (n = 116)

By BIRC

Median PFS, mo [95% CI] 5.4* [4.1, 6.9] 1.6 [1.4, 2.8]

ORR (CR + PR), % [95% CI] 39.1 [30.2, 48.7] 6.9 [3.0, 13.1]

DCR (CR + PR + SD), % 
[95% CI]

76.5 [67.7, 83.9] 36.2[27.5, 45.6

By Investigator

Median PFS, mo [95% CI] 6.7* [4.4, 7.9] 1.6 [1.4, 2.6]

ORR (CR + PR), % [95% CI] 42.6 [33.4, 52.2] 6.0 [2.5, 12.0]

DCR (CR + PR + SD), % 
[95% CI]

80.0 [71.5, 86.9] 37.9 [29.1, 47.4

Median OS, mo [95% CI] 18.1† [13.4, 23.9] 20.1[11.9, 25.1

*Log-rank P < 0.001 vs CT
†Log-rank P = 0.496 vs CT  
CI, confidence interval; CR, complete response; DCR, disease control rate; ORR, overall 
response rate; OS, overall survival; PFS, progression-free survival; PR, partial response; 
SD, stable disease

ESMO 2016. 1246P. Adjusted indirect comparison using propensity 
score matching of osimertinib to doublet chemotherapy in patients 
with EGFRm T790M NSCLC who have progressed after EGFR-TKI

F. Andersohn et al.

Results: Following estimation of PS for each pt and balancing 
across the groups (osimertinib N = 287, PBDC N = 51) osimertinib 
demonstrated: A statistically significant improvement in median 
progression-free survival (PFS) of 9.7 months vs 5.3 months (HR 0.28, 
95% CI 0.19–0.42, P < 0.0001) An improvement in objective response 
rate (ORR) of 64.6% vs 34.8% (OR 4.76, 95% CI 2.21–10.26, P < 0.001).

Conclusions: In this indirect comparison, a statistically significant 
improvement in PFS and ORR was demonstrated for osimertinib 
compared to PBDC. AURA3 will provide a randomized comparison 
of osimertinib and PBDC.

CARE FACULTY PERSPECTIVE: For patients with T790M NSCLC 
who have progressed after an EGFR TKI, osimertinib offers a 
significant improvement in PFS and ORR, compared with PBDC.
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Conclusions: SU prolonged DFS in pts with locoregional RCC at high risk 
for recurrence. Given the increase in DFS and the manageable safety 
profile, SU represents a potential new treatment option as adjuvant 
therapy in RCC.

CARE FACULTY PERSPECTIVE: This trial met its primary endpoint of  
DFS prolongation. Sunitinib had higher adverse events rate than placebo, 
in particular diarrhea, palmar–plantar erythrodysesthesia, hypertension, 
fatigue, and nausea. Adjuvant sunitinib appears to be a new treatment 
option for completely resected, high-risk RCC patients, however mature 
OS data are needed to conclusively assess its potential as a new standard 
of care. 

ESMO 2016. Abstract LBA11. Phase III trial of sunitinib (SU) vs placebo 
(PBO) as adjuvant treatment for high-risk renal cell carcinoma (RCC) 
after nephrectomy (S-TRAC)

A. Ravaud et al.

Results: Baseline characteristics were balanced between the SU (n = 
309) and PBO (n = 306) arms. Median (m) number of cycles and relative 
dose intensity (SU) were 9 and 88.4%, respectively. Fewer DFS events 
were seen with SU (113; 36.6%) vs PBO (144; 47.1%). The trial met its 
primary endpoint: DFS by central review was significantly longer for 
SU vs PBO (HR, 0.761; P = 0.030), and these results were supported by 
secondary DFS analyses in all randomized pts and a higher-risk subgroup 
(Table 2). OS data were immature at data cutoff (mOS not reached in 
either arm). Grade ≥3 adverse events (AEs) were more frequent with SU 
(62.1%) vs PBO (21.1%), but serious AE incidence was similar (21.9% vs 
17.1%); no death occurred due to treatment toxicity.

Table 2. DFS Analysis

RENAL CELL CARCINOMA 

ESMO 2016. ABSTRACT 819P. Real world outcomes of patients with 
metastatic renal cell carcinoma (mRCC) using first-line sunitinib or 
pazopanib: The Canadian experience

A. Lalani et al. 

Results: Our cohort included 670 patients: 93 treated with pazopanib 
and 577 with sunitinib. Median TTF was greater in patients treated with 
sunitinib versus pazopanib (6.0 vs 3.7 mos, p = 0.046) and maintained 
significance when adjusted for IMDC criteria (hazard ratio [HR] 0.61, 
0.41-0.90 95% CI, p = 0.013). Median OS was better in patients treated 
with sunitinb (31.9 vs 20.6 mos, p = 0.028) and maintained significance 
when adjusted for IMDC criteria (HR 0.60, 0.38-0.95 95% CI, p = 0.028). 
Common toxicities requiring dose modification, including fatigue and 
diarrhea, were similar between both groups. However, patients treated 
with sunitinib had a significantly higher incidence of mucositis, hand-foot 
syndrome, and GERD; patients treated with pazopanib had a significantly 
higher incidence of liver toxicity and a trend towards weight loss.

Conclusions: In Canadian patients with clear cell mRCC, survival and 
treatment duration appears to favour sunitinib over pazopanib. Plausible 
explanations include potential differences in patient selection for 
pazopanib, the contemporary experience with individualized dosing on 
sunitinib, and small sample size. These data on real world toxicities are 
informative and may aid physicians and patients in guiding treatment 
decisions.

CARE FACULTY PERSPECTIVE: The results of this study should be 
interpreted within the limitations of a real-world data set, including 
the retrospective data collection and potential selection bias. Real 
world outcomes for sunitinib and pazopanib compare favourably to the 
outcomes observed in phase III studies. 

Overall survival in this Canadian patient population was superior for 
patients treated with sunitinib vs pazopanib, even when adjusted 
for IMDC prognostic factors. Whether this result is due to bias or 
patient selection or other factors such as the use of dose/schedule 
individualization for sunitinib should be further examined. The 
results of the Canadian prospective study on sunitinib dose/schedule 
individualization are eagerly awaited. 

GENITOURINARY 
CANCER

SU PBO HR (95% CI) SU 
vs. PBO

P

mDFS (95% CI) (yr)

Central Review

All randomized 6.8  
(5.8–NR)

5.6  
(3.8–6.6)

0.761  
(0.594–0.975)

0.030

Higher-risk* 6.2  
(4.9–NR)

4.0  
(2.6–6.0)

0.737  
(0.548-0.993)

0.044

Investigator review

All randomized 6.5  
(4.7–7.0)

4.5  
(3.8–5.9)

0.811  
(0.643–1.023)

0.077

Higher-risk* 5.9 
(4.4–7.0)

3.9  
(2.8–5.6)

0.763  
(0.577–1.009)

0.056

* T3, N0 or NX, M0, Fuhrman's grade ≥2, ECOG PS ≥1 and T4 and/or N1–2" O V E R A L L  S U R V I VA L  I N  T H I S  C A N A D I A N 

PAT I E N T  P O P U L AT I O N  WA S  S U P E R I O R 

F O R  PAT I E N T S  T R E AT E D  W I T H  S U N I T I N I B 

V S  PA Z O PA N I B . "
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ESMO 2016. 814P. Efficacy of cabozantinib (cabo) vs everolimus (eve) 
by metastatic site and tumor burden in patients (pts) with advanced 
renal cell carcinoma (RCC) in the phase 3 METEOR trial

T.B. Powles et al.

Results: At baseline, 74% of pts had visceral (lung or liver) metastases 
(mets); 63% had lung mets and 29% had liver mets. Median SoD at 
baseline was 65 mm (range 0–291) in the cabo arm and 65 mm (0–258) 
in the eve arm. Subgroups by metastatic site and TB generally had similar 
baseline characteristics on both arms. High compared to low TB was 
associated with fewer favorable (34% vs 57%) and more intermediate 
(47% vs 36%) and poor risk (19% vs 7%) pts per MSKCC criteria. For pts 
with visceral mets, the HRs favored cabo (PFS HR 0.48, 95% CI 0.38–
0.60; OS HR 0.66, 95% CI 0.52– 0.85). These benefits with cabo were 
consistent across the metastatic sites analyzed (liver and lung). For pts 
with low TB, HRs for cabo vs eve were 0.63 (95% CI 0.47–0.84) for PFS 
and 0.76 (95% CI 0.54–1.08) for OS vs 0.41 (95% CI 0.31–0.54) for PFS 
and 0.60 (95% CI 0.45–0.80) for OS for pts with high TB. Median OS with 
cabo was 22.0 mo for low TB and 18.1 mo for high TB pts vs 19.3 mo and 
12.2 mo with eve, respectively. The most common grade 3 or 4 adverse 
events in these subgroups were consistent with the safety profile in the 
overall study population.

Conclusions: Treatment with cabo was associated with improved PFS and 
OS compared to eve in pts irrespective of tumor burden or metastatic 
sites. Pts with high tumour burden appeared to have a stronger relative 
benefit with cabo compared to eve for both OS and PFS. 

CARE FACULTY PERSPECTIVE: These are the updated results from 
ASCO 2016, again confirming the superiority of cabozantinib over 
everolimus in the second line setting. Based on the positive OS and PFS 
data for cabozantinib vs everolimus, cabozantinib is expected to be 
submitted for approval in Canada in the near future. 

TRIAL TO WATCH OUT FOR:

•   ESMO 2016. Abstract 844TiP. Phase 3 study of avelumab in 
combination with axitinib versus sunitinib as first-line treatment for 
patients with advanced renal cell carcinoma (aRCC)

PROSTATE CANCER

ESMO 2016. LBA9_PR. Final overall survival (OS) from the AFFINITY 
phase 3 trial of custirsen and cabazitaxel/prednisone in men with 
previously treated metastatic castration-resistant prostate cancer 
(mCRPC). 

Karim Fizazi et al.

Results: 635 men were randomized: median age 68 yrs, Karnofsky score 
≤80% in 50%. Demographics and exposure to Cbz/P were similar for both 
arms. In ITT population (n = 635), median OS was 14.2 mo on Cbz/P/C 
and 13.4 mo on Cbz/P (two-sided p = 0.529; HR 0.946, 95% CI 0.796–
1.124). 62% of pts (n = 392) met criteria for poor prognosis; OS was 11.1 
mo on Cbz/P/C (n = 195) and 10.9 mo on Cbz/P (n = 197) in this subset  
(p = 0.470; HR 0.918, 95% CI 0.727–1.158). 28.9% of pts on Cbz/P/C and 
25% on Cbz/P discontinued due to progressive disease, and 21.9% and 
18.9% due to adverse events (AEs). Arms were comparable in ≥Grade 3 
AEs (75.9% vs 66.3%) and SAEs (49.2% vs 42.3%). The most frequently 
reported ≥Gr3 AEs were neutropenia, anemia, fatigue, asthenia, bone 
pain, and febrile neutropenia.

Conclusions: In this phase 3 study, no survival benefit was seen in pts 
receiving Cbz/P/C compared to Cbz/P in both ITT population and poor 
prognosis subset.

ESMO 2016. 720PD. Long term efficacy and QOL data of chemohormonal 
therapy (C-HT) in low and high volume hormone naïve metastatic 
prostate cancer (PrCa): E3805 CHAARTED trial

C. Sweeney et al.

Results: As of April 23, 2016, the median follow-up was 53.7 months and 
there were 299 deaths of 513 HV pts and 100 deaths of the 277 LV pts. The 
overall median OS was 57.6 mos for ADT + D [95% CI: (52.0, 63.9)] and 
47.2 (41.8, 52.8) for ADT alone HR: 0.73 (0.59, 0.89), p = 0.0018 (stratified 
log rank). The evaluation of outcome by disease volume interaction with 
treatments revealed a p-value of 0.029 indicating the impact of early 
docetaxel differed between the HV and LV pts. The burden of cancer and 
therapy was assessed by FACT-P score and notable findings were (i) HV 
pts had lower baseline QOL than LV pts, (ii) there was a decline in QOL 
from baseline to 3 months in ADT + D LV ps and (iii) the lowest FACT-P 
score at 12 months was in ADT alone HV pts.

Conclusions: The clinical benefit of ADT + D is limited to pts with a higher 
burden of metastatic prostate. 
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ESMO 2016. 721PD. FIRSTANA: Health-related quality of life (HRQL) 
and post-hoc analyses for the phase III study assessing cabazitaxel (C) 
vs docetaxel (D) in chemotherapy-naïve patients (pts) with metastatic 
castration-resistant prostate cancer (mCRPC)

S. Oudard et al.

Results: 1168 pts were randomized (C20 389; C25 388; D 391) with 
similar pt characteristics across arms. OS, PFS and PSA response were 
not significantly different; TR was superior for C25 vs D (Table 3). Rates 
of Grade 3–4 treatment-emergent adverse events were: C20 41.2%; C25 
60.1%; D 46.0%. Change from baseline to Cycle 16 in FACT-P total score 
differed between the C20 and D arms. Grade 3-4 neutropenia and NLR < 
3 were associated with increased OS in all arms.

Table 3. Efficacy Results

C20 N = 389 C25 N = 388 D N = 391

Median OS, mos HR vs D, 95% CI 24.5 1.009, 
0.85–1.197

25.2 0.975, 
0.819–1.16

24.3 -

Median PFS, mos 4.4 5.1 5.3

TR, % 32.4- 41.6 vs D  
p = 0.0370

30.9-

≥ 50% PSA decline, % 60.7 68.7 68.4

PR, % 42.4 39.4 40.7

Median OS, mos, 95% CI

Grade 3-4  
neutropenia

No 22.3, 19.0-
24.9

22.1, 16.7-23.7 22.3, 14.9-
27.6

Yes 27.9, 24.6-
32.8

30.7, 25.7-
34.0

27.3, 23.6-
30.7

p value 0.0193 0.0044 0.021

NLR <3 29.2, 25.7-
33.7

31.6, 26.5-
34.3

30.1, 25.1-
35.7

≥3 20.6, 15.7-
22.4

23.4, 19.5-
26.6

23.0, 19.0-
25.5

p value < 0.0001 0.0033 0.0011

FACT-P total score

Mean change from baseline to 
Cycle 16, 95% CI p value vs D

N = 58 1.62,  
-2.11-5.35 
0.019

N = 58 0.5,  
-3.3-4.3 0.063

N = 42 
-3.83,  
-7.89-0.23 -

Conclusions: In chemotherapy-naïve mCRPC pts, OS was not superior 
for C20 or C25 vs D. TR was significantly higher for C25 vs D. C20 may 
have greater HRQL benefit than D. Grade 3–4 neutropenia and low NLR 
correlated with increased OS and may have prognostic value. Funding: 
Sanofi Genzyme

ESMO 2016. 738P. Meta-analysis of randomized clinical trials in 
metastatic castration resistant prostate cancer: Comparison of 
hypertension, neurological and psychiatric adverse events on 
enzalutamide and abiraterone acetate plus prednisone treatment

P. Ruiz Gracia et al. 

Results: RR for hypertension (all grades) was 2.26 (1.06-4.81) for ENZ and 
1.61 (1.30-2.00) for AA + P, for hypertension grade ≥ 3 was 2.52 (1.61-3.95) 
and 1.72 (0.97-3.06) respectively. The RR for neurological disorders was 
1.44 (1.31-1.58) for ENZ and 1.13 (0.99-1.29) for AA + P. RR for psychiatric 
disorders was 1.43 (1.21-1.69) for ENZ and 1.04 (0.9-1.20) for AA + P. No 
evidence of publication bias was observed. 

Conclusions: The aim of this study is to contrast the hypertension, 
psychiatric and central nervous system disorders safety profile of AA 
+ P and ENZ. This analysis suggests that mCRPC patients treated with 
ENZ had a higher risk of developing hypertension, neurological and 
psychiatric disorders than the patients treated with AA + P. One may 
speculate that the affinity of ENZ for GABA receptor may play a role in 
the toxicities related to the central nervous system.

CARE FACULTY PERSPECTIVE: Selecting a therapy for patients with 
mCRPC is challenging, and there are many factors to consider, including 
safety (ie. adverse events/toxicities) and efficacy. This meta-analysis 
found a higher level of toxicities related to the CNS (neurological & 
psychiatric disorders) as well as hypertension with enzalutamide 
vs. abiraterone. Based on a patient’s individual fitness level, age, 
comorbidities, and prior medical history, this slight increase in toxicities 
is something to consider when choosing a therapy for a patient with 
mCRPC. 
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GASTROINTESTINAL 
CANCER

COLORECTAL CANCER

ESMO 2016. 462PD. Modified FOLFOXIRI (mFOLFOXIRI) plus cetuximab 
(cet), followed by cet or bevacizumab (bev) maintenance, in RAS/
BRAF wt metastatic colorectal cancer (mCRC): The phase II randomized 
MACBETH trial by GONO

C. Cremolini et al.

Results: Between Nov 2011 and Feb 2015, 323 pts from 21 Italian centers 
were screened and 116 pts were included in the modified intention to 
treat (mITT) population (arm A/B N = 59/57). Response rate was 72% 
(arm A/B 68%/75%) in the mITT population and 76% in 109 evaluable pts. 
Early response rate was 74% (arm A/B 74%/74%), and median deepness 
of response was 53% (arm A/B 49%/56%). Resection rate was 38% (arm 
A/B 46%/30%) in the mITT population and 65% (arm A/B 71%/58%) in 
the liver-only subgroup (N = 52, arm A/B 28/24). One-third of pts with 
liver-only disease who achieved resection underwent re-resection with 
radical intent after PD. At a median follow-up of 25.5 months, 100 pts 
(arm A/B 48/52) progressed. Median PFS in arm A and B was 11.2 and 9.3 
months, respectively (HR: 0.78 [0.52-1.18). Among patients who received 
at least one cycle of maintenance (arm A/B N = 36/41) median PFS was 
14.0 and 10.7 months (HR: 0.63 [0.37-1.08]), and median PFS from the 
beginning of maintenance was 8.6 and 5.6 months (HR: 0.69 [0.40-1.17]).

Conclusions: mFOLFOXIRI + cet demonstrated remarkable activity, 
leading to high resection rate. Re-resections were achievable after PD 
in a considerable subgroup of pts with liver-only disease, supporting 
the long-term impact of active upfront regimens. Continuing cet as 
maintenance until PD seems to positively affect PFS. 

ESMO 2016. 463PD. Clinical factors influencing outcome in metastatic 
colorectal cancer (mCRC) patients treated with fluoropyrimidine and 
bevacizumab (FP + Bev) maintenance treatment (Tx) vs observation: A 
pooled analysis of the phase 3 CAIRO3 and AIO 0207 trials

K. Goey et al.

Results: FP + Bev maintenance Tx compared to observation resulted in a 
highly significant benefit in PFS1 (HR 0.40 [95% CI 0.34 - 0.47]) and PFS2 
(HR 0.68 [95% CI 0.59 - 0.80]), which was observed in all investigated 
subgroups. OS results showed a marked heterogeneity between the two 
studies, for yet unknown reasons, and remained not significant in the 
pooled analysis (HR 0.90 [95% CI 0.76 – 1.05]). Patients with elevated 
platelet count (> 400 x 109/L) at start of induction Tx had significantly 
more benefit from FP + Bev maintenance Tx vs observation in PFS1 (HR 
0.31 [95% CI 0.23 - 0.41] vs HR 0.45 [95% CI 0.37 - 0.55]) and PFS2 (HR 
0.53 [95% CI 0.40 - 0.70] vs HR 0.76 [95% CI 0.63 - 0.92]). Tests for 
interaction were p < 0.05.

Conclusions: This pooled analysis confirms the benefit of FP + Bev 
maintenance Tx compared to observation in the first-line Tx of mCRC. 
This benefit was observed in all subgroups that were investigated. 
We identified platelet count at start of induction Tx to be a significant 
predictive factor for efficacy of FP + Bev maintenance Tx.

" C O N T I N U I N G  C E T  A S  M A I N T E N A N C E 

U N T I L  P D  S E E M S  T O  P O S I T I V E LY  

A F F E C T  P F S . "
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