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HIGHLIGHTS FROM ESMO 2017

Members of the CARE Oncology Faculty recently met at the ESMO 2017 conference 
held in Madrid, Spain (September 8-12), and were joined by their Radiation and 
Urology Oncology contemporaries for a Working Group.

This year’s ESMO Congress partnered with the European Association for Cancer 
Research (EACR). Content focused on the importance of understanding the molecular 
biology underlying cancer development, in order to ultimately improve cancer 
therapy. 

This CARE Perspectives Conference Report provides a summary of abstracts that will 
likely impact Canadian practice. Perspectives are provided by the CARE Oncology 
Faculty. Content is drawn from the abstracts presented at ESMO 2017, and is written 
in the language it was presented in.
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PERSPECTIVES - ESMO 2017

This section reviews abstracts and plenary sessions in advanced 
prostate cancer (PC) and renal cell carcinoma (RCC). Commentary 
provided by Dr. Sebastien Hotte (McMaster University).

ADVANCED PROSTATE CANCER
The treatment of prostate cancer is an evolving field of study that 
has seen significant changes over the last year. Recent data from 
ASCO and ESMO 2017 has shed more light on treatment options 
post ADT, options in men with newly diagnosed advanced and/or 
high risk disease, how to optimize the treatment sequence in men 
with castrate resistant prostate cancer (CRPC), the role of taxane 
chemotherapy and QoL considerations.  

METASTATIC CASTRATION RESISTANT PROSTATE CANCER

Data presented at ASCO 2017, is of interest to revisit. Specifically, 
two trials that compare abiraterone acetate to enzalutamide, 
one in terms of time to response and time to PSA progression- 
(ASCO #5002), and another in terms of quality of life measures 
(ASCO #5036). These studies suggested a slightly higher rate of 
depression, cognitive impairment, and physical pain associated 
with enzalutamide. With regards to efficacy, results to date suggest 
slightly improved objective response rates for enzalutamide but 
time to progression appears similar for patients receiving either 
abiraterone or enzalutamide.    

ESMO 2017. 789PD. Abiraterone acetate (AA) + Prednisolone (P) for 
metastatic Castration-Resistant Prostate Cancer (mCRPC) with early 
progression or non-response to Androgen Deprivation Therapy (ADT)

G. Arai (Saitama, Japan) et al.

Background: mCRPC with early progression (≤1year) or non-response to 
initial ADT carries a poor prognosis, and there is no consensus regarding 
second-line therapy for these patients (pts) [ADT poor responders]. 
Although AA+P is effective for chemo-naïve mCRPC, limited data is 
available for ADT poor responders; thus, we conducted this study to 
evaluate the efficacy and safety of AA+P as secondary treatment for 
this population.

Methods: This was a multicenter, open-label, single arm, 2-stage trial 
according to Simon’s minimax design [hypothesis: p0=0.150, p1=0.350, 
α = 0.025, β = 0.100], and 48 pts were required to efficacy analysis. Key 
eligibility: Chemo-naïve mCRPC (testosterone level <50 ng/dL under 
medical/surgical castration), age ≥20, and evidence of prostate specific 
antigen (PSA) progression by PCWG2 criteria ≤1 year or without achieving 
a normal PSA level (<4 ng/mL) during initial ADT. For eligible pts, 1000 mg 
AA with 10 mg P was administered until disease progression. The primary 
endpoint was the proportion of patients achieving a PSA decline of ≥ 50% 
from baseline after 12 weeks of treatment in accordance with PCWG2 
criteria (PSA response rate).

Results: Fifty pts were enrolled and 49 were evaluable for efficacy 
analysis. At baseline, the median age was 73 (range 55–86), the median 
PSA level was 28.34ng/mL (2.28-294.25), and the median duration of 
initial ADT was 6.4 months (1.4 –18.8). Among the patients, 90.0% had a 
total Gleason score ≥8, and all had a treatment history of bicalutamide. 
Most patients showed high treatment compliance (>95% with AA 
[n = 47/50, 94.0%] and P [n = 46/50, 92.0%]). PSA response rate was 
55.1% (n = 27/49; 95%CI 41.3-68.1), and the PSA decline began after 4 or 
8 weeks from baseline. The treatment was well tolerated with <25% of 
grade ≥3 adverse events.

Conclusions: This is the first study to investigate the efficacy of AA+P 
for ADT poor responders. The study demonstrated similar efficacy to the 
Phase 3 study COU-AA-302, which further supports the efficacy of AA+P 
for ADT poor responders. AA + P appears to be a promising treatment 
for initial ADT poor responders with an acceptable safety profile. This 
study is ongoing as follow up on time to PSA progression.

CARE FACULTY PERSPECTIVES: A short time to CRPC from initiation 
of ADT would be a strong predictor of lack of response to agents such 
as abiraterone.  This Japanese study suggests that patients with a 
short time to CRPC progression may still benefit from therapy with 
abiraterone.  Whether these responses are sustained and comparable to 
previous studies remains to be seen.  Follow-up of this study regarding 
time to progression endpoints is necessary and will be interesting to see.
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ESMO 2017. 787PD. Prognostic Associations of Prostate-Specific 
Antigen (PSA) Decline With Survival, Radiographic Response and 
Progression in Chemotherapy-Naïve Men With Metastatic Castration-
Resistant Prostate Cancer (mCRPC) Treated With Enzalutamide

A. J. Armstrong (Durham, United States of America) et al. 

Background: In the PREVAIL clinical trial, enzalutamide provided 
significant improvements vs placebo in radiographic progression-free 
survival (rPFS) and overall survival (OS) in chemotherapy-naïve men 
with mCRPC. This post hoc analysis aimed to evaluate the prognostic 
association between the magnitude of PSA decline from baseline and 
clinical outcomes in PREVAIL.

Methods: Men from the enzalutamide and placebo arms of PREVAIL were 
grouped into categories of confirmed maximal PSA decline from baseline 
at month 3 of treatment: no decline/decline < 30% and ≥ 30%, ≥ 50% 
or ≥ 90% decline. Confirmation required PSA decline on ≥ 1 consecutive 
visit after month 3. Best overall soft-tissue response (per RECIST v1.1) 
was determined for patients with measurable disease at baseline (data 
cutoff: 16 Sep 2013). Time to PSA progression (data cutoff: 16 Sep 2013), 
rPFS (per PCWG2; data cutoff: 6 May 2012) and OS (data cutoff: 16 Sep 
2013) were estimated using the Kaplan-Meier method.

Results: In PREVAIL, men were randomized to enzalutamide (n = 872) 
or placebo (n = 845). Most men in the placebo arm (66%, 558/845) 
had no PSA decline/decline < 30%, in contrast to 11% (94/872) in the 
enzalutamide arm. In the enzalutamide arm, 81% (701/872) of men had 
a PSA decline of ≥ 30% from baseline at week 13, 73% (639/872) had a 
PSA decline of ≥ 50% and 35% (307/872) had a PSA decline of ≥ 90%. 
Key outcomes for the enzalutamide arm are provided by PSA decline 
category in the Table. PSA flare (rise followed by a fall) after 3 months 
was rare with enzalutamide (< 1%).

Table: Key Outcomes by PSA Decline Category

Conclusions: PSA declines after 3 months of enzalutamide therapy are 
strongly associated with soft-tissue response and improvements in rPFS 
and OS. Providing updated prognostic information to chemotherapy-
naïve men with mCRPC can be of clinical value given the heterogeneity 
of long-term outcomes.

CARE FACULTY PERSPECTIVES: This retrospective analysis of PREVAIL 
suggests that patients who experience an excellent PSA within the first 
three months of treatment are likely to respond longer and live longer.  
The opposite is true of men without significant decrease.  These results 
may help the clinician and patient prepare for a change of therapy sooner 
rather than later and may also inform as to the intensity of follow-up 
required while on enzalutamide.

Outcome

Maximal PSA Decline From Baseline at Month 3 in the Enzalutamide Arm (N = 872)

No Decline/ Decline 
< 30%

≥ 30% Decline ≥ 50% Decline ≥ 90% Decline

(n = 94/872) (n = 701/872) (n = 639/872) (n = 307/872) 

Best objective soft-tissue response (CR or PR), % (95% CI) 12.0 (4.5-24.3) 70.6 (65.1-75.6) 74.8 (69.2-79.9) 89.7 (82.8-95.0)

Median (95% CI) time to PSA progression, mo 3.7 (3.7-4.6) 13.8 (11.3-14.0) 13.9 (13.8-16.6) 22.5 (16.8-NYR)

Median (95% CI) rPFS, mo 7.9 (3.7-NYR) NYR (13.8-NYR) NYR (13.8-NYR) NYR (13.8-NYR)

HR (95% CI) for rPFS 1.0 (ref) 0.20 (0.13-0.31) 0.17 (0.11-0.27) 0.10 (0.05-0.19)

Median (95% CI) OS, mo 23.1 (17.8-28.0) 32.4 (31.5-NYR) NYR (31.5-NYR) NYR (NYR-NYR)

HR (95% CI) for OS 1.0 (ref) 0.31 (0.22-0.42) 0.28 (0.20-0.39) 0.19 (0.12-0.28)

Abbreviations: CI, confidence interval; CR, complete response; HR, hazard ratio; mo, months; NYR, not yet reached; OS, overall survival; PR, partial response; PSA, prostate-
specific antigen; ref, reference, rPFS, radiographic progression-free survival.
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ESMO 2017. 810P. Assessment of health-related quality of life (HRQL) 
in PROSELICA: A Phase 3 trial assessing cabazitaxel 20 mg/m2 (C20) 
vs 25 mg/m2 (C25) in post-docetaxel (D) patients (pts) with metastatic 
castration-resistant prostate cancer (mCRPC)

M. Eisenberger (Baltimore, United States of America) et al.

Background: PROSELICA (NCT01308580) assessed effect of C20 vs C25 
on overall survival in a non-inferiority study of pts with mCRPC. Primary 
analyses included assessment of HRQL in the overall population. Post-
hoc subgroup analyses investigated changes in HRQL in pts receiving 
C20 vs C25 according to median treatment cycles received (6).

Methods: Functional Assessment of Cancer Therapy Prostate (FACT-P) 
was used to assess HRQL. The least square means of change in FACT-P 
total score (TS) from baseline (BL) was assessed via a mixed-effect 
model for repeated measurements and differences were compared for 
C20 vs C25 in pts receiving > 6 or ≤ 6 treatment cycles.

Results: Overall change in FACT-P TS from BL to Cycle 10 was not 
significantly different for C20 vs C25 (C20 n = 137: 0.02 [95% confidence 
interval [CI] -2.57, 2.61]; C25 n = 141: 1.33 [95% CI -1.26, 3.93]; p = 0.369). 
For evaluable pts who received > 6 cycles, change in FACT-P TS from BL 
to Cycle 10 favored C25 but not C20 (C25 n = 140: 3.06 [95% CI 0.25, 5.86], 
p = 0.033; C20 n = 137: 2.67 [95% CI -0.17, 5.51], p = 0.065). Difference in 
change was not significant for C20 vs C25 (-0.39 [95% CI: -3.66, 2.88], 
p = 0.816). For evaluable pts who received ≤ 6 cycles, change in FACT-P 
TS from BL to Cycle 6 favored pts receiving C25 (C25 n = 49: -4.61 [95% CI: 
-8.27, -0.95], p = 0.014; C20 n = 39: -6.58 [95% CI: -10.46, -2.69], p < 0.001) 
but the difference between the treatment arms was not significant (-1.96 
[95% CI: -6.8, 2.87], p = 0.426). Increasing cycles, BL ECOG performance 
score (0–1 vs ≥ 2) and receiving > 6 cycles significantly improved FACT-P 
TS change from BL (p < 0.001). Difference in treatment dose (C20 vs 
C25) did not have a significant effect on FACT-P TS change from BL 
(p = 0.354).

Conclusions: In the overall population, HRQL did not differ significantly 
from BL to Cycle 10 for C20 vs C25. Additionally, there were no significant 
differences between the two treatment arms (C20 vs C25) in either 
subgroup (> 6 or ≤ 6 cycles). A significant change in HRQL from BL to 
Cycle 10 was observed in patients who received > 6 cycles of C25. 

ESMO 2017. 812P. Health-related quality of life (HRQL) in patients 
(pts) with metastatic castration-resistant prostate cancer (mCRPC) 
treated with cabazitaxel (CBZ) in a prospective observational study 
(CAPRISTANA)

A. Pichler (Leoben, Austria) et al.

Background: Cabazitaxel (CBZ) is a taxane approved for mCRPC 
treatment post docetaxel based on Phase 3 clinical trial data. 
Observational studies are in progress to gather information on real-
world treatment patterns, safety, efficacy and HRQL effect of CBZ 
outside of clinical trials.

Methods: The prospective, observational study CAPRISTANA evaluated 
the routine clinical use of CBZ (25 mg/m2 every 3 weeks plus prednisone 
10 mg/day) in pts with mCRPC previously treated with docetaxel. 
HRQL was assessed using Functional Assessment of Cancer Therapy 
- Prostate (FACT-P) version 4 and EQ-5D-3L (including VAS - visual 
analogue scale) questionnaires at baseline and every two cycles until 
CBZ discontinuation.

Results: A total of 192 pts were treated in 55 centers across 6 countries 
(Apr 2012–Jun 2016); 161 and 157 pts were evaluable for FACT-P and 
EQ-5D, respectively. Pts received 6 (median) cycles of CBZ (range 
1–24); 53.6% achieved disease control with CBZ. The main reason for 
CBZ treatment discontinuation was disease progression (58.3%). No 
new safety signals were identified. In the overall FACT-P score analysis, 
HRQL improvement during CBZ treatment was recorded in 31.8%, no 
change in HRQL in 40.4%, and deterioration was recorded in 27.8% of 
pts. The highest rate of improvement was observed for the Prostate-
Specific Concerns subscale (49.3%) and Pain Control subscale (54.2%). 
The highest rate of deterioration was recorded for the Functional Well-
Being subscale (40.9%). Mean FACT-P score and EQ-5D health utility 
index and VAS scores did not show statistically significant changes 
during CBZ treatment.

Conclusions: In this real-world study investigating HRQL associated 
with the use of CBZ in pts with mCRPC, no significant changes were 
observed in mean on-treatment FACT-P score and EQ-5D scores. 
However, in contrast to observations in prospective clinical studies, pts 
had improvement in the Pain Control FACT-P subscale. These results 
suggest that, in addition to the previously demonstrated effectiveness, 
CBZ treatment may help pts to achieve better pain control.
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BASIC SCIENCE- ABSTRACT OF INTEREST

ESMO 2017. LBA32. PROREPAIR-B: A prospective cohort study of 
DNA repair defects in metastatic castration resistant prostate cancer 
(mCRPC)

E. Castro Marcos (Madrid, Spain) et al.

Background: Germline mutations in DNA repair genes have been 
associated with poor prostate cancer outcomes and progression to 
metastatic disease, but no conclusive data are available regarding 
survival from mCRPC and response to currently approved survival-
prolonging therapies (SPT).

Methods: Prospective multicentre observational study of newly 
diagnosed mCRPC patients with unknown germline mutation status 
at study entry. Patients were treated at physician-choice’s with either 
abiraterone, enzalutamide, docetaxel, cabazitaxel or Ra-223. Primary 
endpoint was to assess the impact or BRCA1, BRCA2, ATM and PALB2 
germline mutations on cause-specific survival (CSS) from diagnosis of 
mCRPC. It required enrolling at least 408 patients and to observe at least 
171 deaths to demonstrate a CSS HR of germline mutation carriers (C) vs 
non-carriers (NC) equal to 3 (α = 0.05 & β = 0.20). Secondary endpoints 
included the association of those mutations to the response to SPT.

Results: From January 2013 to April 2016, 419 eligible patients from 
38 Spanish institutions were enrolled. Identified C were 14 BRCA2, 8 
ATM and 4 BRCA1 (6.2%). A non-significant (NS) trend to younger age 
(median 66.5 vs 71.6 yrs, p = 0.16) was observed in C compared to NC. 
Median time from ADT initiation to mCRPC in C and NC was 23.7 vs 
26.7 m (p = 0.22); in the BRCA2 subgroup was 18 m (p = 0.24). Other 
baseline characteristics were also NS different between C and NC at 1st 
SPT initiation: ECOG 0-1 (92% vs 88%), median PSA (27.9 vs 31.0), bone 
(96% vs 86%), nodal (48% vs 52%) and visceral (12% vs 16%) metastasis. 
1st SPT in C and NC were a taxane for 63% and 46% for novel AR targeting 
therapies (ART) for 37% and 53%, respectively. After a median follow-
up of 36 m, 207 prostate-cancer deaths were observed. Median CSS 
from mCRPC was 28.5 m in C vs 36.0 m in NC (p = 0.5), and 17.4 m in the 
BRCA2 subgroup (p = 0.02). Median CSS and PFS from 1st taxane in C 
and NC were 17.3 vs 24.5 m, p = 0.6 (BRCA2 12.8 m, p < 0.01) and 7.8 vs 
7.1 m, p = 0.4 (BRCA2 5.7 m, p = 0.3), respectively. CSS and PFS from 1st 
ART in C and NC were 25.4 vs 26.6 m, p = 0.9 (BRCA2 27.6 m, p = 0.05) 
and 8.2 vs 9.4 m, p = 0.8 (BRCA2 5.8 m, p = 0.4), respectively.

Conclusions: When all C considered, non-significant trends to worse 
CSS from mCRPC, from 1st taxane and from 1st ART were observed. 
Nonetheless, pre-planned subgroup analyses suggest that BRCA2 
mutations are associated with significantly worse outcomes.

HIGH RISK AND PROSTATE SENSITIVE PROSTATE CANCER

News from the STAMPEDE and LATITUDE trials, continued from 
ASCO 2017, support the use of upfront treatment of abiraterone 
with prednisone or ADT for advanced prostate cancer. These 
results could be practice changing and it will be interesting to see 
how they are adapted into Canadian clinical practice over the next 
year. In the meantime, questions remain, including how abiraterone 
compares to docetaxel and whether combination therapy is better 
than monotherapy. Studies are underway to address these questions 
and we await their results.

ESMO 2017. LBA31_PR. Adding abiraterone acetate plus prednisolone 
(AAP) or docetaxel for patients (pts) with high-risk prostate cancer 
(PCa) starting long-term androgen deprivation therapy (ADT): directly 
randomised data from STAMPEDE (NCT00268476)

M. R. Sydes (London, United Kingdom) et al.

Background: Adding abiraterone acetate + prednisone (AAP) & adding 
docetaxel + prednisone (DocP) to standard of care (SOC) each improved 
survival vs SOC in STAMPEDE: a multi-arm multi-stage platform 
randomised controlled protocol recruiting pts with high risk locally 
advanced or metastatic PCa starting long-term ADT. We share the first 
direct, randomised data of SOC+AAP or SOC+DocP using a STAMPEDE 
subset.

Methods: Recruitment to the “DocP comparison” & “AAP comparison” 
overlapped Nov2011 - Jan2014. SOC was long term ADT or 2+yr ADT 
with RT (for some M0). Stratified randomisation allocated pts 2:1:2 to 
SOC: or SOC + Doc 75mg/m2 3-weekly x6 + P 5mg twice daily: or SOC 
+ AA 1000mg + P 5mg daily. AAP duration depended on stage & intent 
for radical RT. Primary outcome measure was death from any cause. 
Analyses used Cox proportional hazards & flexible parametric models, 
adjusted for stratification factors. This was not a formally powered 
comparison; power is limited, but is indicative of the likely magnitude 
of difference: HR < 1 favours SOC+AAP, HR > 1 favours SOC+DocP. All 
confidence intervals (CI) are 95%.

Results: 566 pts were contemporaneously randomised: 189 SOC+DocP 
(the last of 592 SOC+DocP pts) & 377 SOC+AAP (the first of 960 
SOC+AAP pts). Groups were well balanced with 342 (60%) M1; 429 (76%) 
Gleason 8-10; 449 (79%) WHO PS 0; median age 66yr & PSA 56ng/
ml. At median follow up 4 yr, there were 149 deaths (45 SOC+Doc, 111 
SOC+AAP): survival HR 1.16 (0.82-1.65); failure free survival HR = 0.51 
(0.39-0.67); progression free survival HR 0.65 (0.48-0.88); metastases 
free survival HR 0.77 (0.57-1.03); & SRE HR 0.83 (0.55-1.25). There was 
no heterogeneity by baseline M0/M1. Grade 3, 4, 5 toxicity was 36%, 13%, 
1% SOC+DocP, & 40%, 7%, 1% SOC+AAP. Subsequent treatments varied 
by arm, with much crossing after progression.

Conclusions: In this direct, randomised, comparative analysis of 2 new 
standards for HNPC, FFS & PFS clearly favoured SOC+AAP &, with less 
certainty, MFS & SRE favoured SOC+AAP & survival SOC+Doc. Worst 
toxicity grade was similar. Drug availability may drive treatment choice. 
Published STAMPEDE data also contribute to a network MA (#2871).
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ESMO 2017. LBA34. Adding abiraterone for patients (pts) with high-risk 
prostate cancer (PCa) starting long-term androgen deprivation therapy 
(ADT): Outcomes in non-metastatic (M0) patients from STAMPEDE 
(NCT00268476)

N. James (Birmingham, United Kingdom) et al.

Background: Abiraterone acetate and prednisolone (AAP) improved 
survival in men with castration-refractory PCa; we assessed it earlier in 
the disease. STAMPEDE is a randomised controlled trial using a multi-
arm multi-stage platform design, recruiting pts starting long-term ADT 
with high-risk locally advanced or metastatic PCa. The overall survival 
advantage of HR = 0.63 was dominated by deaths in M1 pts. We focus 
on outcomes in the “AAP comparison” pt subgroup with M0 disease at 
randomisation.

Methods: Standard-of-care (SOC) was ADT for 2+yr; radiotherapy 
(RT) was mandated for N0M0 disease (unless contraindicated) & 
encouraged for N+M0. Stratified randomisation allocated pts 1:1 to SOC or 
SOC+abiraterone acetate 1000mg + prednisolone 5mg daily (SOC+AAP). 
AAP continued to PSA, radiological & clinical progression, capped at 2 
years in pts having radical RT. The definitive primary outcome measure 
(OM) was death from any cause; Failure-Free Survival (FFS) was the 
intermediate primary OM. Secondary OMs included Metastasis-Free 
Survival (MFS). Analyses used Cox proportional hazards, adjusted for 
stratification factors.

Results: 915 M0 pts were randomised to SOC or SOC+AAP from Nov 2011 
to Jan 2014: median age 67 yr (IQR 44-84); 81% WHO PS 1; 42% N+M0; 
82% planned to receive SOC RT; median follow-up 38m. N0M0 pts not 
planned for RT (previously treated or contraindication) are not excluded 
from subgroup estimates. FFS was improved in SOC+AAP in N0M0: 
HR = 0.14 (95%CI 0.07-0.30) with 3yr FFS 80% SOC vs 98% SOC+AAP. 
In N+M0, FFS was improved on SOC+AAP HR = 0.26 (95%CI 0.17-0.40), 
translating into an effect on survival consistent with the overall trial 
estimate, HR = 0.67 (95%CI 0.39- 1.17). Estimates of MFS are favourable 
for SOC+AAP within both subgroups; N0M0 HR=0.62 (95%CI CI 0.33-
1.14), N+M0 HR=0.47 (95%CI 0.29-0.78). Survival estimates in N0M0 pts 
are immature, with only 26 deaths.

Conclusions: Early clinical outcomes for all M0 pts who had AAP are 
excellent, particularly in N0M0 pts also planned for RT. The models from 
the ICECaP project suggest that MFS improvements of this magnitude 
in M0 pts should translate into a survival advantage. 

    ESMO 2017. 783O. Benefits of Abiraterone Acetate Plus Prednisone 
(AA+P) When Added to Androgen Deprivation Therapy (ADT) in 
LATITUDE on Patient (Pt) Reported Outcomes (PRO)

K. Chi (Vancouver, Canada) et al. 

Background: In the LATITUDE study, treatment with ADT+AA+P 
significantly improved overall survival and delayed disease progression 
in pts with newly diagnosed, high-risk, metastatic castration-naïve 
prostate cancer (mCNPC). In this analysis we evaluated the impact of 
ADT+AA+P on PROs, including symptom and health-related quality of 
life (HRQoL) measures.

Methods: 1199 mCNPC pts were randomized 1:1 to ADT + AA+P or ADT + 
placebos (PBOs). Brief Pain Inventory-Short Form (BPI-SF), Brief Fatigue 
Inventory (BFI), Functional Assessment of Cancer Therapy-Prostate 
(FACT-P), and EQ-5D-5L questionnaires were administered at baseline 
(BL), Day 1 of Cycles (C) 2-13, then every 2 months until treatment 
discontinuation (TD). EQ-5D-5L were performed every 4 months until 
12 months after TD. Time to event and repeated measures analyses on 
changes from baseline were conducted.

Results: Questionnaire compliance rate was high at ≥ 90%. Compared 
to ADT+PBOs, the ADT+AA+P arm had significant delayed time to pain 
and fatigue intensity and interference progression (Table). FACT-P 
assessments demonstrated significant delay in degradation for the total 
score and symptom subscales for the ADT+AA+P arm (Table). Repeated 
measures analyses showed maintenance or improvement from BL for 
the ADT+AA+P arm compared to the ADT+PBOs arm, with significant 
differences emerging as early as C2. Significant improvement from BL in 
EQ-5D VAS for general health status and health utility scores occurred 
as early as C5 and was maintained throughout the study.

Conclusions: Compared with ADT+PBOs, treatment with ADT+AA+P 
consistently demonstrated improvement across multiple PRO measures, 
with statistically significant improvement in HRQoL and delays in 
progression of pain fatigue intensity and interference, and functional 
decline. Results for PROs were consistent with improvements in clinical 
outcomes.

CARE FACULTY PERSPECTIVES: Abiraterone and docetaxel have both 
clearly shown a survival advantage in men who presented with high 
burden of metastastic disease (CHARTED and LATITUDE).  Both these 
agents show significant improvements in QOL and in PROs and have 
become the standard of care in this population.  STAMPEDE suggests 
that both abiraterone and docetaxel may also have substantial clinical 
benefits in patients with less advanced disease but data is as of yet too 
immature to show survival benefits.

" T R E AT M E N T  W I T H  A D T+ A A + P  C O N S I S T E N T LY  D E M O N S T R AT E D 

I M P R O V E M E N T  A C R O S S  M U LT I P L E  P R O  M E A S U R E S . "
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METASTATIC HORMONE-SENSITIVE PROSTATE CANCER

ESMO 2017. LBA33. What are the optimal systemic treatments for 
men with metastatic, hormone-sensitive prostate cancer? A STOPCaP 
systematic review and network meta-analysis

C. L. Vale (London, United Kingdom) et al.  

Background: Our prior STOPCaP systematic reviews showed improved 
survival for men with metastatic hormone-sensitive prostate cancer 
(mHSPC) when abiraterone acetate plus prednisolone/prednisone 
(AAP) or docetaxel (DOC), but not zoledronic acid (ZA), were added 
to androgen deprivation therapy (ADT). Trial evidence also suggests a 
benefit of combining celecoxib (CEL) with ZA and ADT. To establish the 
optimal treatments, a network meta-analysis (NMA) was performed 
based on aggregate data (AD) from all available studies.

Methods: Overall survival (OS) data from completed reviews of DOC, 
ZA and AAP and from recent trials of ZA and CEL contribute to this new 
comprehensive AD-NMA. Correlations between treatment comparisons 
within multi-arm multi-stage (MAMS) trials (e.g. STAMPEDE) were 
estimated from control-arm event counts in overlapping recruitment 
periods. We assumed network consistency and a common heterogeneity 
variance.

Results: Network estimates of effects on OS were consistent with 
reported comparisons with ADT alone for: AAP (HR = 0.61, 95% CI 0.51-
0.76); DOC (HR = 0.74, 95% CI 0.65-0.85); CEL+ZA (HR = 0.77 95%CI 0.62-
0.96) and DOC+ZA (HR = 0.78 95% CI 0.65-0.93). The effect of CEL+ZA is 
consistent with the additive effects of the individual treatments. Based 
on the current data, the network OS results suggest that AAP has the 
highest probability of being best, and DOC second-best. ADT, ZA and 
CEL have the highest probability of being worst. Results for failure-free 
survival will be presented.

Conclusions: Uniquely, we have included all available results and 
appropriately accounted for inclusion of MAMS trials in this AD-NMA. 
Our results clearly support the use of AAP or DOC with ADT in men with 
mHSPC; direct evidence from the STAMPEDE trial (Abstract #3632) and 
the ongoing PEACE-1 trial (NCT01957436) will corroborate (or otherwise) 
their relative effects. A NMA based on individual participant data is in 
development to fully account for patient variability across trials, changes 
in prognosis or treatment effects over time, and the potential impact of 
treatment on progression.

ESMO 2017. 811P. Cabazitaxel followed by androgen deprivation therapy 
(ADT) significantly improves time to progression in patients with newly 
diagnosed metastatic hormone sensitive prostate cancer (mHSPC): A 
Randomized, Open Label, Phase III, Multicenter trial.

O. Andrén (Orebro, Sweden) et al.

Background: Patients with newly diagnosed mHSPC have a poor 
prognosis with a 3-year overall survival (OS) rate of 50%. Recently, 
combination of docetaxel (75mg/m2 every 6 weeks for 6 cycles) with 
ADT has become a new standard for such patients, based on results of 
2 large phase 3 trials showing a significant OS benefit. In these trials, 
docetaxel was initiated within 3 months after ADT start. Timing of ADT 
and chemotherapy (CT) is controversial. In breast cancer, endocrine 
therapy is always started after CT, the rational being that ADT will turn 
clones of tumor cells in to a stage of dormancy where CT is less effective.

Methods: This phase 3 trial randomized newly diagnosed mHSPC 
patients to receive cabazitaxel (CABA), 25 mg/m2 every 3 weeks for 10 
cycles, followed by ADT (immediately after last CABA cycle) versus ADT 
alone. Primary end-point was OS. Secondary end-point was progression 
free survival. The study planned to include 400 patients but was closed 
prematurely due to low inclusion rate. A total 31 patients with newly 
diagnosed mHSPC were included and here we present the results.

Results: Median follow up was 31 month. Of the CABA treated patients, 
66.8% got six cycles or more and 46.7% completed all 10 courses. Median 
OS was 32,5 months with CABA followed by ADT and 29,5 months with 
ADT alone (HR 1.43, 95% CI 0.38-5.38). Median progression free survival 
was significantly longer in CABA treated patients (29 vs 12 months, HR 
3.96 (95% CI 1.49-10.49). Main grade ≥ 3 toxicities were neutropenia 
(66%).

Conclusions: In conclusion, results from this prematurely terminated 
trial suggest that CABA followed by ADT is effective in newly diagnosed 
mHSPC and shows a manageable toxicity. These results have to be 
validated in larger randomized trials.
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 1.  What factors do you consider important regarding treatment choice/selection?

95% OVERALL SURVIVAL ADVANTAGE

90% TOXICITY PROFILE

85% QOL IMPROVEMENT

60% ACCESS

55% SEQUENCING OPTIMIZATION

20% COST OF THERAPY

20% PAIN RESPONSE

20% BONE METASTASES

5% PSA RESPONSE

5% OTHER

25% PROGRESSION-FREE SURVIVAL ADVANTAGE

CARE™ NEEDS ASSESSMENT RESULTS

RESEARCH LED BY
DR. SEBASTIEN HOTTE
    CARE GENITOURINARY FACULT Y

DISTRIBUTED TO 
CANADIAN
MEDICAL ONCOLOGISTS

Overall survival advantage, (95%) toxicity profile (90%) and quality of life improvement (85%) are the most important 
factors regarding treatment choice/selection.

Given the recent data and specialist collaboration in advanced prostate cancer, select members of the CARE Medical, Urology and Radiation 
Oncology Faculty met at ESMO 2017.  The focus of this CARE Working Group was to review prostate cancer news, discuss feedback from 
the recent CARE Needs Assessment on Advanced Prostate Cancer and consider updating the CARE Treatment Algorithm for Advanced 
Prostate Cancer. Needs assessment data review follows, along with an update on treatment consideration for advanced prostate cancer.

                  UPDATE IN ADVANCED PROSTATE CANCER
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EVERY 3 MONTHS

EVERY 6 MONTHS EVERY YEAR

I DO NOT TEST

4.  How often do you test for progression with imaging?

35%

29%

7%29%

Most (70%) of the responding oncologists test for progression with PSA every three months, with specialists testing for progression with imaging 
every 3 (29%) or 6 (29%) months. 35% of responders do not test with imaging.

EVERY MONTH

EVERY 3 MONTHS

60% CLINICAL PROGRESSION

50% PSA PROGRESSION

50% RADIOLOGICAL PROGRESSION

25% OTHER

2.  How do you define treatment progression?

3.  How often do you test for progression with PSA?

30%

70%

When any 2 of the following 3 have occurred: rising PSA, radiologic 
progression or clinical deterioration, the current line of treatment can no 
longer be considered effective.  Next line of treatment should be initiated 
with patient referral considered.    

                  UPDATE IN ADVANCED PROSTATE CANCER
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                  UPDATE IN ADVANCED PROSTATE CANCER

20%

35%5%

40%

DOCETAXEL-CABAZITAXEL - AR

YES

DOCETAXEL - AR

UNSURE

DOCETAXEL - AR -CABAZITAXEL

OTHER

NO
5.  In patients who are referred to you after progression on 
a first line oral agent, the timing of referral is appropriate. 

6.  When do you stop a treatment and move to the next line 
of therapy? 

7.  If your patient received an AR +ADT therapy line, what 
would the subsequent courses of therapy look like? 

15%

15%

70%

100% Combination of PSA, imaging and symptoms

42% Depends on what potential therapy is next

Responder data suggests that a combination of PSA, imaging 
and symptoms (100%) are the main factors which influence their 
decision to stop one line of therapy and move to the next line.  
The available therapy option in the next line of treatment is also 
a factor (42%). 

The insights gathered from this survey, along with news/updates from ASCO and ESMO have prompted the Faculty to update the current 
CARE Guidance on Advanced Prostate Cancer Treatment (2015 version).  This guidance/treatment algorithm is currently being reviewed 
by Faculty for distribution later this year. 

30% of responders (1 in 3), do not agree that they receive timely 
referrals for patients who have progressed on a first line agent.  

RESPONDERS INDICATE THEY DO NOT 
RECIEVE TIMELY REFERRALS.1 in 3 
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Gastrointestinal cancers are common and indiscriminate of gender.  
This section of the report will cover:

• Erypase in combination with either gemcitabine or the FOLFOX
regimen as a metastatic pancreatic adenocarcinoma treatment.  

• News from the colorectal cancer category in the form of a
FOLFOX versus FOLFOX+ Cetuximab versus immediate surgery 
study by Karoui et al.

• Immunotherapy in the form of a trial by Boku et al investigating
the efficacy of Nivolumab in gastric or gastroesophageal
junction cancer (G/GEJ).

• The KEYNOTE trial, exploring pembrolizumab, with or without
chemotherapy as a G/GEJ cancer treatment.

Commentary provided by Dr. Rob El-Maraghi (Royal Victoria 
Regional Health Centre).

PANCREATIC CANCER
ESMO 2017. 621PD: A Phase 2b of eryaspase in combination with 
gemcitabine or FOLFOX as second-line therapy in patients with 
metastatic pancreatic adenocarcinoma 

P. Hammel (Clichy, France) et al.

Background: L-asparaginase (L-ASP) hydrolyses asparagine, an amino 
acid essential for the survival and proliferation of cancer cells. Asparagine 
synthetase (ASNS) expression is believed to play a role in determining 
sensitivity to asparaginase treatment. Eryaspase, L-ASP encapsulated in 
erythrocytes, showed encouraging activity and improved safety profile 
compared to L-ASP in patients (pts) with relapsed ALL. This prompted 
us to evaluate eryaspase in combination with chemo in pancreatic cancer 
(PC).

Methods: This open label, multicenter phase 2b randomized study (2:1) 
enrolled pts with second-line metastatic PC. Pts eligible to gemcitabine 
or FOLFOX regimen were randomized to chemo +/- eryaspase (100 IU/
Kg D3 and D17 of 4-wk regimen) until disease progression. The endpoint 
of the study was improvement in PFS or OS in pts with no or low ASNS 
(0/1) expression as determined by IHC, with a target Hazard ratio (HR)  

< 0.85. Secondary endpoints included OS, PFS, ORR, safety and QoL. The 
primary analysis took place after around 6 mo follow-up (FUP).

Results: 140 pts were enrolled. The baseline characteristics were well 
balanced across the 2 treatment arms. The ASNS 0/1 (n = 65 and 32 in 
eryaspase & control arms, respectively), demonstrated a HR of 0.73 for 
PFS and 0.62 for OS; therefore the trial met its primary endpoint. In the 
entire patient population, eryaspase led to improvement of OS (median 
26.1 wks) compared to control (median 19 wks); HR of 0.57 (P = 0.03). 
Similarly, eryaspase led to significant improvement in PFS. The treatment 
effect in favor of eryaspase was comparable across various prognostic 
indicators. Overall, treatment was well tolerated, with asthenia, nausea 
and vomiting, and myelosuppression being the most frequent events 
in both arms. Final results with additional FUP on efficacy and safety 
outcome measures will be provided at the meeting.

Conclusions: In pts with PC receiving second-line chemotherapy 
treatment, the addition of eryaspase provided significant improvement 
in OS and PFS, irrespective of ASNS expression levels. The role of the 
ASNS expression will be further investigated. Further investigation of 
eryaspase in PC in a P3 study is warranted.

CARE FACULTY PERSPECTIVES: L-asparaginase (L-ASP) is an agent 
which may be more familiar to our hematology colleagues that depletes 
the essential amino acid asparagine from the plasma.  Conceptually, 
cancer cells are less likely to have the enzymes required to make their 
own asparagine and thus require the blood to supply it.  Eryaspase 
is an example of a fascinating new mechanism of drug delivery; the 
drug is actually encapsulated within donor erythrocytes.  This promotes 
improved circulation and permits a more effective depletion of 
circulating asparagine leading to improved cancer cell death.  This trial 
evaluated its effectiveness and tolerability in the second line setting for 
metastatic pancreatic cancer.  The trial demonstrated that it was very 
well tolerated and led to an improved PFS and OS when combined with 
either gemcitabine or FOLFOX compared to a chemotherapy regimen 
administered by itself.  Given the limited treatment options in this space, 

GASTROINTESTINAL 
CANCER

"GIVEN THE LIMITED TREATMENT OPTIONS IN THIS SPACE, THIS OUTCOME WARRANTS 

ADDITIONAL EVALUATION IN A DEFINITIVE PHASE 3 TRIAL."  
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COLORECTAL CANCER
ESMO 2017. 476O: Neoadjuvant FOLFOX 4 versus FOLFOX 4 plus 
cetuximab versus immediate surgery for high-risk stage II and III 
colon cancers: A phase II multicentre randomised controlled trial  
(PRODIGE 22)

M. Karoui (Paris, France) et al.

Background: Neoadjuvant chemotherapy has proven valuable in several 
tumors, but not in colon cancer (CC). The present randomized phase 
II trial addressed this issue in patients (pts) with locally advanced CC.

Methods: Pts with resectable CC deemed as high risk T3 (extramural 
tumor invasion > 5 mm), T4 and/or N2 (3 or more visible lymph nodes 
or 1 node >10mm diameter) on initial abdominopelvic CT-scan were 
randomized to either receive 6 months of adjuvant FOLFOX after 
colectomy (arm A control), or neoadjuvant FOLFOX for 4 cycles before 
surgery and 8 cycles after (arm B). In RAS wild-type pts a third arm 
testing peri-operative FOLFOX + cetuximab has been added prior to 
colectomy (arm C). The primary endpoint of the study was the rate 
of major pathological Tumor Regression Grade (TRG) as defined by 
Ryan centrally assessed by 2 pathologists blinded to the pts treatment. 
The secondary endpoints included toxicity, perioperative morbidity, 
carcinologic quality and completeness of the surgery. Analysis was by 
intention to treat.

Results: 120 pts from 37 French centres were enrolled, 94% completed 
preoperative chemotherapy. All but 5 pts (disease progression n = 2, 
metastatic disease at inclusion n = 1, non resectable tumor n = 1, death 
n = 1) in the preoperative arms were resected. 95% and 98% of patients 
underwent R0 resection in the preoperative arms and control arm, 
respectively. No significant differences in severe postoperative morbidity 
rates (Dindo Grade >3) were seen between arm A (13.7%), B (8.2%) and C 
(14.3%) (p = 0.64). Major pathological responses (TRG 1-2) were observed 
in 7.7%, 44.2%, and 6.3% in arm A, B and C respectively (p < 0.001).

this outcome warrants additional evaluation in a definitive phase 3 
trial.
Conclusions: Preoperative FOLFOX for locally advanced resectable CC is 
feasible with acceptable toxicity/morbidity and high TRG. A phase III trial 
to establish whether these encouraging results translate into improved 
long-term oncological outcome is now warranted.

CARE FACULTY PERSPECTIVES: Neoadjuvant therapy is a strategy 
used to reduce the development of micrometastases prior to surgery 
and downstage tumours so as to improve the likelihood of R0 resections 
with the goal of improving outcomes.  It has been successfully employed 
in many other GI malignancies including esophageal, gastric and rectal 
cancers as well as with treatment of CRC liver metastases.  This phase 
2 trial explored whether neoadjuvant FOLFOX chemotherapy +/- 
cetuximab for 4 cycles followed post operatively with 8 additional cycles 
of treatment would be superior to the traditional adjuvant chemotherapy 
strategy.  Patients with high risk disease only (T3/4 and/or N2) were 
included; patients with WT RAS were randomized to all 3 arms whereas 
mutant RAS patients were randomized only to the non-cetuximab 
arms. The strategy of neoadjuvant treatment led tumour regression 
and downstaging and was not associated with increased surgical risk or 
morbidity.  However, we will need to await phase 3 trials to determine if 
DFS and OS will also be improved before considering adopting this as 
a standard approach.

"THE STRATEGY OF NEOADJUVANT TREATMENT LED TO TUMOUR REGRESSION AND 

DOWNSTAGING AND WAS NOT ASSOCIATED WITH INCREASED SURGICAL RISK OR MORBIDIT Y."  

 12 



www.CAREeducation.ca

GASTROESOPHAGEAL CANCER
ESMO 2017. 617O. A Phase 3 Study of Nivolumab (Nivo) in Previously 
Treated Advanced Gastric or Gastroesophageal Junction (G/GEJ) 
Cancer: Updated Results and Subset Analysis by PD-L1 Expression 
(ATTRACTION-02)

N. Boku (Tokyo, Japan) et al.

Background: Nivo monotherapy demonstrated its efficacy with 
manageable safety for G/GEJ cancer refractory or intolerant to standard 
chemotherapy at the primary analysis (ATTRACTION-02[ONO-4538-12]: 
ASCO-GI 2017, Kang YK et al. J Clin Oncol. 2017; 35 [suppl 4S abstract 2]). 
Here, we report updated results, and the relationship between efficacy 
of Nivo and PD-L1 expression levels.

Methods: 493 patients(pts) aged ≥ 20 years with ECOG PS 0-1 and 
unresectable advanced or recurrent G/GEJ cancer after failure of two 
or more previous chemotherapy regimens were randomized in a 2:1 
ratio to receive 3 mg/kg Nivo (N = 330) or placebo (N = 163) every 2 
weeks until unacceptable toxicity or disease progression. The primary 
endpoint was overall survival (OS). The PD-L1 expression was assessed 
by immunohistochemistry (28-8 pharmDx assay). And updated results 
of the efficacy and safety were based on ≥ 1-year follow-up after last 
patient enrollment.

Results: As of the data cut-off on February 25th 2017, one year after 
last patient enrollment, the median OS (mOS) was 5.32 months with 
Nivo versus 4.14 months with placebo (hazard ratio [HR], 0.61; 95% 
confidence interval [CI], 0.50-0.75; p < 0.0001). The OS rates were 46.4% 
(95% CI, 40.8-51.8) versus 34.7% (95% CI, 27.4-42.1) at 6 months and 
27.6%(95% CI, 22.8-32.6) versus 11.6% (95% CI,7.2-17.1) at 12 months. 
Immunohistochemistry was performed for exploratory analyses of OS 
by PD-L1 status on pretreatment tumor biopsies obtained from 197 pts. 
In pts with PD-L1-positive (expression ≥1%) tumors, the mOS was 5.22 
months in the Nivo (16 pts) versus 3.83 months in placebo (10 pts) (HR, 
0.58; 95% CI, 0.24-1.38). In pts with PD-L1 negative (<1%) tumors, mOS 
was 6.05 months (115 pts) versus 4.19 months (52 pts) (HR, 0.70; 95% 
CI, 0.49-1.00), respectively.

Conclusions: With minimum 1-year of follow-up, long-term survival 
benefit of nivolumab was confirmed for patients with advanced G/GEJ 
cancer. Although tumor samples were available only in 40% of all enrolled 
patients, Nivo demonstrated benefit irrespective of PD-L1 expression in 
the exploratory analysis.

CARE FACULTY PERSPECTIVES: The evidence and the applicability 
of checkpoint inhibitors keeps mounting with this trial being the first 
to demonstrate a survival advantage in a large randomized study of 
patients with advanced gastric and gastroesophageal cancers.  This 
updated analysis highlights the ongoing efficacy and longer term 
tolerability of nivolumab in patients who had received at least 2 prior 
lines of chemotherapy.  With the updated analysis, the median OS is 
significantly improved irrespective of PDL-1 status, a phenomenon often 
seen with nivolumab, and an OS of 12% at 24 months.  The side effect 
profile is in line with what is expected with this class of agents and 
importantly, the risk of grade ≥3 side effects is greatest within the first 
3 months of use and drops significantly after that.  This trial was limited 
to centres in Japan, Taiwan and South Korea and additional investigation 
is ongoing to see if the results can be replicated in non-Asian patients.  

" TH E E VI D EN CE AN D TH E APPLIC AB I L IT Y O F CH ECK P O I NT I N H I B ITO RS K EEP S M O U NTI N G 

W I T H  T H I S  T R I A L  B E I N G  T H E  F I R S T  TO  D E M O N S T R AT E  A  S U R V I VA L  A DVA N TAG E 

I N  A  L A R G E  R A N D O M I Z E D  S T U DY  O F  PAT I E N T S  W I T H  A DVA N C E D  G A S T R I C  A N D  

GA S TROESOPHAGE AL C AN CERS ."  
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ESMO 2017. LBA28_PR. KEYNOTE-059 Update: Efficacy and safety of 
pembrolizumab alone or in combination with chemotherapy in patients 
with advanced gastric or gastroesophageal (G/GEJ) cancer

Z. Wainberg (Chicago, United States of America) et al.

Background: Prior results from the global, phase 2 KEYNOTE-059 
study (NCT02335411) demonstrated manageable safety and promising 
antitumor activity for pembro alone and pembro + chemo in pts with 
G/GEJ cancer.

Methods: Pts with recurrent or metastatic G/GEJ adenocarcinoma were 
enrolled. Pts were enrolled in cohorts 1 and 2 regardless of tumor PD-
L1 expression; only pts with PD-L1-positive tumors (combined positive 
score of ≥ 1% using the PD-L1 IHC 22C3 pharmDx assay) were enrolled 
in cohort 3. Cohort 1 pts received pembro alone after ≥2 prior lines of 
therapy. Cohort 2 pts received pembro + cisplatin (80 mg/m2 day 1) + 
5-fluorouracil (800 mg/m2 days 1-5 Q3W) or capecitabine (in Japan 
only, 1000 mg/m2 twice daily) as first-line. Cohort 3 pts received pembro 
alone as first-line. In all cohorts, pembro was given at 200 mg Q3W for 
up to 2 years. Primary end points were safety (all) and ORR by RECIST 
v1.1 by central review (cohorts 1 and 3); key secondary end points were 
ORR (cohort 2) and DOR by RECIST v1.1, PFS, and OS.

Results: At data cutoff (Apr 21, 2017), median (range) follow-up was 6 
(1-25), 14 (2-24), and 18 (2-21) months for cohorts 1 (259 pts), 2 (25 pts) 
and 3 (31 pts), respectively. Confirmed ORR (95% CI) was 12% (8-17) 
overall, 16% (11-23) in PD-L1-positive, and 6% (3-13) in PD-L1-negative 
tumors in cohort 1. Confirmed ORR was 60% (39-79) overall, 73% (45-92) 
in PD-L1-positive, and 38% (9-76) in PD-L1-negative tumors in cohort 
2. In cohort 3, confirmed ORR (95% CI) was 26% (12-45). Median PFS 
(95% CI) was 2 (2-2), 7 (6-11), and 3 (2-6) months in cohorts 1, 2, and 
3, respectively. Median OS (95% CI) in months was 6 (4-7), 14 (9-not 
estimable), and not reached (9-21) in cohorts 1, 2, and 3, respectively. In 
cohorts 1, 2 and 3, grade 3-5 treatment-related adverse event (TRAE) 
incidence was 46 (18%), 19 (76%), and 7 (23%), respectively. In cohort 
1, TRAEs led to discontinuation in 7 pts (3%) and death in 2 pts (1%); in 
cohort 2, TRAEs led to discontinuation in 3 pts (12%); in cohort 3, TRAEs 
led to death in 1 pt (3%).

Conclusions: These updated results show manageable safety and 
promising antitumor activity for pembro alone and pembro + chemo in 
pts with advanced G/GEJ cancer.

CARE FACULTY PERSPECTIVE: This trial included 3 cohorts of 
patients – one cohort previously received ≥ 2 lines of chemotherapy 
and were treated with single agent pembrolizumab at the fixed dose 
of 200 mg Q3weeks whereas the other two cohorts were treated in 
the first line setting, either with single agent pembrolizumab or with a 
combination of cisplatin, 5FU (or capeciatabine) and pembrolizumab.  In 
all cases, there was promising activity with responses seen irrespective 
of PDL-1 status, although greater activity was apparent with PDL-1 
positive tumours treated with both chemotherapy and pembrolizumab.  
Also reassuring was that there were no new safety signals. This trial 
highlights the advances that are being made in both the early and late 
treatment of patients with gastric and GE junction tumours and how 
the family of checkpoint inhibitors including avelumab, nivolumab and 
pembrolizumab are beginning to shape a new standard for management.

" TH E FAMILY OF CH ECK P OINT IN HIB ITORS 

INCLU DING AVELU MAB ,  N IVOLU MAB AN D 

PEM B ROLIZU MAB ARE B EGIN NING TO SHAPE 

A N E W S TAN DARD FOR MANAGEM ENT."    
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LUNG 
CANCER

Immunotherapy (immune-oncology or IO) is an exciting area of 
discussion in lung cancer, with updates on nivolumab, pembrolizumab 
and novel agents such as durvalumab.  However it is not the only 
lung cancer storyline at ESMO 2017.  This section focuses on select 
immunotherapy abstracts as well as highlights from the Presidential 
Plenary Session 1 regarding post resection follow-up in NSCLC.  
Additionally, this section updates: ALK+ NSCLC; EGFR-TKI NSCLC; 
small cell lung cancer and mesothelioma. Commentary provided by 
Dr. Normand Blais (CHUM).

NON-SMALL CELL LUNG CANCER
PRESIDENTIAL PLENARY SESSION 1 HIGHLIGHT

ESMO 2017.1273O: Results of the phase III IFCT-0302 trial assessing 
minimal versus CT-scan-based follow-up for completely resected non-
small cell lung cancer (NSCLC)

V. Westeel (Besançon, France) et al.

Background: Several guidelines recommend a follow-up based on clinic 
visits and chest CT-scans for completely resected NSCLC. However, 
evidence to support these recommendations is poor, in the absence of 
randomized data. The IFCT-0302 trial is a randomized multicenter trial 
which compared 2 follow-up programs for completely resected stage 
pI, II, IIIA and T4 (pulmonary nodules in the same lobe) N0-2 NSCLC 
(TNM 6th edition).

Methods: In the control arm (arm 1), follow-up consisted of clinical 
examination and Chest X-ray (CXR). In the experimental arm (arm 2), 
patients underwent clinical examination, CXR, thoraco-abdominal CT-
scan (CT) plus bronchoscopy (optional for adenocarcinomas). In both 
arms, procedures were repeated every 6 months after randomization 
during the first 2 years, and yearly until 5 years. Supplementary 
procedures were allowed in case of symptoms. The primary endpoint 
was overall survival (OS).

Results: Between January 2005 and November 2012, 1775 patients were 
randomized (arm 1: 888; arm 2: 887). Patient characteristics were well-
balanced between the two arms: males 76.3%, median age 63 years 
(range: 34-88), squamous and large cell carcinomas 39.5%, stage I 68.1%, 
stage II 13.7%, stage III 18.3%, lobectomy or bilobectomy 86.6%, pre- and/
or post-operative radiotherapy 8.7%, and pre- and/or post-operative 
chemotherapy 45%. Median follow-up was 8.7 yrs (95% CI: 8.5-9). OS 
was not significantly different between arms (HR = 0.92, 95% CI: 0.8-1.07; 
p = 0.27). Median OS was 8.2 yrs (95% CI: 7.4-9.6) and 10.3 yrs (95% 
CI: 8.5-not reached) in arms 1 and 2, respectively. Three-year disease-
free survival rates were 63.3% (95% CI: 60.2%-66.5%), and 60.2% (95% 
CI: 57.0%-63.4%), respectively. Eight-year OS rates were 51.1% (95% CI: 
47.2%-55.1%) and 55.6% (95% CI: 51.7%-59.4%) respectively.

Conclusions: The IFCT-0302 trial is the first randomized study of follow-
up in resected NSCLC. The primary endpoint was not met.

CARE FACULTY PERSPECTIVES: A relevant study of post-resection 
treatment strategy was presented by the French IFCT group (abstract 
1273O) in the presidential session I. This study compared a chest X-ray 
follow-up strategy to a “maximal” follow-up strategy integrating 
frequent CT-scans of the thorax and upper abdomen and bronchoscopy 
for squamous and large cell carcinomas. This study failed to show a 
survival difference between the two strategies (HR=0.94, 0.81-1.08). 
Nonetheless, an exploratory landmark analysis at two years suggested 
the maximal strategy may be associated with a late survival benefit, 
probably by the early identification of second primary tumors. This 
research group concluded that less frequent CT scans (perhaps low-
dose), performed at one year intervals should be maintained for 
screening purposes.

" I M M U N OT H ER A PY  ( I M M U N E- O N CO LO GY  O R  I O)  I S  A N  E XC IT I N G  A R E A  O F  D I S C U S SI O N  I N 

LU N G  C A N C ER ,  WIT H  U P DAT E S  O N  N IVO LU M A B ,  P EM B RO LIZU M A B  A N D  N OV EL  AG EN TS 

SU C H  A S  D U RVA LU M A B ."
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I-O CENTRIC NEWS

ESMO 2017. LBA1_PR: PACIFIC: A double-blind, placebo-controlled 
phase III study of durvalumab after chemoradiation therapy (CRT) in 
patients with stage III, locally advanced, unresectable NSCLC

L. Paz-Ares (Madrid, Spain) et al.

Background: Most patients (pts) with locally advanced, unresectable 
non-small cell lung cancer (NSCLC) progress despite concurrent 
chemoradiation therapy (cCRT). Here we report interim results from 
a global, Phase 3 study (NCT02125461) of the anti-PD-L1 durvalumab 
as consolidation therapy in Stage III pts without progression following 
platinum-based cCRT.

Methods: Pts with a WHO performance status 0/1 (any PD-L1 status) 
who received ≥2 cycles of platinum-based cCRT without progression 
were randomized (2:1) 1–42 days post-cCRT to receive durvalumab 
10 mg/kg IV Q2W or placebo for up to 12 months, stratified by age, 
sex, and smoking history. Co-primary endpoints were progression-free 
survival (PFS; blinded independent central review, RECIST v1.1) and 
overall survival (OS). Secondary endpoints included 12- and 18-month 
PFS rates, objective response rate (ORR), duration of response (DoR), 
time to death or distant metastasis (TTDM) and safety.

Results: Between May 2014 and April 2016, 713 pts were randomized 
of whom 709 received consolidated treatment (durvalumab, n = 473; 
placebo, n = 236). Baseline characteristics were well balanced. As of 
Feb 13, 2017 (data cutoff), median follow-up was 14.5 months. Median 
PFS from randomization was significantly longer with durvalumab (16.8 
months, 95% CI, 13.0–18.1) versus placebo (5.6 months, 95% CI, 4.6–7.8; 
stratified HR 0.52, 95% CI, 0.42–0.65; P < 0.0001). 12- and 18-month PFS 
rates were 55.9% versus 35.3% and 44.2% versus 27.0%, respectively. ORR 
was higher (28.4% vs 16.0%; P < 0.001) and median DoR was longer (not 
reached vs 13.8 months) with durvalumab consolidation therapy. Median 
TTDM was longer with durvalumab (23.2 vs 14.6 months; stratified HR 
0.52, 95% CI, 0.39–0.69; P < 0.0001). OS data were immature at the time 
of interim PFS analysis. Comparing durvalumab with placebo, grade 3/4 
adverse events (AEs) occurred in 29.9% and 26.1%; most common was 
pneumonia (4.4% vs 3.8%). 15.4% and 9.8% discontinued due to AEs.

Conclusions: Durvalumab demonstrated significant and clinically 
meaningful improvement in PFS, which was supported by secondary 
endpoints, and was well tolerated. Durvalumab is a promising therapeutic 
option in this setting.

CARE FACULTY PERSPECTIVES: After a provocative press release 
earlier this year, the most anticipated talk of this meeting was the 
presentation of the PACIFIC trial (LBA1_PR) and it’s simultaneous 
publication in the NEJM. This study was performed in the setting of 
stage III NSCLC treated by standard chemoradiation and randomized 
within 42 days of this treatment to receive either durvalumab for one 
year vs placebo (2:1 randomization). Only PFS and safety data were 
presented here and published in the NEJM. Overall survival data is 
immature with a median follow up of 14.5 months. Calculated from the 
time of randomization (after the end of the chemoradiation), the PFS 
was improved in the durvalumab arm with a HR of 0.52 (0.42-0.65) with 
a median PFS of 16.8 months in the durvalumab arm and seemingly short 
5.6 months for the placebo arm. Evaluation of subgroups confirmed 
the favorable effect of treatment in the PD-L1 positive and negative 
patients. On the safety side, durvalumab was associated with some 
added toxicity, mostly composed of thyroid dysfunction and grade I/II 
pneumonitis. The grade 3/4 pneumonitis rate was 3.4% with durvalumab 
and 2.6% with placebo. Overall, this data appears very promising with 
many experts predicting favorable overall survival considering the 
magnitude of the observed PFS benefit. The review of this paper was 
performed by Dr. Vansteenkiste who emphasized that OS nonetheless 
remains the standard end-point in this curative setting and that the 
final data from this trial is needed before adopting durvalumab as a 
new standard of care for this population.

RELATED ABSTRACTS OF INTEREST

ESMO 2017. 1301PD. Three-Year Follow-up From CheckMate 017/057: 
Nivolumab Versus Docetaxel in Patients With Previously Treated 
Advanced Non-Small Cell Lung Cancer (NSCLC)

E. Felip Font (Barcelona, Spain) et al.

Conclusions: With ≥3 y of follow-up from 2 randomized phase 3 studies, 
nivolumab continued to demonstrate an OS benefit versus docetaxel in 
patients with advanced squamous and non-squamous NSCLC. Overall, 
3-y survival was achieved in 17% of nivolumab-treated patients.

ESMO 2017. 1302PD. IFCT-1502 CLINIVO: Real-life experience with 
nivolumab in 600 patients (pts) with advanced Non-Small Cell Lung 
Cancer (NSCLC): efficacy and safety of nivolumab and post-nivolumab 
treatment in the French Expanded Access Program (EAP)

N. Girard (Paris, France) et al.

Conclusions: Efficacy and safety of nivolumab was in line with available 
data. Post-nivolumab treatment may be delivered in many pts, and 
impact OS. Data on the whole cohort of 900 pts enrolled in the EAP will 
be presented.
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ALK + AND EGFR-TKI UPDATE

ESMO 2017. 1299O_PR: Primary results from the phase III ALUR study 
of alectinib versus chemotherapy in previously treated ALK+ non-small-
cell lung cancer (NSCLC)

S. Novello (Viganello-Lugano, Switzerland) et al.

Background: ALK+ NSCLC current standard of care is crizotinib. However, 
many pts experience progressive disease (PD) within a year, often in the 
central nervous system (CNS). Alectinib (ALC) has shown systemic and 
CNS efficacy in phase II trials of previously treated ALK+ NSCLC after 
crizotinib failure. The phase III ALUR study (NCT02604342) investigated 
efficacy and safety of ALC vs standard relapse chemotherapy (CT) 
in ALK+ NSCLC previously treated with platinum-based doublet CT  
and crizotinib.

Methods: Pts aged ≥18 years with previously treated ALK+ NSCLC 
were randomised 2:1 to ALC (600mg twice daily) or CT (pemetrexed  
500mg/m2 q3w or docetaxel 75mg/m2 q3w) until PD, death or withdrawal. 
Crossover from CT to ALC was permitted after PD. Primary outcome 
was progression-free survival (PFS) by investigator (INV) assessment. 
Secondary outcomes included PFS by Independent Review Committee 
(IRC), overall response rate (ORR) and CNS ORR (CORR) by IRC, disease 
control rate (DCR), duration of response (DOR) and safety.

Results: 107 pts were randomised (ALC n = 72; CT n = 35); 104 received 
≥1 dose of study drug (ALC n = 70; CT n = 34). At data cut-off (26.01.17) 
median follow-up: 6.5 months ALC, 5.8 months CT. Median treatment 
duration: 20.1 weeks ALC, 6.0 weeks CT. Median PFS by INV was 9.6 
months (95% CI 6.9–12.2) ALC, 1.4 months (95% CI 1.3–1.6) CT (HR 0.15, 
95% CI 0.08–0.29; p < 0.001); median PFS by IRC was 7.1 months ALC vs 
1.6 months CT (HR 0.32, 95% CI 0.17–0.59, p < 0.001). ORR by IRC was 
36.1% ALC, 11.4% CT (difference 24.7%, 95% CI 0.05–0.43); CORR in pts 
with measurable disease was 54.2% ALC, 0% CT (difference 54.2%, 95% 
CI 0.23–0.78). DCR was 80.6% ALC, 28.6% CT (difference 52%, 95% CI 
0.33–0.69). Median DOR was 9.3 months ALC (95% CI 6.9–not estimable 
[NE]) and 2.7 months CT (95% CI NE). Adverse events (AEs; all grades) 
occurred in 77.1% ALC and 85.3% CT, with grade 3–5 AEs in 27.1% and 
41.2%, respectively. There was one fatal AE in the CT arm. AEs leading 
to discontinuation or dose reduction occurred in 10% ALC and 20.6% 
CT arm.

Conclusions: ALC significantly improved systemic and CNS efficacy, 
including PFS and ORR, vs CT for previously treated ALK+ NSCLC, with 
a favourable safety profile vs CT.

CARE FACULTY PERSPECTIVES: Dr. Gadgeel presented the updated 
results of the ALEX study, concentrating on the CNS effects in ALK 
mutated tumors (primary results presented at ASCO 2017), while Dr. 
Novello presented yet another study of alectinib vs chemotherapy 
after crizotinib and platinum doublet failure (1299O_PR). This study 
showed an overwhelming (and predictable) benefit of alectinib calling 
into question the necessity of a randomized trial in this context. Dr. 
Planchard presented an updated analysis of his study of dabrafenib and 
trametinib in B-raf V600E mutated patients. This presentation focused 
on the first line use of this combo in the first-line setting.

ESMO 2017. 1297O: Randomized results of fixed-duration (1-yr) vs 
continuous nivolumab in patients (pts) with advanced non-small cell 
lung cancer (NSCLC)

D. Spigel (Nashville, United States of America) et al.

Background: Nivolumab, the anti-programmed death (PD)-1 antibody, 
has demonstrated durable responses and survival benefit in pts with 
advanced NSCLC, with some pts continuing to derive benefit even after 
discontinuation of nivolumab (due to adverse events [AEs] or a stopping 
rule). This raises the question of whether continuous nivolumab treatment 
is necessary for long-term benefit. CheckMate 153 (NCT02066636), 
an ongoing phase IIIB/IV study conducted primarily in the community 
setting, is evaluating the clinical benefit of a fixed-duration (1 yr) of 
nivolumab treatment vs continuous treatment in pts with previously 
treated advanced NSCLC. Pts who remained on nivolumab treatment 
for 1 yr were randomized to either continue receiving treatment or to 
stop treatment.

Methods: Pts with stage IIIB/IV NSCLC and ≥1 prior systemic therapy 
were enrolled and treated with nivolumab 3 mg/kg IV Q2W. The primary 
objective of the study overall was the incidence of high-grade (grade 
3–5) select treatment-related AEs. Pts still on treatment at 1 yr were 
randomized 1:1 either to continue nivolumab until progressive disease, 
unacceptable toxicity, or withdrawal of consent (continuous-treatment 
arm), or to discontinue treatment, with the possibility of resuming 
treatment upon disease progression (fixed-duration arm). Prespecified 
exploratory objectives included safety and efficacy in the 2 randomized 
arms.

Results: As of April 2016, 1375 pts were enrolled and treated; 218 pts 
were randomized after 1 yr of treatment to the continuous-treatment arm 
(n = 111) or the fixed-duration arm (n = 107). Of these 218 pts, 133 (61%) had 
received ≥2 prior therapies and 10 (5%) had baseline ECOG PS 2. Data 
from an upcoming database lock (at which time, the expected post-
randomization follow-up ≥10.7 mo) will be presented for randomized pts 
and will include overall survival, progression-free survival, and safety. In 
addition, data from pts who were re-treated in the fixed-duration arm 
will be presented.

Conclusions: The results from CheckMate 153 represent the first insights 
from a randomized trial evaluating the impact of stopping treatment 
with a PD-1/PD-L1 inhibitor at 1 yr vs continuing treatment in pts with 
advanced, previously treated NSCLC.

CARE FACULTY PERSPECTIVES: The most provocative abstract in the 
immunotherapy category was CheckMate 153 (1297O) showing that 
long term administration of nivolumab seems superior to stopping 
nivolumab at one year for those patients that continue to benefit 
from treatment at the one year mark. Many biomarker sub-studies 
were presented that do not appear to change practice and do not 
add substantially to role of PD-L1 staining and TMB (tumor mutational 
burden) as potential tools to select patients for treatment.
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ESMO 2017. LBA2_PR: Osimertinib vs standard of care (SoC) EGFR-TKI 
as first-line therapy in patients (pts) with EGFRm advanced NSCLC: 
FLAURA

S. Ramalingam (Atlanta, United States of America) et al.

Background: Osimertinib is a third-generation, CNS-active EGFR-TKI 
that potently and selectively inhibits both EGFRm and EGFR T790M 
resistance mutations. Pre- and early clinical data suggest osimertinib 
may also be effective as initial therapy for EGFRm advanced NSCLC. 
FLAURA (NCT02296125) is a PhIII, double-blind, randomised study 
assessing efficacy and safety of osimertinib vs SoC EGFR-TKI in first-
line pts with EGFRm advanced NSCLC.

Methods: Eligible pts: ≥18 years, no prior EGFR-TKI/systemic anti-cancer 
therapy for advanced disease, with Ex19del/L858R EGFRm advanced 
NSCLC. Neurologically stable pts with CNS mets were allowed, provided 
definitive treatment/steroids were completed for ≥2 weeks. Pts were 
randomised 1:1 to osimertinib 80 mg once daily (qd) orally (po) or SoC 
EGFR-TKI (gefitinib 250 mg or erlotinib 150 mg qd po), stratified by 
mutation status (Ex19del/L858R) and race (Asian/non-Asian). Primary 
endpoint: progression-free survival (PFS) by RECIST v1.1, by investigator. 
Data cut-off: 12 June 2017.

Results: Globally, 556 pts were randomised to treatment. Baseline 
characteristics were balanced across arms (osimertinib/SoC): 
female 64/62%; Asian 62/62%, Ex19del 57/56%, L858R 35/32%, CNS  
mets 19/23%.

Conclusions: Osimertinib demonstrated a superior risk/benefit over SoC 
as first-line therapy in pts with advanced EGFRm NSCLC.

CARE FACULTY PERSPECTIVES: The presentation of FLAURA defined 
a new standard of care for EGFR mutated NSCLC in the treatment naïve 
setting with osimertinib (LBA2_PR). The significant brain penetration 
of osimertinib is similar to what has been shown in the ALEX trial with 
alectinib in ALK mutated NSCLC and seems to be an important factor for 
the observed superiority of osimertinib. This effect is obtained with an 
apparent overall survival benefit and a favorable adverse event profile. 
Reviewed by Dr. Mok of IPASS fame, he pointed out that FLAURA did 
not compare osimertinib to potentially (slightly) superior agents such as 
afatinib and dacomitinib. In his opinion, the marked increase in toxicity 
and the absence of brain penetration make these second generation 
agents less appealing. 

Efficacy endpoint
Osimertinib SoC

n = 279 n = 277

PFS hazard ratio (HR)

0.46 (0.37, 0.57); p < 0.0001
(95% confidence interval)

Median PFS, months* 18.9 10.2

(95% confidence interval) (15.2, 21.4) (9.6, 11.1)

PFS events, total pts 136 206

(% maturity) (49%) (74%)

OS HR(95% confidence interval) 0.63 (0.45, 0.88); p = 0.0068†

Median OS, months Not reached Not reached

(95% confidence interval) (NC, NC) (NC, NC)

Deaths, total pts (%) 58 (21) 83 (30)

ORR, % 80% 76%

(95% confidence interval) (75, 85) (70, 81)

Median DoR, months 17.2 8.5

(95% confidence interval) (13.8, 22.0) (7.3, 9.8)

* Median PFS with 95% confidence intervals calculated from Kaplan Meier method.

† A p-value of 0.0015 was required for statistical significance at the current OS maturity. Final OS analysis will be completed at approximately 60% maturity.

PFS benefit was consistent across all subgroups, including pts with/without CNS mets at study entry. Median total treatment duration (range): 16.2 (0.1–27.4) months with osimertinib; 11.5 
(0–26.2) with SoC. All causality adverse events (AEs), by investigator: osimertinib, 98% (Gr ≥ 3, 34%); SoC, 98% (Gr ≥ 3, 45%). AEs leading to discontinuation: osimertinib, 13%; SoC, 18%. Most 
common all causality AEs with osimertinib: diarrhoea (58% [Gr ≥ 3, 2%]), dry skin (32% [<1%]); SoC: diarrhoea (57% [3%]), dermatitis acneiform (48% [5%]).

Table: Efficacy of osimertinib versus standard of care in EGFRm advanced NSCLC  
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SMALL CELL LUNG CANCER
   ESMO 2017. 1528PD. Initial Results of BMS-986012, a First-in-Class 
Fucosyl-GM1 mAb, in Combination With Nivolumab, in Pts With 
Relapsed/Refractory (rel/ref) Small-Cell Lung Cancer (SCLC)

Q. Chu (Edmonton, Canada) et al.

Background: Given the burden of comorbidities, lack of curative agents, 
and high mortality in pts with SCLC, novel treatment options with limited 
toxicity are needed. BMS-986012 is a first-in-class, fully human mAb with 
enhanced antibody-dependent cell-mediated cytotoxicity that binds 
to fucosyl-GM1, a ganglioside highly expressed on SCLC. BMS-986012 
monotherapy is well tolerated and has shown evidence of antitumor 
activity in some pts with rel/ref SCLC in a phase 1/2 study (NCT02247349; 
Chu et al. Ann Oncol. 2016;27(6 suppl) [abstract 1427PD]). Here we 
present initial results of BMS-986012 + nivolumab (anti–programmed 
death-1 mAb) in pts with rel/ref SCLC (NCT02247349).

Methods: Pts with SCLC who relapsed after or were refractory to first-
line therapy received BMS-986012 400 or 1000 mg + nivolumab 360 mg 
IV Q3W. Dose escalation was based on a modified toxicity probability 
interval design. Primary objectives were safety and tolerability and 
determination of dose-limiting toxicities (DLT) and maximum tolerated 
dose. Secondary objectives included pharmacokinetics, antitumor 
activity, and immunogenicity.

Results: To date, 16 pts received BMS-986012 (400 mg, n = 8; 1000 mg, 
n = 8) + nivolumab. Demographic and safety data are based on 14 pts 
treated as of the April 3, 2017 cutoff. Median age was 64 y (range, 49-79 
y), ECOG status was 0 (29%) or 1 (71%), and all pts were current (29%) or 
former (71%) smokers. All pts had prior platinum-based first-line therapy. 
The most common treatment-related AEs (TRAEs) were generalized 
pruritus (71%), vulvovaginal pruritus (21%), and dry skin (21%). Only 2 
pts, both treated with 1000/360 mg, had G3/4 TRAEs (G3 pruritus with 
G4 lipase increase; G3 hepatic failure [DLT; led to discontinuation]). As 
of May 1, 2017, 4 of the 16 pts evaluable for efficacy achieved partial 
responses (2 unconfirmed). Updated efficacy data as well as data from 
ongoing biomarker analyses will be presented.

Conclusions: BMS-986012 in combination with nivolumab is well 
tolerated in pts with rel/ref SCLC, with no evidence of additive toxicity. 
Promising initial antitumor activity was observed with BMS-986012 + 
nivolumab in pts with rel/ref SCLC.

CARE FACULTY PERSPECTIVES: There are no practice changing 
presentation as of yet for this group of patients. Results from ongoing 
trials of single/doublet checkpoint inhibitors are eagerly awaited.

MESOTHELIOMA
ESMO 2017. LBA58_PR: Second or 3rd line nivolumab (Nivo) versus 
nivo plus ipilimumab (Ipi) in malignant pleural mesothelioma (MPM) 
patients: Updated results of the IFCT-1501 MAPS2 randomized phase 
2 trial

G. Zalcman (Paris, France) et al.

Background: No treatment is currently recommended in MPM pts 
progressing after 1st-line pemetrexed platinum doublet. Disease control 
rate (DCR) is < 30% with all drugs tested in this setting. Anti-PD1 or anti-
PD-1 plus anti-CTLA-4 combo efficacy deserves confirmation in MPM.

Methods: Multicenter randomized non-comparative phase 2 trial. Eligible 
pts: age>18, PS 0-1, histologically proved MPM relapsing after 1 or 2 prior 
lines including pemetrexed/platinum doublet, measurable disease. 
Randomized pts (1:1) received Nivo 3 mg/kg q2w, or Nivo 3 mg/kg q2w 
plus Ipi 1 mg/kg q6w, until progression or unacceptable toxicity. Primary 
endpoint was DCR at 12 weeks.

Results: From April to August 2016, 125 pts were accrued in 20 centers. 
Males: 80%, median age: 71.8 years (range 32.5-88.1), PS 1: 62.4%, 
epithelioïd 83.2%, 1 previous line: 69.6%. 70% of pts received at least 
3 cycles of either treatment. 12 weeks-DCR assessed by BICR in the 
first 108 pts was 44.4% [CI95%: 31.2-57.7%] with Nivo (n = 54), and 
50.0% [36.7-63.3%] with Nivo+Ipi (n = 54). ORR was 18.5% [8.2-28.9%] 
with Nivo, and 27.8% [15.8-39.7%] with Nivo+Ipi. Grade 3/4 toxicities 
were slightly increased in the combo arm (Nivo: 12.7%/0% vs. Nivo+Ipi: 
22.9%/3.3%) with 3 treatment-related deaths in the combo arm. Median 
follow-up was15 months (July, 31th 2017), median PFS was 4.0 months, 
95%CI[2.8-5.7] and 5.6 months 95%CI [3.2-8.4] in Nivo and Nivo+Ipi 
arms, respectively. Median OS was 13.6 months, 95%CI [6.7-NR] and not 
reached in Nivo and Nivo+Ipi arms, respectively. 12-months OS were 51% 
and 58% in Nivo and Nivo+Ipi arms respectively. PD-L1 IHC (mAb 28.8) 
available in 99/125 patients, was positive (>1% PDL1+ tumor cells) in 41.4%. 
Positive PD-L1 IHC did not predict longer PFS or OS, either in the whole 
population or in each treatment group separately.

Conclusions: Both Nivo or Nivo+Ipi reached their endpoint in 2nd/3rd 
line MPM pts without any unexpected toxicity, leading to meaningful 
progression-free and overall survivals. These updated results support 
the efficacy of checkpoints inhibitors in MPM patients, deserving future 
phase 3 trials.

CARE FACULTY PERSPECTIVES: The interest for immunotherapy is 
mesothelioma has been confirmed by a Swiss registry of pembrolizumab 
(1615O) and a randomized phase 2 of nivo vs nivo+ipi (LBA58_PR) both 
performed in the relapsed setting. The Swiss reported an ORR of 25% 
(n=48 pts) and the French IFCT group reported an ORR of 18.5% with 
nivolumab and 27.8% with nivo+Ipi. Overall survival at 12 months was 
51% in the nivo arm and 58% in the nivo+ipi arm with more mature  
results awaited.

" RESU LTS FROM ONGOING TRIAL S OF 

S INGLE /DO U B LE T CH ECK P OINT IN HIB ITORS 

ARE E AGERLY AWAITED."
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Head and neck cancer remains a disease for which curative intent is achievable only for patients with localized disease. Patients who 
present with or develop metastatic disease, as well as patients who recur locally and cannot be brought to minimal disease by surgery or 
radiation therapy, usually have a survival of less than 12 months.

Advances in recent years have demonstrated that combination therapy with a platinum agent, 5-FU and cetuximab provides a survival 
advantage in such patients. Historically, trials have suggested that immunotherapy with IL-2 principally is active in head and neck cancer. 
Recent data with more tolerable agents like nivolumab have opened the treatment field in head and neck beyong the first-line setting.

During ESMO, the results of KEYNOTE-040 were presented. Section review: Dr. Denis Soulières (CHUM).

Although the primary endpoint of survival was negative with a p value of 
0.0204, all other parameters of efficacy were significantly improved with 
pembrolizumab compared with single agent chemotherapy in patients 
who have progressed after a platinum containing regimen.

a Limit of 2 prior therapies for R/M HNSCC.
b Assessed using the CINtec p16 Histology assay (Ventana); cutpoint for positivity=70%.
c Newly collected preferred. 
d Assessed using the PD-L1 IHC 22C3 pharmDx assay (Agilient Technologies). TPS= tumor cells with membranous PD-L1 
expression.
e Could be increased to 60mg/m2 QW in the absence of toxicity. 
f Following a loading dose of 400mg/m2.

a Cox proportional hazards model with treatment as a covariate stratified by the randomization stratification factors. 
Initially reported data: HR 0.82 (95% Cl, 0.67-1.01), P=0.0316. After the initial report, updated survival data were obtained 
for 4 patients. 
b One-sided P value based on the log-rank test stratified by the randomization stratification factors. Data cutoff date: 
May 15, 2017.

a Nominal one-sided P value based on the log-rank test stratified by the randomization stratification factors. Data cutoff 
date: May 15, 2017.

As presented in the figures below, pembrolizumab was particularly 
active in patients with a tumor expressing PD-L1. In fact, this biomarker 
defines a category of patients who have particular advantage compared 
to patients who do not express PD-L1 on their tumor. This biomarker 
evaluation is specifically interesting in this trial because stratification 
was done according to PD-L1 expression, rendering the evaluation 
statistically sound.

Pembrolizumab
200mg IV Q3W

for 2 y

Stratification Factors
• ECOG PS (0 vs 1)

• p16 statusb (positive vs negative)
• PD-L1 TPSd (≥50% vs <50%)

• Clinically stable patients with radiologic 
PD could continue treatment until imaging 
performed > 4 wk later confirmed PD

• Crossover not permitted

Methotrexate 40mg/m2 QWe 

or 

Docetaxel 75mg/m2 Q3W 
or 

Cetuximab 250mg/m2 QWf

R
1:1

Key Eligibility Criteria
• SCC of the oral cavity, oropharynx, 

hypopharynx, or larynx
• PD after platinum-containing regimen 

for R/M HNSCC or recurrence or PD 
within 3-6 mo of multimodal therapy 

using platinuma

• ECOG PS 0 or 1
• Known p16 status (orophaynx)b

• Tissue Samplec for PD-L1 assessmentd

Objective Response Rate 
(RECIST v1.1, Blinded Independent Radiology Review)

KEYNOTE-040 Clinical Trial Protocol

Overall Survival in ITT Population
Objective Survival by PD-L1 Expression

a Cox proportional hazards model with treatment as a covariate stratified by the randomization stratification factors.
b Nominal one-sided P value based on the log-rank test stratified by the randomization stratification factors. Data cutoff 
date: May 15, 2017.

No. at risk No. at risk
0 0

0 0
2 1
1 0

14 7
8 2

43 19
28 9

87 35
63 22

131 49
113 38

196 64
191 65

SPOTLIGHT ON HEAD & NECK
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SPOTLIGHT ON HEAD & NECK

It therefore calls for the interpretation that pembrolizumab is certainly 
active in head and neck cancer and should probably be a treatment 
option,specifically for patients with a PD-L1 positive tumor.

CheckMate-141 demonstrated a year ago that nivolumab increases 
survival in a population similar to that studied in KEYNOTE-040. However, 
when evaluating PFS, nivolumab failed to show any advantage. This lead 
to the analysis presented by Dr. Haddad, specifically investigating the 
outcomes of patients who were treated beyong progression. 

This analysis demonstrated that patients fit enough to receive further 
therapy after progression had an OS of 12.7 months.  It should be noted 
that this category of patients was not evaluated in a comparative and 
planned setting and is therefore not necessarily representative of the 
whole population. 

Overall Survival, Patients Treated Beyond Progression
CheckMate 141: Nivolumab in R/M SCCHN After Platinum Therapy

24% of patients had a subsequent tumor reduction (not necessarily 
RECIST criteria) and the survival of this category of patients has not 
been presented during ESMO 2017.

The CheckMate 141 trial indicates that pseudo-progression might be a 
true event in head and neck cancer and that about a quarter of patients 
with an initial progression might still benefit from therapy.

Treatment Beyond Progression Subgroups 
CheckMate 141: Nivolumab in R/M SCCHN after Platinum Therapy

Progression-Free Survival 
(RECIST v1.1, Blinded Independent Radiology Review) 

a Includes patients who were not treated, those without progression, and those who died or discontinued without a tumor 
assessment to determine progression.

a Cox proportional hazards model with treatment as a covariate stratified by the randomization stratification factors.
b Nominal one-sided P value based on the log-rank test stratified by the randomization stratification factors. Data cutoff 
date: May 15, 2017.

Nivolumab 
N= 240 randomized

Progressed 
n = 146 (61%)

Treated beyond 
progression (TBP) 

n = 62 (42%)

Not treated beyond 
progression (NTBP) 

n = 84 (58%)

Not included in analysisa 
n = 94 (39%)

• Treatment beyond first RECIST 1:1-defined progression was permitted in the 
nivolumab arm based on the following predefined, protocol-specified criteria:

• Investigator-assessed clinical benefit
• No rapid disease progression
• Tolerance of Nivolumab
• Stable performance status
• No delay of an imminent intervention to prevent serious complications 

of disease progression
• Provided informed consent prior to recieving any additional  

nivolumab treatment

Median OS: 12.7 mo 
(95% Cl: 9.7, 14.6)
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" C H E C K M AT E - 1 4 1  D E M O N S T R AT E D  A  Y E A R  A G O 

T H AT  N I V O L U M A B  I N C R E A S E S  S U R V I VA L  I N  A 

P O P U L AT I O N  S I M I L A R  T O  T H AT  S T U D I E D  I N 

K E Y N O T E - 0 4 0 . "
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The CARE (Community. Academic. Research. Education) Faculty is a  
pan-Canadian group of leaders in their field who gather, discuss and address 
gaps in knowledge, to develop education initiatives that frame news from a 

Canadian perspective. 

The vision of the CARE Faculty is to share opinions and update Canadian 
specialists with news and developments from key conferences framed in a 

Canadian perspective.

The mission of the CARE Faculty is to enhance medical education, with the 
explicit goal of improving patient outcomes.

Learn more at www.CAREeducation.ca
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