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PERSPECTIVES - ASCO 2016

HIGHLIGHTS FROM ASCO 2016

Members of the CARE Oncology Faculty spoke at the 11th annual CARE at ASCO 
2016 meeting in order to educate Canadian trainees and residents as well as frame 
each of the developments from a Canadian perspective. Presentations featured 
cutting edge content with discussion on relevant cases and treatment strategies. 
CARE at ASCO was attended by over 50 Canadian oncology professionals. 

The CARE Perspectives Conference Report from ASCO 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. 

I encourage you to attend the CARE at ASCO meeting in 2017 to learn about the 
highlights from ASCO, framed in a Canadian perspective. 

See you next year,

Denis Soulières, MD (Chair) 
University of Montreal

TM

PERSPECTIVES
TM

CARE ONCOLOGY FACULTY WHO HAVE 
CONTRIBUTED TO THIS REPORT:

Wilson Miller, MD
Jewish General Hospital

Normand Blais, MD
University of Montreal

Sébastien Hotte, MD
Juravinski Cancer Centre

Sharlene Gill, MD
BC Cancer Agency

Denis Soulières, MD
University of Montreal

Daniel Rayson, MD
Queen Elizabeth II Health Sciences Centre

John Kuruvilla, MD
Princess Margaret Cancer Centre

CONTENTS

2     Immunotherapy in Oncology

4     Lung Cancer

7     Genitourinary Cancer

11    Gastrointestinal Cancer

14    Head & Neck Cancer

16    Breast Cancer & Palliative Care

18   Hematology

ASCO 2016

The content that follows is written in the language in which it was presented. The following 

content is adapted from the presentations made at the ASCO 2016 meeting, and is augmented 

with content and perspective from the CARE Oncology Faculty.

 1



PERSPECTIVES - ASCO 2016

IMMUNOTHERAPY 
IN ONCOLOGY

What follows is an overview of the presentation made by Dr. Wilson Miller at the CARE at ASCO education meeting, and is augmented with 
abstract content from ASCO  2016 and additional perspectives from the CARE Oncology Faculty.

Immuno-oncology (I-O) is being studied for its potential to fight 
against cancer. So far, this has been extremely successful in the field 
of melanoma, and is now expanding to a number of other tumour 
sites. I-O targets the immune system and not the cancer, which 
enables it to target various disease/tumour sites. The foundation 
of I-O is understanding how the cancer cells invade the immune 
system. Knowing the fundamentals of cellular and molecular tumour 
immunology has identified ways in which the immune system can 
be amplified to treat cancer, such as boosting the immune system, 
T-cell modulation, reducing immunosuppression in the tumour 
microenvironment, and enhancing adaptive immunity.  

Many tumours escape the immune response by creating an 
immunosuppressive microenvironment that prevents an effective 
anti-tumour response. i  The mechanisms tumours use to escape the 
immune system provide a range of potential therapeutic targets for 
cancer (See Figure 1). 

Immune checkpoints ii

Two of the most investigated receptors are CTLA-4 and PD-1. There 
are a number of agents in clinical trials that inhibit these two receptor 
pathways (See table below). 

I-O Agents in Development

Anti-CTLA-4 agents Anti-PD-1 agents Anti-PD-L1 agents

• Ipilimumab

• Tremelimumab

• Nivolumab

• Pembrolizumab

• Pidilizumab

• PDR001

• Atezolizumab

• Avelumab

• AMP-224

• BMS-9366559

• Durvalumab

With the recent approval of multiple I-O agents and many more 
Phase 3 trials, what we now need to consider is how to optimize 
treatment. Patient selection and increasing the activity are two 
important concepts to consider. Despite the vast amount of data 
presented on I-O in many tumour areas presented at ASCO, this 
section focuses on melanoma.

I-O data in other categories has been included throughout the 
remainder of the report. 

ACTIVATING
RECEPTORS

INHIBITORY
RECEPTORS

CD28

OX40

GITR

CD137

CD27

HVEM

CTLA-4

PD-1

TIM-3

BTLA

VISTA

LAG-3

AGONISTIC
ANTIBODIES T-CELL

STIMULATION

BLOCKING
ANTIBODIES

REFERENCES  
i Bremnes RM et al. J Thorac Oncol. 2011;6:824-833
ii Mellman I. et al., Nature Review, 2011

V I S IT TH E C A R E YO U T U B E CH A N N E L   

FOR AN UPDATE FROM  
C ARE ONCOLOGY FACU LT Y M EM B ER 

DR . WIL SON MILLER
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MELANOMA: ADVANCED DISEASE

ASCO 2016. ABSTR ACT 9504. Pembrolizumab versus 
ipilimumab for advanced melanoma: Final overall survival analysis 
of KEYNOTE-006.

Jacob Schachter et al. 

Results: Efficacy Outcomes

Pembro  
10 Q2W
N = 279

Pembro  
10 Q3W
N = 277

Ipi
N = 278

OS, median, mo

Median, mo NR NR 16.0

24-mo rate, % 55.1 55.3 43.0

HRa (95% CI) 0.68 (0.53-0.87)
P = .0008

0.68 (0.53-
0.86)

P = .0008
—

PFS, median, mo

Median, mo 5.6 4.1 2.8

24-mo rate, % 31.2 27.8 13.5

HRa (95% CI) 0.61 (0.50-0.75)
P< .0001b

0.61 (0.50-
0.75)

P< .0001b
—

ORR, %
36.9

P< .0001a,b

36.1
P< .0001a,b 13.3

Responders 
without further 
progression, %

72.8 69.0 75.7

aVersus ipi; bNominal.

Conclusions: With an additional 9 mo of follow-up, median OS was 
not reached for pembro, and the superiority of pembro over ipi for 
advanced melanoma was confirmed. Coupled with the durability 
of response and manageable safety profile, these data support 
pembro as a standard of care for advanced melanoma. Clinical trial 
information: NCT01866319 

CARE FACULTY PERSPECTIVE: Pembrolizumab appears to be 
the superior choice to ipilimumab in the first line setting of advanced 
melanoma, given its consistently higher OS, PFS and ORR rates.  

The results of this study, taken along with its recent Health Canada 
approval, may position pembrolizumab as a new standard of care in 
this patient population. 

ASCO 2016. ABSTRACT 9505. Updated results from a phase 
III trial of nivolumab (NIVO) combined with ipilimumab (IPI) in 
treatment-na Ϊve patients (pts) with advanced melanoma (MEL) 
(CheckMate 067).

Jedd D. Wolchok et al. 

Results: At ≥18 months of follow-up, median PFS continued to be 
significantly longer for NIVO+IPI and NIVO vs IPI (P<0.001), and 
was numerically longer for NIVO+IPI vs NIVO alone. Median duration 
of response in 181/314 (57.6%) NIVO+IPI responders has not been 
reached, and was 22.3 and 14.4 months in 138/316 (43.7%) NIVO and 
60/315 (19.0%) IPI responders, respectively. Median PFS was also 
numerically longer with NIVO+IPI vs NIVO or IPI regardless of PD-L1 
tumour expression. For NIVO+IPI, NIVO, and IPI groups, median PFS 
was 15.5, 5.6, and 4.0 months in pts with a BRAF mutation and was 
11.3, 7.1, and 2.8 months in pts with wild-type BRAF, respectively. The 
frequency and types of drug-related grade 3/4 AEs were consistent 
with earlier reports (NIVO+IPI, 56.5%; NIVO, 19.8%; IPI, 27.0%). 

Conclusions: NIVO+IPI and NIVO alone continue to demonstrate 
superior clinical activity vs IPI monotherapy. NIVO+IPI appears to 
have greater efficacy than either agent alone, regardless of PD-
L1 expression or BRAF mutation status. Clinical trial information: 
NCT01844505

CARE FACULTY PERSPECTIVE: While nivolumab with ipilimumab 
and nivolumab alone demonstrate superior efficacy (in terms of 
PFS) compared to ipilimumab alone, the combination of PD-1 and  
CTLA-4 inhibition has raised some concerns among clinicians due 
to the higher rate of severe toxicities (reported at SMR 2016, D. 
Schadendorf et al). Longer follow-up data is needed to determine 
whether the increased PFS benefits outweigh toxicities benefits, as 
well as to determine if there is an OS survival advantage.

ASCO 2016. ABSTRACT 9520. Novel T cell exhaustion marker to 
predict monotherapy PD-1 compared to combination CTLA-4 and 
PD-1 response in melanoma.

Kimberly Loo et al.

Results: A total of 53 patients were evaluable for both response and 
T cell phenotype, 15 patients were treated with combination Ipi/
Nivo, and 38 with monotherapy PD-1. For monotherapy, 0/12 (0%) 
responders had a TEx ≤20%, while 21/26 (81%) of the responders had 
a TEx >20%. For responders, median TEx=40.3%, for non-responders, 
median TEx= 16%, p<0.0001. At this threshold, the negative predictive 
value (NPV) was 100% and the positive predictive value (PPV) was 
81%. For patients treated with combination Ipi/Nivo, the threshold 
for response was much lower. Responses to the combination therapy 
were seen at all levels with NPV=50% and PPV=80%, with responders 
median TEx=19.7% and non-responders median TEx=7.8%, p=0.13. 

Conclusions: Comprehensive tumour T cell profiling with FACS reveals 
interesting insights into tumour response to checkpoint inhibitors. 
% TEx is an accurate predictor of response to monotherapy but not 
combination checkpoint therapy. Combination Ipi/Nivo therapy 
produces responses at a much lower TEx threshold, suggesting 
enhanced rescue and/or recruitment of T cells into the tumour 
microenvironment.

" T H E  R E S U LT S  O F  T H I S  S T U D Y,  TA K E N 

A L O N G  W I T H  I T S  R E C E N T  H E A L T H 

C A N A D A  A P P R O V A L ,  M A Y  P O S I T I O N 

P E M B R O L I Z U M A B  A S  A  N E W  S TA N D A R D 

O F  C A R E  I N  T H I S  P AT I E N T  P O P U L AT I O N . "
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METASTATIC NON-SMALL CELL LUNG CANCER

ASCO 2015. ABSTRACT 9001. Epidermal growth factor receptor 
(EGFR) genotyping of matched urine, plasma and tumour tissue 
from non-small cell lung cancer (NSCLC) patients (pts) treated  
with rociletinib
Heather A. Wakelee et al.

Results: Of 417 pts in the 500 and 625 mg BID dosing groups (data 
cut-off date: 18 Sept 2015; pts enrolled as of 1 July 2015), 331 of 417 were 
T790M+ by central tissue genotyping; 189 of 242 were T790M+ by 
plasma genotyping; and 136 of 169 were T790M+ by urine genotyping. 
Confirmed investigator-assessed objective response rate (ORR) and 
median duration of response (mDOR) were similar regardless of 
sample type. Four of 14 pts who were T790M+ in plasma but T790M− in 
tissue responded; 3 of 7 pts who were T790M+ in urine but T790M− in 
tissue responded. Shrinkage of target lesions correlated with higher 
T790M: activating mutation ratio in plasma (P=0.006). With tissue 
as reference, positive percent agreement for T790M status between 
matched plasma and tissue was 81.5% (n=195) and 83.8% (n=136) 
between matched urine and tissue. In both dosing groups, the most 
common treatment-related adverse events were hyperglycemia, 
diarrhea, nausea, and fatigue. 

Conclusions: In T790M+ pts, response was similar whether T790M 
status was identified by tissue, plasma or urine. Plasma and urine 
testing identified T790M mutations missed by biopsy due to tumour 
heterogeneity or inadequate sample quality. These data suggest 
plasma and urine EGFR analyses complement tissue biopsies in EGFR 
TKI resistant NSCLC. Clinical trial information: NCT01526928

CARE FACULTY PERSPECTIVE: This trial is revolutionary in terms of 
diagnosis. Diagnosing lung cancer can now be made easier by replacing 
lung biopsy in some instances with a test that identifies T790M or other 
known mutations using tissue, plasma or urine. One such test has just 
been released by the FDA, and we could expect it in Canadian centres 
in the future. 

LUNG 
CANCER

What follows is an overview of the presentation made by Dr. Normand Blais at the CARE at ASCO education meeting, and is augmented with 
abstract content from ASCO  2016 and additional perspectives from the CARE Oncology Faculty.

ASCO 2016. ABSTRACT 9002. Osimertinib activity in patients 
(pts) with leptomeningeal (LM) disease from non-small cell lung 
cancer (NSCLC): Updated results from BLOOM, a phase I study.

James Chih-Hsin Yang et al.

Results: As of December 30, 2015, 20 pts were dosed, of whom 7 were 
dosed for ≤ 3 weeks. Maximum treatment duration was 37 weeks. Of 
12 pts reaching a 12-week IC image assessment, 7 had radiological 
improvement, 2 had stable disease (SD) and 3 were not evaluable (NE). 
12 pts reached 12-week neurological assessment: of 7 symptomatic pts, 
3 improved, 1 had no change and 2 were NE. Of the 5 asymptomatic 
pts, 2 worsened and 3 remained asymptomatic. In 9 pts with pre-dose 
and Cycle 2 Day 1 CSF time point samples, 8 had EGFRm DNA copy 
decrease, with a >50% decrease in 5 pts, sustained over 4 months. 
Five pts withdrew from the study (1 extracranial [EC] only progressive 
disease [PD], 2 EC and CNS PD, 1 disease-related dysphagia, and 1 
Gr 5 aspiration pneumonia). 5 pts had dose interruptions and 2 had 
dose reductions to 80 mg. The most common treatment-related AEs 
were skin reactions (n=15; 11 Gr 1, 4 Gr 2) and diarrhea (n=8; 5 Gr 1, 3 Gr 
2). Gr 3 neutropenia was reported in 1 pt (recovered to Gr 2 after a 3 
day dose interruption, dose resumed at 80 mg). Updated data will be 
available at presentation. 

Conclusions: Osimertinib at 160mg once daily demonstrates 
encouraging preliminary safety and activity in heavily pre-treated 
pts with LM disease from EGFR-mutant NSCLC. Further evaluation 
of osimertinib in this setting is warranted. Clinical trial information: 
NCT02228369

CARE FACULTY PERSPECTIVE: This study fills an enormous 
unmet need for our patients – therapies that  can target the blood-
brain barrier. This will be extremely important to clinical practice, and 
while this study is only in Phase 1 clinical trials, it may offer some hope 
to patients suffering from NSCLC with LM disease.

The use of I-O in lung cancer was extensively covered at ASCO 2016. While I-O remains an exciting and important topic in lung cancer, we need 
to look forward to what is coming in the next few years. This section highlights several agents in early phase development that could have 
meaningful results for select patient groups (ie. Patients with brain metastases and leptomengineal disease).

" D I A G N O S I N G  L U N G  C A N C E R  C A N  N O W  B E  M A D E  E A S I E R  B Y  R E P L A C I N G  L U N G 

B I O P S Y  I N  S O M E  I N S TA N C E S  W I T H  A  T E S T  T H AT  I D E N T I F I E S  T 7 9 0 M  O R  O T H E R 

K N O W N  M U TAT I O N S  U S I N G  T I S S U E ,  P L A S M A  O R  U R I N E . "
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ASCO 2016. ABSTRACT 9003. Phase I study of AZD3759, a CNS 
penetrable EGFR inhibitor, for the treatment of non-small-cell lung 
cancer (NSCLC) with brain metastasis (BM) and leptomeningeal 
metastasis (LM).

Myung-Ju Ahn et al.

Results: As of 30 Dec, 2015, 29 patients were recruited, 21 with 
measurable BM, 5 with LM and 3 with non-measurable/non BM & 
LM. All patients had received at least one line of EGFR TKI and 
chemotherapy. 17 out of 29 had prior brain radiation therapy. AZD3759 
was well-tolerated up to 300mg bid, with the longest duration on 
treatment >40 weeks. Most common AEs included skin rash (total 
45% with 17% ≥G3) and diarrhea (total 59% with 3% ≥G3). The Ctrough 

free plasma and CSF exposure were above pEGFR IC50 and IC90 at 
the doses ≥ 100 and 200 mg bid, respectively. Among 20 patients 
with measurable BM evaluable for RECIST assessment, 8 had tumour 
shrinkage in the brain, with 3 confirmed PR and 3 un-confirmed PR. 
Among 5 LM patients, 3 out of 4 had > 50% pEGFR inhibition in CSF 
tumour cells after one-week treatment, and 4 out of 5 LM patients had 
> 50% tumour cell number decrease in CSF.  1 LM patient at 300mg 
bid had CSF clearance of tumour cells, and improvement of brain 
MRI imaging as well as CNS symptoms. 2 LM patients at the doses of 
200mg and 300mg bid, respectively, are still on AZD3759 treatment 
after 19 and 29 weeks, respectively. 

Conclusions: AZD3759 was well tolerated, achieved sufficient CNS 
exposure and demonstrated promising anti-tumour activity in dose 
escalation phase. Phase II studies have been initiated in patients with 
LM and BM, respectively. Clinical trial information: NCT02228369

ASCO 2016. ABSTRACT 9004. Local consolidative therapy 
(LCT) to improve progression-free survival (PFS) in patients with 
oligometastatic non-small cell lung cancer (NSCLC) who receive 
induction systemic therapy (IST): Results of a multi-institutional 
phase II randomized study.

Daniel Richard Gomez et al.

Results: Based on the DSMC recommendation, the study was closed 
early due to significant efficacy benefit observed in the study arm. 49 
patients were randomized from 2/2013-1/2016 (25 in LCT arm), 7 of 
which had EGFR/ALK alterations. At a median follow-up time of 16.2 
months, the median PFS time in the LCT arm was 14.4 months (95% 
CI 5.2 months-NR), compared to 3.9 months (95% CI 2.2-6.6 months) 
in the no-LCT arm (HR = 0.36, p = 0.013). Seventeen patients in the 
no-LCT arm crossed over, 14 due to progression. No grade 3-5 toxicity 
was observed in the LCT group. Of the 28 patients that progressed 
(12 in LCT, 16 in no-LCT), 7 had progression in the primary site, 3 in a 
known metastasis, 7 in a different metastasis, and 11 in a combination 
of sites. The median overall survival time has not yet been reached and 
patients continue to be followed for this endpoint. 

Conclusions: In oligometastatic NSCLC patients ( ≤ 3 mets) without 
progression after IST, immediate LCT +/- ST improved PFS compared 
to ST alone. Clinical trial information: NCT01725165

CARE FACULT Y PERSPECTIVE:  Radiation technology has 
progressed in the last 10 years, leading to new ways to treat lung cancer. 
One of the advances that has resulted from this technology, includes 
the ability to treat metastases locally offering progression new option 
to delay progression without important toxicity in many cases. More 
studies are planned to determine if this is associated with an OS benefit.

ASCO 2016. ABSTRACT 9008. Alectinib (ALC) versus crizotinib 
(CRZ) in ALK-inhibitor na Ϊve ALK-positive non-small cell lung cancer 

(ALK+ NSCLC): Primary results from the J-ALEX study

Hiroshi Nokihara et al.

ASCO 2016. ABSTRACT 9009. Safety and efficacy of lorlatinib 
(PF-06463922) from the dose-escalation component of a study in 
patients with advanced ALK+ or ROS1+ non-small cell lung cancer

Benjamin J. Solomon

OTHER ABSTRACTS OF INTEREST:
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ASCO 2016. ABSTRACT 3001. CheckMate 012: Safety and 
efficacy of first-line (1L) nivolumab (nivo; N) and ipilimumab (ipi; I) 
in advanced (adv) NSCLC

Matthew David Hellmann et al.

Results: Treatment-related (TR) adverse events (AEs) and select 
TRAEs were manageable. TRAEs leading to discontinuation (DC) were 
comparable to nivo alone (10%), with no TR deaths. Across cohorts, 
ORRs ranged from 13%–39%, and median duration of response was not 
reached. Responses were noted regardless of PD-L1 expression, with 
a higher magnitude of benefit in tumours that expressed PD-L1. TGD 
modeling predicted enhanced tumour shrinkage for N3 + I1 schedules 
compared with nivo alone or any N1-containing schedule. Based on 
integrated efficacy/safety/TGD data, N3 Q2W + I1 Q6W was proposed 
for further evaluation. 

Conclusions: 1L therapy with N+I demonstrates clinical activity and 
a manageable safety profile. Updated safety and efficacy across 
cohorts (by histology, EGFR, smoking status, PD-L1 expression) 
and TGD modeling data will be presented. Clinical trial information: 
NCT01454102

SMALL CELL LUNG CANCER
ASCO 2016. ABSTRACT LBA 8505. Safety and efficacy of single-
agent rovalpituzumab tesirine (SC16LD6.5), a delta-like protein 3 
(DLL3)-targeted antibody-drug conjugate (ADC) in recurrent or 
refractory small cell lung cancer (SCLC).
Charles M. Rudin et al.

Results: Seventy-four (74) pts were enrolled at dose levels ranging 
from 0.05 to 0.8 mg/kg at either q3w or q6w. Among evaluable 
pts treated at doses of 0.2-0.4 mg/kg, 15/61 (25%; 95% CI 15-37%) 
achieved a best response of PR or CR, and 44/61 (72%; 95% CI 59-83%) 
achieved clinical benefit (best response of at least SD). Among pts 
with available archive tissue specimens and ≥ 50% of cells expressing 
DLL3 (DLL3hi, an intended companion diagnostic cutoff), 12/22 (55%; 
95% CI 32-76%) achieved a best response of PR or CR, and 20/22 (91%; 
95% CI 71-99%) achieved clinical benefit, with a median overall survival 
of 8 (range 1-18+) months. In 3rd line DLL3hi pts (n = 10), where no 
approved therapy currently exists, the ORR and CBR were 70% and 
90%, respectively, with at least 4 evaluable pts achieving OS of > 6 (8, 
15, 18 and 18) months. Among responders treated at the phase 2 dose 
of 0.3 mg/kg, the median duration of response was 6 (range 1-8+) 
months. Among all SCLC pts, the most common grade 3+ toxicities 
considered study drug-related have included serosal effusions (14%), 
thrombocytopenia (12%) and skin reactions (8%). 

Conclusions: With manageable toxicity, rovalpituzumab tesirine 
demonstrates encouraging single-agent anti-tumour activity and 
durability in recurrent or refractory SCLC. A single-arm pivotal study 
in 3rd line DLL3-expressing SCLC has been initiated. Clinical trial 
information: NCT01901653

" W I T H  M A N A G E A B L E  T O X I C I T Y , 

R O V A L P I T U Z U M A B  T E S I R I N E 

D E M O N S T R AT E S  E N C O U R A G I N G  S I N G L E -

A G E N T  A N T I - T U M O U R  A C T I V I T Y 

A N D  D U R A B I L I T Y  I N  R E C U R R E N T  O R 

R E F R A C T O R Y  S C L C . " 

V I S IT TH E C A R E YO U T U B E CH A N N E L   

FOR AN UPDATE FROM  
C ARE ONCOLOGY FACU LT Y M EM B ER 

DR . NORMAND BL AIS
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GENITOURINARY 
CANCER

What follows is an overview of the presentation made by Dr. Sébastien Hotte at the CARE at ASCO education meeting, and is augmented 
with abstract content from ASCO  2016 and additional perspectives from the CARE Oncology Faculty.

PROSTATE CANCER

The management of advanced prostate cancer has dramatically 
changed over the last few years, with the focus this year being on 
"tweaking" treatment protocols (ie. which agent should be used, when 
and for how long). Optimal treatment sequencing is still very much 
unclear and being actively investigated. 

ASCO 2016. ABSTRACT 5001. A randomized phase III trial between 
adjuvant docetaxel and surveillance after radical prostatectomy for 
high risk prostate cancer: Results of SPCG12

Goran Ahlgren et al.

Results: All six cycles were completed by 79.1% of the patients. Salvage 
radiotherapy before the primary end-point was reached was given 
to 8% in Arm A and 10% in Arm B. Mean age was 62.2 years, mean 
baseline PSA 0.156, 83.7% had pT3 disease and 37.5% had GS 8-10 at 
randomisation. Of the 308 patients that had a lymph node dissection, 
55 (17.5%) had metastasis. Median follow up was 56.8 months. The 
endpoint was reached in 43.2% of patients; 47.9% in Arm A and 38.9% 
in Arm B. In a Kaplan-Meier analysis there was no significant difference 
between the BDFS curves (p=0.078), but the curve of Arm A crossed 
the curve of Arm B at 15 months and it was parallel at a 10% lower 
level beyond 24 months. There were 6 deaths from prostate cancer 
in Arm A and only 3 in Arm B. Febrile neutropenia occurred in 18.7% 
of the patients in Arm A. No deaths were related to treatment. In a 
Cox multivariate analysis excluding lymph node status, GS (p<0.001), 
pT-stage (p=0.002) and positive surgical margin (p=0.009) were 
significant predictors of progression while randomisation arm (p=0.09) 
did not reach significance. 

Conclusions: Adjuvant docetaxel without hormonal therapy did 
not improve biochemical disease free survival (BDFS) after radical 
prostatectomy for high risk prostate cancer. Instead, docetaxel 
as monotherapy seems to generate a more rapid biochemical 
progression in a subgroup of patients. Further analysis of this subgroup 
is warranted. Clinical trial information: NCT00376792

CARE FACULTY PERSPECTIVE: This trial reported on adjuvant 
therapy with docetaxel following radical prostatectomy. Six cycles of 
adjuvant chemotherapy did not appear to have a significant benefit, and 
in fact may even have a negative impact, potentially through selection 
of more aggressive phenotypes that may have a worse prognosis. The 
lack of androgen deprivation therapy may also have played a role in this 
negative outcome.  In any case, the results of the SPCG12 highlights the 
fact that a “one size fits all” approach for patients with newly diagnosed 
high risk disease is not a good idea and that chemotherapy following 
radical local therapy such as prostatectomy or radiation should not be 
routinely used outside of a research setting.  In any event, more follow-
up and data are needed as the results are quite preliminary. 

ASCO 2016. ABSTRACT 5003: A randomized trial of a shorter 
radiation fractionation schedule for the treatment of localized 
prostate cancer
Charles N Catton et al.

Results: Between 2006 and 2011, 1,206 men from 27 sites in Canada, 
Australia and France were allocated to HYP RT (608) or CON RT (598). 
Mean age was 71 (48-88) years. Baseline characteristics were similar 
between arms. Median follow-up is 6.0 years. To date, 164 patients 
receiving HYP RT experienced a BCF event compared to 173 in the 
CON RT group. The BCF event rate at 5 years in both arms was 21%. 
The observed HR is 0.96 with 90% CI, 0.80 to 1.15. Overall 75 patients 
have died in each group. GU/GI toxicity grade > 3 was comparable in 
the acute period; however, late toxicity favoured the HYP RT arm: 3.5% 
vs. 5.4%, diff = -1.9%, 95% CI, - 4.3 to 0.43%. 

Conclusions: The HYP RT regimen was not inferior to conventional RT 
with no increase in acute or late toxicity. Thus, it is a consideration for 
men with intermediate risk PC. Clinical trial information:NCT00304759 

" T H E  R E S U L T S  O F  T H E  S P C G 1 2 

H I G H L I G H T S  T H E  F A C T  T H AT  A  ' O N E  S I Z E 

F I T S  A L L'  A P P R O A C H  F O R  P A T I E N T S 

W I T H  N E W LY  D I A G N O S E D  H I G H  R I S K 

D I S E A S E  I S  N O T  A  G O O D  I D E A . "
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ASCO 2016. ABSTRACT 5004. Quality of life (QoL) analysis from 
CHAARTED: Chemohormonal androgen ablation randomized trial 
in prostate cancer (E3805).
Linda J. Patrick-Miller et al.

Results: 790 patients were randomized to ADT+D (N = 397) or ADT 
alone (N = 393) and completed QoL assessments (90% baseline; 84% 3 
mo; 74% 9 mo; 69% 12 mo). ADT+D patients reported significant decline 
in FACT-P at 3 mo (p < .001), but did not differ significantly from 
baseline to 12 mo (p = .38). ADT+D was associated with significantly 
worse FACT-P scores at 3 mo (p = 0.02), yet significantly better scores 
at 12 mo (p = .04). ADT+D patients reported significantly worse FACIT-F 
scores at 3 mo (p < .001). ADT+D and ADT patients both reported 
significantly worse follow-up FACT-Taxane scores at all time points (P 
< .001) and significantly worse BPI scores at 9 and 12 mo (p < .05). BPI 
scores did not differ significantly between arms over time. 

Conclusions: Although ADT+D is associated with decreased QoL at 3 
mo, 12 mo QoL was better for ADT+D than ADT patients. While both 
ADT+D and ADT patients report some increased symptoms over time, 
this study suggests that ADT+D not only provides a survival benefit, 
but also preserves a better QoL for mHSPC longer than ADT alone. 
Clinical trial information: NCT00309985

ASCO 2016. ABSTRACT 5006. Cabazitaxel vs docetaxel in 
chemotherapy-naΪve (CN) patients with metastatic castration-
resistant prostate cancer (mCRPC): A three-arm phase III  
study (FIRSTANA)
A. Oliver Sartor et al.

Results: Between May 2011 and April 2013, 1168 pts were randomized 
(C20=391, C25=389, D75=388). Baseline demographics and disease 
characteristics were similar across cohorts. The median number of 
treatment cycles was 9 for all dose groups. In the ITT analysis, median 
OS was 24.5 months for C20, 25.2 months for C25 and 24.3 months 
for D75. HR for C20 vs. D75 was 1.009 (0.85 to 1.197, p=0.9967) and 
for C25 vs. D75 was 0.97 (0.819 to 1.16, p=0.7574), indicating that C20 
and C25 were not superior to D75 in terms of OS. PFS was 4.4 months 
for C20, 5.1 months for C25 and 5.3 months for D75 (NS). Tumour 
responses were superior in C25 (41.6%) compared to D75 (30.9%), 
p=0.0370. Other secondary endpoints did not significantly differ 
across dose groups. Adverse events (AEs) grade 3-4 were 41.2% in 
C20, 60.1% in C25 and 46.0% in D75; pts discontinuing treatment due 
to an AE were 25.2% in C20, 31.7% in C25 and 33.9% in D75. Febrile 
neutropenia, diarrhea and hematuria were more frequent in C25; 
peripheral neuropathy, peripheral edema, alopecia and nail disorders 
were more frequent in D75. 

Conclusions: C20 and C25 did not demonstrate superiority for OS 
compared to D75 in CN mCRPC pts. Among secondary endpoints 
only tumour responses were significantly superior for C25. AEs were 
less frequent in C20 for most categories. Clinical trial information: 
NCT01308567

CARE FACULTY PERSPECTIVE: Chemotherapy still has an 
important role in mCRPC. Prior to the introduction of cabazitaxel, 
docetaxel was the only chemotherapy available for men whose prostate 
cancer no longer responded to hormone treatments. This study tested 
the hypothesis that cabazitaxel would have superior efficacy compared 
to docetaxel. This study by Sartor et al (Abstract 2006) shows that in 
taxane naïve mCRPC patients, cabazitaxel is no better than docetaxel, 
and docetaxel therefore remains our first choice in the first line setting. 

In the study by De Bono et al. (Abstract 5008), investigators investigated 
whether cabazitaxel at 20 mg/m² (C20) would yield similar (non 
inferior) clinical outcomes than cabazitaxel 25 mg/m² (C25). Results 
confirm non-inferior clinical outcomes using the lower dosage, but 
response rates were higher in patients treated with higher doses. From 
this study, most patients are now likely to be treated at 20 mg/m2 but 
younger, fitter patients with higher burden disease may still benefit 
most from 25 mg/m2 on an individualized basis. 

" T H I S  S T U D Y  S U G G E S T S  T H A T 

A D T + D  N O T  O N L Y  P R O V I D E S  A 

S U R V I V A L  B E N E F I T ,  B U T  A L S O 

P R E S E R V E S  A  B E T T E R  Q o L  F O R 

m H S P C  L O N G E R  T H A N  A D T  A L O N E . "
RELATED ABSTRACT OF INTEREST: 

ASCO 2016. ABSTRACT 5008: Phase III non-inferiority study 
of cabazitaxel (C) 20 mg/m2 (C20) versus 25 mg/m2 (C25) in 

patients (pts) with metastatic castration-resistant prostate cancer 
(mCRPC) previously treated with docetaxel (D)

Johann S. De Bono et al.
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ASCO 2016. ABSTRACT 5061. IMAAGEN trial safety and efficacy 
update: Effect of abiraterone acetate and low-dose prednisone on 
prostate-specific antigen and radiographic disease progression in 
patients with non-metastatic castration-resistant prostate cancer.
Charles J. Ryan et al.

Results: At the time of database cutoff, 44 (33.6%) of the 131 enrolled 
pts remained on study treatment, and Kaplan-Meier estimate of 
median follow-up was 40.0 months. Mean age was 72 (48-90) years. 
Median time to PSA progression was 28.7 months (95% CI 21.2, 38.2). 
With 31 confirmed progression events, the median time to radiographic 
progressive disease was not reached; however, in a sensitivity analysis 
including 15 additional unconfirmed progressions that led to initiation 
of new therapy, the median time to radiographic progressive disease 
was 41.4 months (95% CI 27.6, NE). 96.2% of pts had an adverse event 
(AE) (61.1% had a Grade ≥ 3 AE) and 43.5% had a serious AE (SAE) 
(41.2% had a Grade ≥ 3 SAE). 15.3% of pts had AEs resulting in study 
treatment discontinuation. Seven pts had AEs resulting in death.

Conclusions: Treatment of high-risk nmCRPC patients with AA+P5 
resulted in a median time to PSA progression of 28.7 months and 
a median time to radiographic progressive disease of 41.4 months. 
The safety profile of AA+P5 reported in this update is consistent 
with the safety profile from previously reported studies of AA 1000 
mg in combination with either 5 or 10 mg prednisone. Clinical trial 
information: NCT01314118

ASCO 2016. ABSTRACT 5059. Effects of abiraterone (ABI) and 
enzalutamide (ENZA) on cognitive impairment and depressive 
symptoms in patients (pts) with metastatic castration-resistant 
prostate cancer (mCRPC)
Sunil Parimi et al.

Results: 60 pts with a minimum follow-up of 3 months were evaluated: 
27 and 33 were randomized to ABI and ENZA, respectively. 10 were 
non-evaluable for Montreal Cognitive Association (MoCA) test and 7 
for Patient Health Questionnaire (PHQ-9) data. At baseline, median 
score for MoCA was 25 (range 13-30) and 3 for PHQ-9 (range 0-20). 
Similar proportions of pts in the ABI and ENZA arms had some baseline 
impairment in PHQ-9 (33.3%, 31.3%) and MoCA scores (76.9%, 74.2%). 
Change from baseline to Cycle 4 in MoCA and PHQ-9 severity levels 
are shown in the Table. There was a trend for a greater proportion 
of pts treated with ENZA as compared to ABI to have a worsening 
cognitive impairment score (p = 0.20). Significantly more pts in the 
ENZA arm had a worsening depression severity score (P = 0.03). A 
greater number of ENZA pts reported worsening on PHQ-9 questions 
related to energy, appetite, and psychomotor symptoms.  

Changes in Depression Severity from Baseline to 12 Weeks

Change in Cognitive Impairment from Baseline to 12 Weeks

Conclusions: In this preliminary analysis, there were more pts with 
a worsening severity of reported depression symptoms and a trend 
towards an increase in cognitive impairment with ENZA as compared 
to ABI. These data help to characterize and define the incidence of 
these symptoms. Clinical trial information: NCT02125357

" P A T I E N T S  W H O  R E C E I V E D 

A B I R A T E R O N E  M A Y  H A V E  H A D  A N 

I M P R O V E M E N T  I N  O V E R A L L  P AT I E N T 

H E A L T H / D E P R E S S I V E  S Y M P T O M S 

A N D  C O G N I T I V E  I M P A I R M E N T , 

C O M P A R E D  T O  E N Z A L U T A M I D E . "

ABIRATERONE

WORSE
4%

NO CHANGE
OR BETTER

96%

WORSE
19%

NO CHANGE
OR BETTER

81%
P=0.035

ENZALUTAMIDE

Percentage of patients experiencing decrement to a moderate or severe category
• ABI Arm: 2%
• ENZA Arm: 6.1%

CARE FACULTY PERSPECTIVE: This study was conducted in 
Canada and was one of the first head-to-head trials of abiraterone 
and enzalutamide that compared cognitive impairment and depressive 
symptoms in patients with metastatic castrate resistant prostate cancer. 
With the variety of available agents in this category, we must consider 
a number of factors to determine which agent to use first,  and which 
sequence of agents is optimal for a given patient. 

One of the most important factors is toxicity, as side effects of therapy 
can have a negative impact on patients’ quality of life and their 
compliance to treatment. From the very preliminary, short term results 
of this study, it appears that patients who received abiraterone may have 
had an improvement in overall patient health/depressive symptoms (ie. 
increased energy, appetite, etc.) and cognitive impairment, compared 
to enzalutamide. While this is an interesting study to consider, data is 
still early and the sample size was modest.We await further data to 
verify these findings. 

WORSE
2%

NO CHANGE
OR BETTER

98%

ABIRATERONE ENZALUTAMIDE

NO CHANGE
OR BETTER

87%

WORSE
13%

Percentage of patients experiencing decrement to a moderate or severe category
• ABI Arm: 0%
• ENZA Arm: 2.2%

P=0.059
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UROTHELIAL CARCINOMA
ASCO 2016. LBA4500: IMvigor210 cohort 1 report in Urothelial 
carcinoma Atezolizumab (atezo) as first-line (1L) therapy in cisplatin-
ineligible locally advanced/metastatic urothelial carcinoma (mUC): 
Primary analysis of IMvigor210 cohort 1
Arjun Vasant Balar et al.

Results: 119 efficacy/safety-evaluable pts of any PD-L1 IC had a median 
age of 73 y: 21% ≥ 80 y. 18% had prior systemic tx (21% [neo]adjuvant); 
10% had radiotherapy. 66% had visceral mets. 71% had CrCl < 60 
mL/min; 13% had hearing loss ≥ 25 dB; 6% had prior PN ≥ G2; 20% 
had ECOG PS2. ORR was 19% (95% CI 13-28; 5% CR), and responses 
occurred in all IC subgroups (includes DCR/PFS/OS) and in pts with 
poor prognostic factors. 22/23 responses were ongoing with mDOR 
not reached. Median follow-up was 8.5 mo (range 0.2-14.3); median tx 
duration was 15 wk. Atezo was generally well tolerated. Tx-related all-G 
and G3-4 AEs were seen in 64% and 12% of pts, respectively. Related 
all-G AEs ≥ 10% included fatigue, pruritus, diarrhea. 1 G5 related AE 
occurred (sepsis). 3% had a G3-4 immune-mediated AE.

Conclusions: Atezo has clinically meaningful activity in 1L cisplatin-
ineligible mUC pts, and preliminary OS is encouraging. The durable 
nature of response and favourable AE profile makes this an attractive 
alternative to chemo. Clinical trial information: NCT02108652

RELATED ABSTRACTS OF INTEREST: 

ASCO 2016. ABSTRACT 4501. Efficacy and safety of nivolumab 
monotherapy in metastatic urothelial cancer: Results from the phase 

I/II CheckMate 032 study.

Padmanee Sharma et al.

ASCO 2016. ABSTRACT 4502. Safety and efficacy of durvalumab 
(MEDI4736), an anti-PD-L1 antibody, in urothelial bladder cancer

Christophe Massard et al.

RENAL CELL CARCINOMA
ASCO 2016. ABSTRACT 4506.  Overall survival (OS) in METEOR, 
a randomized phase 3 trial of cabozantinib (Cabo) versus everolimus 
(Eve) in patients (pts) with advanced renal cell carcinoma (RCC)
Toni K. Choueiri et al.

Results: From Aug 2013–Nov 2014, 658 pts were randomized. As of 
31 Dec 2015, with a minimum follow-up of 13 mo, 320 deaths were 
recorded (140 for Cabo and 180 for Eve). 74 (22%) pts remained on 
therapy in the Cabo arm vs 25 (8%) pts in the Eve arm. The secondary 
endpoint of improved OS for Cabo-treated pts was met. The median 
OS was 21.4 mo for Cabo vs 16.5 mo for Eve, with a 33% reduction in 
the rate of death (HR 0.67, 95% CI 0.53 to 0.83, P=0.0003). Landmark 
estimates of survival at 18 mo were 58% in the Cabo arm vs 47% of 
the Eve arm. OS benefit with Cabo was consistently observed across 
all prespecified subgroups including MSKCC risk group, number and 
type of prior VEGFR TKIs, prior anti-PD-1/PD-L1 treatment, location 
and extent of tumour metastases, and tumour MET expression level. 
SAEs were consistent with the safety profile previously reported. 

Conclusions: Cabo is the only agent to demonstrate a significant 
benefit in OS, PFS, and ORR in a Phase 3 trial in previously treated pts 
with advanced RCC. Cabo is an important new treatment option for 
these patients. Clinical trial information:NCT01865747

CARE FACULTY PERSPECTIVE: The treatment of renal cell 
carcinoma (RCC) post-TKI treatment is changing dramatically this year.  
Immuno-Oncology (I-O) agents (ie. nivolumab) are now part of the 
treatment algorithm, as is the small molecule TKI cabozantinib. Both 
agents are likely to become approved agents in Canada in the near 
future, given the statistically and clinically significant benefit seen with 
OS, PFS and ORR in these two Phase 3 trials. Many trials are currently 
being performed to assess the role of various I-O strategies in less 
advanced disease, such as treatment naïve metastatic settings and 
adjuvant, high risk patients.

V I S IT TH E C A R E YO U T U B E CH A N N E L   

FOR AN UPDATE FROM  
C ARE ONCOLOGY FACU LT Y M EM B ER 

DR . SÉBA STIEN HOT TE
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GASTROINTESTINAL 
CANCER

What follows is an overview of the presentation made by Dr. Sharlene Gill at the CARE at ASCO education meeting, and is augmented with 
abstract content from ASCO  2016 and additional perspectives from the CARE Oncology Faculty.

GASTRIC CANCER
ASCO 2016. ABSTRACT 4000. A multicenter randomized phase 
III trial of neo-adjuvant chemotherapy followed by surgery and 
chemotherapy or by surgery and chemoradiotherapy in resectable 
gastric cancer: First results from the CRITICS study.
Marcel Verheij et al.

Results: Between January 2007 and April 2015, 788 patients from 
The Netherlands, Sweden and Denmark were randomized (393 CT; 
395 CRT). Baseline characteristics were well balanced with 70% males 
and a median age of 61 years. 84% completed 3 cycles before surgery. 
In the CT arm 46% and in the CRT arm 55% completed treatment 
according to protocol. After a median follow-up of 50 months, 405 
patients have died. The 5-year survival is 41.3% for CT and 40.9% for 
CRT (p=0.99). Toxicity was mainly hematological (grade III or higher: 
44% vs 34%; p=0.01) and gastrointestinal (grade III or higher: 37% vs 
42%; p=0.14) for CT and CRT, respectively. 

Conclusion: No significant difference in overall survival was found 
between postoperative chemotherapy and chemoradiotherapy. 
Clinical trial information: NCT00407186

ESOPHAGEAL CANCER 
ASCO 2016. ABSTRACT 4002. Discontinuation of first-line 
chemotherapy (CT) after 6 weeks of CT in patients (pts) with 
metastatic squamous-cell esophageal cancer (MSEC): A randomized 
phase II trial.
Antoine Adenis et al.

Results: 105 pts were included, and 101 received CT (FOLFOX: 76/101; 
LV5FU2-CDDPq2w: 18/101; TPF: 4/101, FU-CDDPq3w: 3/101). 67/101 pts 
free from PD at 6 wks were randomized. Baseline pts characteristics 
were as follows: median age: 64; male gender: 54/67; PS ≤1/2: 61/6; 
number of metastatic sites 1/≥2: 31/36; BMI<18.5kg/m²: 6/67; prior 
exposure to CT (combined to radiation therapy and/or surgery): 37/67. 
64/67 pts were eligible and treated (arm A 31, arm B 33). CTs were 
LV5FU2-CDDPq2w 7/31, FOLFOX 24/31. ITT 9-months OS rate was 
50% (85%-CI: 37-62) for arm A and 44% (85%-CI: 31-56) for arm B. 
PFS after randomization was 2.8 mo (95% CI: 1.7-5) for arm A, and 1.4 
mo (95% CI: 1.4-2.7) for arm B. Tolerance was good, as expected with 
the CT we used. 

Conclusions: Inpts with MESC free from PD after 6 wks of 5FU/
platinum-based CT who were randomized to the CT-continuation 
arm, 9-month OS rate in arm A was 50%. Despite a trend in OS and 
PFS favoring arm A, it does not appear that CT continuation provides 
much clinical benefit over CT discontinuation plus BSC, in such pts. 
Results of quality of life and medical costs are awaited. Clinical trial 
information: NCT01248299

VI S IT TH E C AR E YO UTU B E CHAN N E L   

FOR AN UPDATE FROM  
C ARE ONCOLOGY FACU LT Y MEMBER 

DR . SHARLENE GILL
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" G E M C I T A B I N E  +  C A P E C I T A B I N E 

R E P R E S E N T S  A  N E W  S TA N D A R D  O F  C A R E 

F O R  T H E  A D J U V A N T  M A N A G E M E N T  O F 

P AT I E N T S  W I T H  R E S E C T E D  P A N C R E AT I C 

A D E N O C A R C I N O M A . "

PANCREATIC CANCER
ASCO 2016. ABSTR ACT 4008. PET-PANC: Multi-centre 
prospective diagnostic accuracy and clinical value trial of 
FDG PET/CT in the diagnosis and management of suspected  
pancreatic cancer.
Paula Ghaneh et al. 

Results: Between January 2011 and April 2013 589 patients with 
suspected pancreatic cancer underwent MDCT and FDG PET/CT in 18 
UK centres. 550 patients had complete data and in range FDG PET/CT. 
261 patients (47%) had pancreatic ductal adenocarcinoma (PDAC). For 
the diagnosis of PDAC, both sensitivity (92.7% [95% CI 89.6%, 95.9%] 
compared to 88.5% [95% CI 84.6%, 92.4%], p=0.010) and specificity 
(75.8% [95% CI 70.8%, 80.7%] compared to 70.6% [95% CI 65.3%, 
75.8%] p=0.023) were significantly higher for FDG PET/CT than MDCT. 
FDG PET/CT correctly changed the staging of PDAC in 56 patients 
(14%) (p=0.001). FDG PET/CT influenced management in 250 (45%) 
of patients. FDG PET/CT stopped futile resection in 58 patients (20%) 
due to have surgery. FDG PET/CT was associated with a QALY gain 
of 0.0157 (95% CI -0.0101, 0.0430) and cost saving of £645 (95% CI 
-£1314, £2743). In the base case model FDG PET/CT dominated MDCT 
alone and is likely to be cost effective for the UK NHS. 

Conclusions: FDG PET/CT provided significant incremental diagnostic 
benefit in the diagnosis of pancreatic cancer and had a significant 
influence on the staging and management of patients. FDG PET/CT 
was cost effective at current reimbursement rates for FDG PET/CT to 
the UK NHS. Clinical trial information: 73852054.

ASCO 2016. ABSTRACT 4007. MAESTRO: A randomized, double-
blind phase III study of evofosfamide (Evo) in combination with 
gemcitabine (Gem) in previously untreated patients (pts) with 
metastatic or locally advanced unresectable pancreatic ductal 
adenocarcinoma (PDAC).
Eric Van Cutsem et al.

Results: From Jan 2013 to Nov 2014, 693 pts were randomized (346 
Evo/Gem, 347 Pbo/Gem). Baseline characteristics were balanced. 
Median OS was 8.7 mo with Evo/Gem vs 7.6 mo with Pbo/Gem; HR 
= 0.84 (95% CI: 0.71–1.01, p = 0.059). Median PFS was 5.5 mo with 
Evo/Gem vs 3.7 mo with Pbo/Gem; HR = 0.77 (95% CI: 0.65–0.92,  
p = 0.004). Best ORR was 20% with Evo/Gem vs 16% with Pbo/Gem; 
odds ratio (OR) = 1.32 (95% CI: 0.88–1.97, p = 0.17). Confirmed ORR 
was 15% with Evo/Gem vs 9% with Pbo/Gem; OR = 1.90 (95% CI: 1.16 
– 3.12, p = 0.009). Most common non-hematologic AEs of nausea 
(47%), decreased appetite (35%) and vomiting (33%) were similar 
across arms. Hematologic AEs of neutropenia, thrombocytopenia and 
anemia were more frequent with Evo/Gem. AEs leading to death were 
9% with Evo/Gem vs 11% with Pbo/Gem. AEs leading to treatment 
discontinuation were 17.9% on Evo/Gem and 15.6% on Pbo/Gem. 

Conclusions: The primary endpoint was not met as difference in 
OS time was not statistically significant. Evo/Gem showed signs of 
antitumor activity with longer PFS and higher ORR. The safety profile 
was similar to that previously reported. Clinical trial information: 
NCT01746979

CARE FACULTY PERSPECTIVE: This trial unfortunately failed to 
reach a statistically significant survival in the phase 3 setting, however 
there are signals of activity so we hope to investigate subsets of patients 
who may respond to evofosfamide.

ASCO 2016. LBA 4006 ESPAC-4: A multicenter, international, 
open-label randomized controlled phase III trial of adjuvant 
combination chemotherapy of gemcitabine (GEM) and capecitabine 
(CAP) versus monotherapy gemcitabine in patients with resected 
pancreatic ductal adenocarcinoma
John Neoptolemos et al.

Results: Between Nov 10 2008 and Sep 11 2014, 732 patients were 
randomized with 730 included in the full analysis set (366 GEM, 
364 GEM/CAP). Median age was 65 years, 57% were men. WHO 
performance status was 0, 1 or 2 in 42%, 55% and 3% respectively. 
Postoperative median CA19-9 was 19 kU/L. Median maximum tumour 
size was 30 mm, 60% were R1 resections, 80% were node positive and 
40% were poorly differentiated. On Dec 11 2015 the Independent Trial 
Steering Committee requested that the trial proceed to full analysis. 
The data freeze was on March 2 2016. Median survival (months) for 
patients treated with GEM/CAP was 28.0 (95% CI, 23.5 – 31.5) and 
25.5 (22.7 – 27.9) for GEM. Stratified log-rank analysis revealed an 
HR=0.82 [95% CI, 0.68 – 0.98]; χ2 (1) = 4.61, P=0.032. 196 out of 
366 GEM patients in the safety set reported 481 grade 3/4 adverse 
events, while 226 out of 359 GEM/CAP patients reported 608 grade 
3/4 adverse events (P=0.242). 

Conclusions: Adjuvant GEM/CAP for pancreatic cancer had a 
statistically significant improvement in survival compared to GEM 
monotherapy. Clinical trial information: ISRCTN96397434.

CARE FACULTY PERSPECTIVE: This trial demonstrated a 
near-doubling of the 5 year survival rate from 16% to 29%, and the 
combination was well-tolerated.  

Gemcitabine + capecitabine represents a new standard of care for 
the adjuvant management of patients with resected pancreatic 
adenocarcinoma.  The full publication of this trial is eagerly awaited.
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COLORECTAL CANCER
ASCO 2016. ABSTRACT 3504. Impact of primary (1o) tumor 
location on overall survival (OS) and progression-free survival (PFS) 
in patients (pts) with metastatic colorectal cancer (mCRC): Analysis 
of CALGB/SWOG 80405 (Alliance).
Alan P. Venook et al.

Results: KRAS wt pts: Median age = 59; synchronous = 78%. 1° site: 
R – 280 (25%); L – 689 (61%); T- 62 (5%); unsure – 106 (9%). OS & PFS 
difference by side statistically significant if adjusted for age, gender, 
BV / Cet, chemotherapy, prior therapy. There was a significant 1° side 
by biologic interaction (P int = 0.003, PFS and OS) but not by chemo, 
gender or RAS. OS, L-sided: Cet v BV, superiority (Log rank p = 0.04); 
R-sided: BV v Cet, superiority (p = 0.03). Results similar for PFS and 
if T colon allocated to R side. KRAS mut pts: 1°s: R - 35%; L- 50%. No 
statistically significant difference in any subset although OS favors L 
> R (only OS data shown). 

Conclusions: mCRC arising in the R v L colon are clinically different. 
In KRAS wt mCRC, pts w/ L-sided 1° tumor have superior OS and PFS 
v pts w/ R-sided 1°. Though not pre-planned analyses, OS and PFS 
were prolonged w/ Cet in L and w/BV in R but were poorer w/ Cet in 
R. Forthcoming molecular analysis of 1°s - e.g. BRAF, MSI, methylation 
- may provide a biological explanation. For now, stratification in mCRC 
studies by R v L 1° sidedness is indicated. These data support BV in 1st 
line treatment for mCRC pts w/R-sided 1° tumour regardless of KRAS 
status. Clinical trial information: NCT00265850

CARE FACULTY PERSPECTIVE: This was an interesting study as 
it investigated whether the primary tumour location in mCRC had an 
impact on survival. Irrespective of which biologic patients received, 
patients with metastatic disease who have right-sided primary CRC, 
do worse than patients with left-sided CRC. 

This raises questions about the molecular biology of proximal vs distal 
cancers, and adds to the understanding of the molecular taxonomy 
of cancers.

ASCO 2016. ABSTRACT 3507. CREST: Randomised phase III 
study of stenting as a bridge to surgery in obstructing colorectal 
cancer—Results of the UK ColoRectal Endoscopic Stenting  
Trial (CREST).
James Hill et al.

Results: 246 patients from 39 units were randomized between 2009 
and 2014 with 98% complying with allocated treatment. 92% were 
treated with curative intent. 30-day post-operative mortality (5.3% 
vs 4.4%) and length of hospital stay [15.5 days (IQR 10-26) vs 16 days 
(10-27)] were similar with stenting and surgery. Stenting achieved 
relief of obstruction in 82% of patients and reduced stoma formation; 
69% emergency surgery vs 45% with stenting as a bridge to surgery 
(p < 0.001). There were no significant differences in QoL at 3 and 
12 months or critical care utilization. 1 year mortality for potentially 
curative patients did not differ by treatment group. 

Conclusions: CReST is the largest trial of endoluminal stenting in 
obstructing colorectal cancer. In patients fit enough to undergo 
surgery, stenting as a bridge to surgery reduced stoma formation 
without a detrimental effect on one-year survival. Post-operative 
mortality, length of hospital stay, critical care usage and Quality of 
Life were not different between the two treatment groups. Clinical 
trial information: 13846816.

ASCO 2016. ABSTRACT 103. Programmed death-1 blockade in 
mismatch repair deficient colorectal cancer.

Dung T. Le et al.

Results: A total of 53 patients (Cohort A: n = 28, Cohort B: n = 25) were 
treated. Median follow up time is 8.7 months. RR and DCR were 50% 
(14/28, 95% confidence interval (CI): 31-69%) and 89% (25/28) for 
Mismatch repair deficient (dMMR) CRC and 0% (0/25, 95% CI: 0-14%) 
and 16% (4/25) for pMMR CRC, respectively. Twenty-one of 28 dMMR 
CRC patients remain on study. Median PFS was not reached (NR) for 
dMMR CRC and 2.4 months for pMMR CRC (HR = 0.135; 95% CI 0.043 
to 0.191; p=<0.0001). Median OS was NR for dMMR vs. 6 months for 
pMMR (HR = 0.247; 95% CI 0.117 to 0.589; p=0.001). For dMMR CRC, 
the PFS rates was 61% at 24 months and the OS rate was 66% at 24 
months. Among patients with an objective response (n=14), only 1 
has developed secondary resistance to pembro with a solitary brain 
metastasis after 4.6 months of therapy. 

Conclusions: Patients with dMMR CRC receive durable clinical benefit 
with pembrolizumab. Clinical trial information: NCT01876511

CARE FACULTY PERSPECTIVE: CRC has been deemed as 
‘immuno-cold’, with the exception of a small subset of patients that 
have deficient mismatch repair colorectal cancer or microsatellite 
instability. This trial shows encouraging and durable responses in this 
subset. More data is anticipated.

" P AT I E N T S  W I T H  M E TA S TAT I C  D I S E A S E 

W H O  H A V E  R I G H T - S I D E D  P R I M A R Y 

C R C ,  D O  W O R S E  T H A N  P A T I E N T S  W I T H 

L E F T - S I D E D  C R C . "
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PERSPECTIVES - ASCO 2016

HEAD & NECK  
CANCER

What follows is an overview of the presentation made by Dr Denis Soulières at the CARE at ASCO education meeting, and is augmented with 
abstract content from ASCO 2016 and additional perspectives from the CARE Oncology Faculty.

METASTATIC DISEASE
ASCO 2016. ABSTRACT 6008. BERIL-1: A phase II, placebo-
controlled study of buparlisib (BKM120) plus paclitaxel in patients 
with platinum-pretreated recurrent/metastatic head and neck 
squamous cell carcinoma (HNSCC).
Denis Soulières et al.

Results: As of August 31, 2015, 158 pts were randomized to receive 
BUP + PAC vs PBO + PAC (n = 79 each), with 10 (13%) and 7 (9%) pts 
ongoing, respectively. Median age was 59 vs 58 years; 29% vs 39% of 
pts had laryngeal/hypopharyngeal primary tumors; 67% vs 79% were 
human papillomavirus ( )̀-negative; and 52% vs 38% had received a 
prior EGFR inhibitor. Primary reasons for treatment discontinuation 
were PD in 46% vs 60% of pts, and adverse events (AEs) in 9% vs 14%. 
Median PFS was improved for BUP vs PBO (4.6 vs 3.5 months; hazard 
ratio [HR] 0.65 [95% CI: 0.45–0.95]). Posterior probability of (HR < 1) 
was > 97.5%. The PFS improvement was consistent across exploratory 
subgroups. ORR was 39% vs 14%. Median OS at data cut-off was 10.0 vs 
6.5 months (HR 0.71 [95% CI: 0.46–1.1]), based on 84/112 (75%) planned 
deaths. Grade 3/4 AEs ( ≥ 10% of pts) were hyperglycemia (22% vs 3%), 
anemia (18% vs 12%), neutropenia (17% vs 5%), and fatigue (8% vs 10%). 

Conclusions: The BERIL-1 study met its primary endpoint, demonstrating 
improved PFS for the combination of BUP + PAC vs PAC, notably in 
pts with poor prognosis HNSCC (73% of pts were HPV-negative). The 
safety profile of the combination was manageable. Follow-up for final 
OS analysis is ongoing. Clinical trial information:NCT01852292

CARE FACULTY PERSPECTIVE: The combination of buparlisib with 
paclitaxel is superior to taxanes. While a greater advantage was seen 
with HPV negative patients, some benefit was derived for HPV positive 
patients as well. We await the overall survival data.

ASCO 2016. ABSTRACT 6009. Further evaluations of nivolumab 
(nivo) versus investigator’s choice (IC) chemotherapy for recurrent 
or metastatic (R/M) squamous cell carcinoma of the head and neck 
(SCCHN): CheckMate 141.

Robert L. Ferris et al.

Results: 361 pts were randomized, 240 to nivo and 121 to IC. A 30% 
reduction in risk of death was observed for nivo-treated pts with a 
median OS of 7.5 mo (95% CI: 5.5–9.1) for nivo and 5.1 mo (95% CI: 
4.0–6.0) for IC. Among pts with PD-L1 ≥1% expression, median OS for 
nivo vs IC was 8.7 vs 4.6 mo in pts ≥1%, 8.8 vs 4.6 mo for ≥5%, and 8.7 
vs 5.2 mo for ≥10%. Overall hazard ratio (HR) for OS of 0.70 (97.73% 
CI: 0.51–0.96) was consistently better for PD-L1 expression ≥1%: 0.56 
(95% CI: 0.37–0.84), for ≥5%: 0.50 (95% CI: 0.30–0.83), and for ≥10%: 
0.56 (95% CI: 0.31–0.99). Median PFS for nivo vs IC was 2.1 vs 2.0 mo 
(HR 0.64; 95% CI: 0.44–0.93) for PD-L1 ≥1%, 3.2 vs 2.0 mo (HR 0.53; 
0.33–0.84) for ≥5%, and 2.1 vs 2.1 mo (HR 0.53; 0.31–0.88) for ≥10%. 
ORR for nivo with PD-L1 ≥1%, ≥5%, and ≥10% was 18.2%, 25.9%, and 
32.6%, respectively, compared to 3.3%, 2.3%, and 2.9% for IC. Any 
grade treatment-related AEs (TRAEs) occurred in 59.3% and 77.5% 
of pts on nivo or IC, respectively. Grade 3/4 TRAEs occurred in 13.6% 
and 35.1% of pts. QoL and correlative biomarker data will be presented.

Conclusions: Nivo demonstrated significant OS benefit compared 
to IC. OS and ORR improvement was greater with PD-L1 expression 
≥1%. Nivo had a lower incidence of TRAEs compared to IC. Nivo is the 
first immune checkpoint inhibitor to demonstrate improved OS in a 
randomized controlled trial in R/M SCCHN. Clinical trial information: 
NCT02105636

CARE FACULTY PERSPECTIVE: Not only did this study compare 
survival and response rates of nivolumab vs. investigators choice (MTX, 
docetaxel, or cetuximab), it also looked at PD-L1 expression and HPV 
status. An interesting finding from this study was that patients with 
HPV had a better prognosis.

VI S IT TH E C AR E YO UTU B E CHAN N E L   

FOR AN UPDATE FROM  
C ARE ONCOLOGY FACULT Y MEMBER 

DR . DENIS SOULIÈRES 
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PERSPECTIVES - ASCO 2016

HEAD & NECK  
CANCER

ASCO 2016. ABSTR ACT 6011.  Preliminary results from 
KEYNOTE-055: Pembrolizumab after platinum and cetuximab 
failure in head and neck squamous cell carcinoma (HNSCC).
Joshua Bauml et al.

Results: In total, 172 pts were enrolled for safety, efficacy, and biomarker 
analyses. Preliminary analyses for this abstract focus on the first 50 pts 
enrolled. Median age was 59 y; 80% were male; 84% had ≥ 2 prior lines 
of therapy for metastatic disease. Median follow-up time was 6.8 mo 
(range, 0-12.1). Thirty-five (70%) pts experienced a treatment-related 
AE (TRAE), with 6 (12.0%) pts experiencing a grade 3-5 TRAE. Two 
(4%) pts discontinued and 1 (2%) pt died because of a TRAE. AEs of 
special immunologic interest occurred in 11 (22%) pts; hypothyroidism 
(n = 7; all grade 2) and pneumonitis (n = 2, grade 2; n = 1, grade 5) were 
the most common. Nine pts had a confirmed PR for an ORR of 18.0% 
(95% CI 8.6-31.4). Five pts had ongoing responses at the data cutoff. 
The stable disease rate was 18.0% (n = 9; 95% CI 8.6-31.4). 

Conclusions: These preliminary results confirm findings from 
KEYNOTE-012, which demonstrate that pembrolizumab has clinically 
significant antitumor activity and is well tolerated among pts with 
heavily pretreated R/M HNSCC. Further analyses in the total study 
population, including HPV status and response by anatomic site, will 
be presented. Clinical trial information: NCT02255097

LOCALLY ADVANCED DISEASE

ASCO 2016. ABSTRACT 6000. Induction docetaxel platinum 
5-FU (TPF) followed by cetuximab-radiotherapy (cetux-RT) versus 
concurrent chemo-radiotherapy (CT/RT) in patients with N2b/c-N3 
non operated stage III-IV squamous cell cancer of the head and neck 
(SCCHN): Results of the GORTEC 2007-02 phase III randomized trial.

Lionnel Geoffrois et al.

Results: Between 2009 and 2013, 370 pts were randomized. The 
median follow-up was 31.2 months. There is no difference in PFS, 
median 11.5 m (arm A) vs 12.5 m (arm B); HR = 0.95, [95%CI 0.72-1.27; 
p = 0.74]. At the analysis time, 103 deaths were observed in arm A 
and 107 in arm B. There is no difference in median OS, 24.6 m vs 22.8 
m; HR = 1.10; [95%CI 0.84-1.45; p = 0.48]. At 24 months, loco-regional 
control was 46.6% vs 43.3; HR = 0.97; [95%CI 0.73-1.30; p = 0.85] and 
distant free metastasis 86.4% vs 92.9% HR = 0.50; [95%CI 0.22-1.11;  
p = 0.081]. Grade 3-4 neutropenia occurred in 25.8% of pts in arm B 
vs none in arm A. 

Conclusions: GORTEC 2007-02 failed to demonstrate any superiority 
of induction Taxotere-Platinum-5FU (TPF) followed by cetux-RT 
vs CT/RT in this category of very poor prognosis locally advanced 
SCCHN. CT/RT remains the standard of care in this population. Clinical 
trial information: NCT01233843.

ASCO 2016. ABSTRACT 6001. Randomized phase III trial of 
induction chemotherapy (ICT) with docetaxel-cisplatin-5fluorouracil 
(DCF) followed by cisplatin-radiotherapy (CRT) or cetuximab-
radiotherapy (CetRT) in patients (pts) with locally advanced 
unresectable head and neck cancer (LAUHNC)
Ricardo Hitt et al.

Results: 530 pts were enrolled and 407 randomized (arm A: 205; arm 
B: 202). Median age 56 years , 89% male, ECOG 1: 70%, oropharynx 
and hypopharynx: 64%, T3/T4: 81%, N2/N3: 76%. During ICT the major 
causes of discontinuation were progressive disease or toxicity (24%). 
Median number of DCF cycles was 3 (range 0-3). RR during ICT was 
71%. Toxicity G3/4 was observed in 40% of pts. After randomization the 
median number of cisplatin cycles was 3 (range 1-3), median number of 
cetuximab cycles was 8 (range 1-15) and median dose of radiotherapy 
was 70Gy (range 62-72 Gy). After CRT and CetRT, RRs were 72% and 
78%, respectively. Toxicity (G3/4 RTOG) during CRT and CetRT were 
36% and 32%, respectively. With a median follow up of 36 months LRC 
were 56% in arm A vs. 52% in arm B ( hazard ratio (HR), 1.13; 95% CI , 
0.84 to 1.51 ) p value = 0.4.

Conclusions: This is the first randomized Phase III trial that compare 
CRT vs. Cet RT after ICT in pts with LAUHNC. The RR, toxicity and 
LRC were similar in both arms. With a long follow up, data of survival 
will be present in the meeting. Clinical trial information: NCT00716391

CARE FACULTY PERSPECTIVE: Trial results from 6000 & 6001 
do not allow us to conclude whether neoadjuvant chemotherapy is 
necessary, or whether cetuximab is equivalent to chemotherapy + RT 
in patients with Stage III-IV squamous cell cancer of the head and neck. 
More research is needed in this area.

ASCO 2016. ABSTRACT 6022. Individual patient data meta-
analysis of the IMPACT of treatment site on the outcome of head 
and neck cancer patients treated within 6 randomized trials
Paolo Bossi et al.

Results: Globally, the outcome of 1022 patients was analyzed. Median 
follow up was 76 months (48-224). CS enrolled a higher median 
number of pts in respect to NCS (178 vs 115). In univariable analysis, 
NCS showed a higher risk of 3MD (OR 1.82; 1.09-3.04). In multivariable 
analysis, no difference was observed in OS, PFS and 3MD between CS 
and NCS; models with interaction centre-treatment showed that pts 
treated with RT and CT in NCS had a significantly worse OS (HR 1.47; 
1.08-2.02) and PFS (HR 1.54; 1.09-2.18). On the contrary no difference 
on outcome was identified with conventional/altered RT as single 
treatment. 

Conclusions: In this pooled analyses of several trials on advanced 
HNC, we saw that OS was significantly better at CS as compared to 
NCS when treatment consisted of combination of CT and RT. Our 
study adds to available evidence suggesting that high case volumes 
correlate with clinical outcome in HNC. In clinical trials on RT and CT, 
case volume may need to be a stratifying factor.

RELATED ABSTRACT OF INTEREST:

ASCO 2016. ABSTRACT 6012. Efficacy and safety of 
pembrolizumab in recurrent/metastatic head and neck squamous cell 
carcinoma (R/M HNSCC): Pooled analyses after long-term follow-up 

in KEYNOTE-012.
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PERSPECTIVES - ASCO 2016

BREAST CANCER  
& PALLIATIVE CARE

What follows is an overview of the presentation made by Dr. Daniel Rayson at the CARE at ASCO education meeting, and is augmented with 
abstract content from ASCO 2016 and additional perspectives from the CARE Oncology Faculty.

HER2 & ER BREAST CANCER
ASCO 2016. ABSTRACT 507. PALOMA-2: Primary results 
from a phase III trial of palbociclib (P) with letrozole (L) 
compared with letrozole alone in postmenopausal women with  
ER+/HER2– advanced breast cancer (ABC)
Richard S. Finn et al.

Results: PALOMA-2 is the phase 3 placebo-controlled trial arising 
from the randomized phase 2 PALOMA-1 trial. By 26 Feb 2016, 331 
PFS events occurred with baseline characteristics well balanced 
between treatment arms. Median PFS was 24.8 mo (P+L) vs 14.5 mo 
(PLB+L) (HR=0.58 [0.46–0.72], P<0.000001). ORR was improved 
with P+L (42.1% vs 34.7%, P=0.031; 55.3% vs 44.4% in pts with 
measurable disease [P=0.013]). CBR was 84.9% vs 70.3% (P<.0001). 
More common adverse events (AEs; all grades) with P+L vs PLB+L 
were neutropenia (79.5% vs 6.3%), fatigue (37.4% vs 27.5%), nausea 
(35.1% vs 26.1%), arthralgia (33.3% vs 33.8%) and alopecia (32.9% vs 
15.8%). Most common severity seen was G3 for neutropenia (56.1%) 
and G1 for the other AEs. Febrile neutropenia was seen only with P+L 
(1,6%). Permanent discontinuation due to AEs was 9.7% (P+L) vs 5.9% 
(PLB+L). OS data are immature with final OS analysis pending. 

Conclusion: PALOMA-2 expands and confirms the significant clinical 
benefit and safety of P+L in ER+/HER2– ABC pts who had not 
received prior systemic therapy for their advanced disease. Clinical 
trial information: NCT01740427

CARE FACULTY PERSPECTIVE: PALOMA-2 expands and confirms 
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. The PFS data essentially mirrors that observed in 
the smaller, non-placebo-controlled PALOMA-1 trial suggesting that 
the results are robust. Clinical trial information: NCT01740427

ASCO 2016. LBA 1. A randomized trial (MA.17R) of extending 
adjuvant letrozole for 5 years after completing an initial 5 years 
of aromatase inhibitor therapy alone or preceded by tamoxifen in 
postmenopausal women with early-stage breast cancer.

Paul E. Goss et al.

Results: A total of 1,918 women with early stage breast cancer were 
enrolled (median follow-up 75 months, 6.3 years). A total of 165 disease-
free survival (DFS) events (67 on letrozole [L] and 98 on placebo [PLB]) 
occurred, of which 42 versus 53 were distant recurrences on L and PLB, 
respectively. There were 200 deaths (100 in each treatment group). 
The 5 year DFS was 95% for patients receiving L versus 91% for those 
on PLB (HR 0.66; P = 0.01; two-sided log-rank test stratified by nodal 
status, prior adjuvant chemotherapy, interval between last dose of AI 
and randomization, and duration of prior tamoxifen at randomization) 
Most of the DFS advantage for L was due to a significant reduction in 
the incidence of contralateral new primary breast cancers. The 5-year 
overall survival rate was not statistically different (93%  for L v 94% 
for PLB-HR  0.97; P = 0.83). The annual incidence rate of contralateral 
breast cancer was 0.21% for subjects on letrozole versus 0.49% on 
placebo (P = 0.007). 

Conclusions: Compared to 5 years of AI treatment as initial therapy or 
preceded by 2-5 years of tamoxifen, extending AI treatment to 10 years 
significantly improves disease-free survival with  a major component 
of that improvement due to a reduction in new contralateral breast 
cancers. Further analyses will provide a comprehensive picture of 
toxicities and QOL. Clinical trial information: NCT00754845

RELATED ABSTRACT OF INTEREST:

ASCO 2016. LBA 506. Patient-reported outcomes from MA.17R: 
A randomized trial of extending adjuvant letrozole for 5 years after 
completing an initial 5 years of aromatase inhibitor therapy alone or 
preceded by tamoxifen in postmenopausal women with early-stage 

breast cancer.

Julie Lemieux et al.
V I S IT T H E C A R E YO U T U B E C H A N N E L   

FOR AN UPDATE FROM  
C AR E O N CO LOGY FAC U LT Y M EM B ER 

DR . DANIEL R AYSON 
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SUPPORTIVE & PALLIATIVE CARE

ASCO 2016. ABSTRACT 525.  Prevention of everolimus/
exemestane (EVE/EXE) stomatitis in postmenopausal (PM) women 
with hormone receptor-positive (HR+) metastatic breast cancer 
(MBC) using a dexamethasone-based mouthwash (MW): Results 
of the SWISH trial.
Hope S. Rugo et al.

Results: Prophylactic use of 0.5 mg/5 mL dexamethasone QID was 
studied for the prevention of mucositis due to everolimus. 92 women 
were enrolled with 86 being evaluable for efficacy. Median age was 61 
yrs (range 34-87); with 38% treated with EVE/EXE in the ≥ 2nd-line 
setting. Median dose intensity was 10 (range 3-14) and 25 mg (range 
8-25) for EVE and EXE. 95% of pts used the MW 3-4 times/day (median 
MW use/d = 3.95, range 1.9-4). The rate of ≥ Gr 2 stomatitis at 8 weeks 
was 2.4% (2 pts) with a Gr 1 rate of 17.4%; there were no ≥ Gr 3 events. 
A comparison of stomatitis incidence by grade between BOLERO-2 
and SWISH is shown in the Table. Mean pain scale score was < 1 at all 
visits; 86% of pts reported a normal diet at 8 wks. 12% discontinued 
EVE/EXE due to suspected related adverse events (most common: 
rash [2%], hyperglycemia [2%], stomatitis [1%] and pneumonitis [1%]). 

Study
Stomatitis Grade (%)

All 1 2 3 4

BOLERO-2 (total) 67 34 25 8 0

SWISH (at 8 weeks) 19.8 17.4 2.4 0 0

Conclusions: Prophylactic use of 0.5 mg/5 mL dexamethasone oral 
solution markedly decreases the incidence and severity of stomatitis 
in patients receiving EVE/EXE for MBC compared to the rates and 
severity observed in the BOLERO-2 trial and should be considered 
a new standard of care in this setting. Clinical trial information: 
NCT02069093

CARE FACULTY PERSPECTIVE: The BOLERO-2 trial observed a 
57% reduction in the risk of disease progression with the addition of 
everolimus to exemestane. Stomatitis was one of the most significant 
complications associated with mTOR inhibition and was dose limiting 
for many patients on the pivotal trial

The SWISH trial used a dexamethasone based mouthwash to help 
reduce the incidence and severity of stomatitis, and observed  
stomatitis rates that were significantly lower than in BOLERO-2. We 
can conclude that this dexamethasone based mouthwash can help 
to optimize adherence and quality of life for patients receiving the 
treatment combination of everolimus with exemestane.

ASCO 2016. ABSTRACT 539. BOLERO-2: Health-related quality-
of-life in metastatic breast cancer patients treated with everolimus 
and exemestane versus exemestane.
J. Thaddeus Beck et al.

Results: Baseline QLQ C30 GHS scores were not statistically 
significantly different across treatment groups (64.7 vs 65.3; difference 
-0.7 [95% CI; -4.3, 3.0]). The median TTD in HRQoL was 7.0 months 
(95% CI; 5.6, 8.3) for EVE+EXE vs 5.6 (95% CI; 4.2, 7.0) for EXE (P = 
.0792). Adjusted HR (0.80) approached significance (95% CI; 0.63, 
1.02). At the 10-point MID, median TTD for EVE+EXE was 9.7 months 
(95% CI; 8.3, 11.2) vs 8.4 months (95% CI; 6.3, 12.5) for EXE. Adjusted 
HR was 0.90 (95% CI; 0.69, 1.18). 

Conclusions: These additional analyses demonstrate that in addition to 
significantly improving PFS, EVE+EXE does not compromise HRQoL.

CARE FACULTY PERSPECTIVE: Quality of life for patients with 
metastatic breast cancer is an important treatment goal. The results 
from this study demonstrated that the PFS benefit observed with the 
combination of everolimus and exemestane did not result in a negative 
impact on quality of life on treatment. 

ASCO 2016. ABSTRACT 10003. Randomized trial of early 
integrated palliative and oncology care.

Jennifer S. Temel et al.

Results: Between 5/2/11 and 7/20/15, 350 pts (175 per arm) with 
advanced lung (n=191) or GI non-colorectal (n=159) cancer were 
randomized to early integration of palliative care (PC) with oncologic 
care versus standard integration of PC. Pts assigned to early PC had 
higher QOL (β=4.98, 95%CI: 1.58 to 8.38, p=0.004) and less depression 
on the PHQ-9 (β=-1.22, 95% CI: -2.40 to -0.02, p=0.047) at 24 weeks, 
but not at 12 weeks. There were no between-group differences in 
HADS at either time point. At 24 weeks, similar proportions of pts 
reported that their cancer was unlikely to be cured (36/105 [33.6%] in 
PC and 43/115 [37.4%] in usual care) but more pts assigned to early PC 
reported they discussed their EOL preferences (31/116 [30.2%] versus 
71/117 [14.5%], p=0.005). Patterns of change in QOL over time differed 
between lung and GI pts. 

Conclusions: Early PC improved QOL, decreased depression, and 
increased the frequency of EOL discussions in pts with newly diagnosed 
lung and GI cancer. The benefits of the integrated care model, first 
demonstrated for the advsanced lung cancer pt population, extend 
to other populations with newly diagnosed disease and include 
improved communication about EOL care. Clinical trial information: 
NCT01401907

CARE FACULTY PERSPECTIVE: In 2012, ASCO released a 
provisional clinical opinion on palliative care: “…combined standard 
oncology care and palliative care should be considered early in the 
course of illness for any pt with metastatic cancer and/or high symptom 
burden”. This study reinforces this opinion, encouraging specialists to 
integrate palliative care early on for all pts suffering from incurable 
disease. Interestingly, only a minority of pts in either arm reported 
that their cancer was unlikely to be cured despite participating in a 
randomized trial of early versus later palliative care integration to 
standard oncology care illustrating that there remains much work to 
be done to more closely align pt expectations with clinical realities and 
outcomes. Moving forward it will be important to determine how to 
best apply this to clinical practice across Canada. 

" W E  C A N  C O N C L U D E  T H A T  T H I S 

D E X A M E T H A S O N E  B A S E D  M O U T H W A S H 

C A N  H E L P  T O  O P T I M I Z E  A D H E R E N C E 

A N D  Q U A L I T Y  O F  L I F E  F O R  P A T I E N T S 

R E C E I V I N G  T H E  T R E A T M E N T 

C O M B I N A T I O N  O F  E V E R O L I M U S  W I T H 

E X E M E S T A N E . "
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PERSPECTIVES - ASCO 2016

HEMATOLOGY

What follows is an overview of the presentation made by Dr. John Kuruvilla at the CARE at ASCO education meeting, and is augmented with 
abstract content from ASCO 2016 and additional perspectives from the CARE Hematology Faculty.

MULTIPLE MYELOMA
ASCO 2016. ABSTRACT LBA 4. Phase III randomized controlled 
study of daratumumab, bortezomib, and dexamethasone (DVd) 
versus bortezomib and dexamethasone (Vd) in patients (pts) with 
relapsed or refractory multiple myeloma (RRMM): CASTOR study.
Antonio Palumbo et al.

Results: 498 pts (DVd, 251; Vd, 247) were randomized. Baseline 
demographics and disease characteristics were well balanced. 
Pts received a median of 2 prior lines of therapy (range 1-10). 66% 
received prior V (bortezomib); 76% received prior IMiD; 48% received 
prior PI and IMiD; 33% were IMiD-refractory; 32% were refractory 
to last line of prior therapy. With median follow-up of 7.4 months,  
D (daratumumab) significantly improved median PFS (61% reduction 
in risk of progression) and TTP for DVd vs Vd (Table). D significantly 
increased ORR (83% vs 63%, P<0.0001), and doubled rates of 
≥VGPR (59% vs 29%, P<0.0001), and ≥CR (19% vs 9%, P= 0.0012) 
for DVd vs Vd, respectively; median duration of response was NR vs 
7.9 months, respectively. Most common (>25%) AEs (DVd/Vd) were 
thrombocytopenia (59%/44%), peripheral sensory neuropathy (47%/ 
38%), diarrhea (32%/22%) and anemia (26%/31%). Most common 
grade 3/4 AEs (>10%) were thrombocytopenia (45%/33%), anemia 
(14%/16%), neutropenia (13%/4%). 7%/9% of pts discontinued due to 
a TEAE. D-associated infusion-related reactions (45% of pts) mostly 
occurred during the first infusion; most were grade 1/2 (grade 3/4,  
9%/0%).  

Table: Primary Outcomes

DVd Vd

PFS 

Median, mo NE 7.16

HR (95% CI) 0.39 (0.28, 0.53)

P <0.0001

TTP

Median, mo NE 7.29

HR (95% CI) 0.30 (0.21, 0.43)

P <0.0001

Conclusions: D significantly improved PFS, TTP, and ORR in 
combination with Vd vs Vd alone. DVd doubled both VGPR and  
sCR/CR rates vs Vd alone. Safety of DVd is consistent with the known 
safety profile of D and Vd. The addition of D to Vd should be considered 
a new standard of care for RRMM pts currently receiving Vd alone. 
Clinical trial information: NCT02136134

CARE FACULTY PERSPECTIVE: This was a practice changing trial 
that demonstrated an impressive hazard ratio favouring daratumumab 
in combination with bortezomib and dexamethasone over bortezomib 
and dexamethasone. Daratumumab represents another exciting 
option for relapsed/refractory MM patients in Canada. These findings 
are results of an interim analysis in which the study met its primary 
endpoint and the IDMC recommended to stop the trial early. 

Data is to be discussed with authorities to prepare for regulatory filings. 
We will now await the approval and funding process.

" T H I S  W A S  A  P R A C T I C E  C H A N G I N G  T R I A L  T H A T  D E M O N S T R A T E D  A N 

I M P R E S S I V E  H A Z A R D  R A T I O  F A V O U R I N G  D A R A T U M U M A B  I N  C O M B I N A T I O N 

W I T H  B O R T E Z O M I B  A N D  D E X A M E T H A S O N E  O V E R  B O R T E Z O M I B  

A N D  D E X A M E T H A S O N E . "
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CHRONIC LYMPHOCYTIC LEUKEMIA

ASCO 2016. ABSTRACT 7520. Outcomes with ibrutinib by line 
of therapy in patients with CLL: Analyses from phase III data.
Susan Mary O'Brien et al.

Results: We analyzed data from two phase 3 trials of ibr: PCYC-1115/16 
(RESONATE-2) in pts ≥ 65 with treatment naïve (TN) CLL; PCYC-1112 
(RESONATE) in previously treated (PT) CLL, excluding pts with del17p 
for a more homogenous dataset for analysis. Progression-free survival 
(PFS) and overall response rate (ORR) were assessed by investigator.  

In TN vs PT patients, median (med) age was 73 vs 66 yrs. PT patients 
had med 3 prior therapies including CD20 antibody (93%), purine 
analog (87%), or alkylating agents (93%; bendamustine 41%). Med 
PFS and OS were not reached (NR) for TN or PT patients, with 89-
92% progression free at 2 yrs for pts treated with ibr in 1st- or 2nd-
line. ORR was high regardless of LoT (91% in TN, 92% in PT patients). 
Most pts continue ibr. Adverse event (AE) profile was similar for both 
groups. Pts receiving ibr in earlier LoT were less likely to DC ibr due to 
progression (PD). Med OS post ibr DC is NR for pts who received ibr 
in 1st- or 2nd-line (n = 23) vs 7-9 m in 3rd-line and beyond (n = 34). 

Conclusions: Ibr led to favorable PFS and OS, and high ORR regardless 
of LoT in pts with CLL. Pts who received ibr in 1st- or 2nd-line were less 
likely to progress and experienced better post-ibr survival outcomes. 
Clinical trial information: NCT01578707 and NCT01722487

CARE FACULTY PERSPECTIVE: This trial combines the patients 
from multiple trials and compares ibrutinib-based therapy with 
standard therapies. It is not surprising to see that ibrutinib-treated 
patients treated as part of primary or second-line therapies appear to 
have higher rates of PFS compared to patients who receive treatment 
later in the disease course. 

We believe that using ibrutinib earlier in the disease course could 
translate to an OS advantage in patients, however further data with 
longer follow-up will be needed to confirm this hypothesis.

ACUTE MYELOID LEUKEMIA
ASCO 2016. 7000. Final results of a phase III randomized trial of 
CPX-351 versus 7+3 in older patients withnewly diagnosed high risk 
(secondary) AML
Jeffrey E. Lancet et al. 

Results: A total of 309 patients were randomized (153 to CPX-351 + 156 
to 7+3) and were well balanced for sex, race, age, performance status, 
AML-subtype, MDS-related cytogenetics and prior HMA therapy. 
After minimum follow-up of 13.7 months final analysis began.CPX-351 
treatment resulted in superior overall survival (HR=0.69; P=0.005; 
median OS 9.56 vs. 5.95 months), EFS (HR=0.74; P=0.021), and CR+CRi 
response (47.7% vs. 33.3%; P=0.016). 60-day mortality favored CPX-
351 (13.7% vs. 21.2%). Grade 3-5 AEs were equal (92% vs. 91%) and 
were similar in frequency and severity in both arms. Similar numbers 
of patients were transplanted in both arms. 

Conclusion: CPX-351 treatment significantly improved overall survival, 
event free survival, and response without an increase in 60-day 
mortality or AE frequency or severity. CPX-351 should become the 
standard of care for older patients with secondary AML. Clinical trial 
information: NCT01696084

CARE FACULTY PERSPECTIVE: Older patients do not experience 
very good outcomes with first-line 7+3 and thus new therapy options 
are required. This study looked at CPX-351 a therapy designed to 
provide fixed ratios of doxorubicin and cytarabine via an IV liposomal 
delivery system, in older patients with high risk secondary AML. Results 
from this trial showed a superior OS of approximately 4 months for 
CPX-351 when compared with 7+3 treatment regimen (cytarabine 
& daunorubicin). While the toxicity was similar, improved response 
rates, post-transplant outcomes, PFS and OS highlight the activity and 
safety of CPX-351. The study highlighted poor outcomes with standard 
therapy in this setting and CPX-351 is now a treatment showing survival 
advantages for these high risk patients.
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DR . JOHN KURUVILL A

DIFFUSE LARGE B-CELL LYMPHOMA
ASCO 2016. 7506. PILLAR-2: A randomized, double-
blind, placebo-controlled, phase III study of adjuvant 
everolimus (EVE) in patients (pts) with poor-risk diffuse large  
B-cell lymphoma (DLBCL).
Thomas E. Witzig et al.

Results: Median study follow-up was 50.4 months (range, 24.0–76.9 
months). Of the 742 pts randomized, 177 (48%) pts in the EVE and 249 
(67%) in the PBO arms completed the study treatment as per protocol. 
Overall, 47% pts were ≥65 years, 50% were male and 42% had an IPI of 
4+5. Adjuvant EVE did not improve DFS vs. PBO (Log-rank p = 0.276) 
(Table). The 2-yr DFS rates (95% CI) were 78% (73-82%) in EVE vs 
77% (72-81%) in PBO. However, trends favoring EVE were observed 
for OS and LSS, and for exploratory analyses of DFS and OS in males 
and those with IPI 4+5. Common grade 3/4 AEs with > 3% difference 
for EVE vs PBO included neutropenia, stomatitis, CD4 lymphocytes 
decreased, lymphopenia and anemia.

Table: Survival Outcomes 

EVE vs PBO 
Hazard ratio (95% confidence 
interval)

DFS*

Overall (n = 742) 0.92 (0.69–1.22)†

IPI 4+5 (n = 313) 0.65 (0.42–1.01)

Male (n = 372) 0.68 (0.45–1.05)

OS*

Overall (n = 742) 0.75 (0.51–1.10)

IPI 4+5 (n = 313) 0.63 (0.37–1.07)

Male (n = 372) 0.55 (0.32–0.94)

LSS* (n = 742) 0.64 (0.39–1.04)

* Median duration not evaluable. †Log-Rank p = 0.276 * 

Conclusions: In poor-risk DLBCL patients with a CR after R-chemo, 
adjuvant EVE for 1 year did not improve DFS. A trend favoring EVE 
for OS and LSS, overall and for DFS in selected patient subgroups 
suggests that everolimus may provide anti-lymphoma activity in high-
risk DLBCL, and warrant further investigation. Clinical trial information: 
NCT00790036

MANTLE CELL LYMPHOMA
ASCO 2016. 7503.  Two years rituximab maintenance vs. 
observation after first-line treatment with bendamustine plus 
rituximab (B-R) in patients with mantle cell lymphoma: First 
results of a prospective, randomized, multicenter phase II study  
(a subgroup study of the StiL NHL7-2008 MAINTAIN trial).

Mathias J. Rummel et al.

Results: A total of 120 patients were evaluable for the analysis, 59 
(49%) were randomized to maintenance with rituximab and 61 (51%) 
to observation, respectively. Patient characteristics were comparable 
for both groups. Median patient age was 70 years, median time of 
observation was 54.2 months at the time of this analysis (January 
2016). No significant difference in PFS between both arms could be 
observed (p = 0.130, 47 events, HR 0.64, 95% CI 0.36 – 1.14). The median 
for R maintenance was not yet reached, whereas for the observation 
arm the median was 54.7 months (95% CI 40.1. – n. y. r.). The results 
for overall survival showed no difference (p = 0.271, 27 events, HR 1.53, 
95% CI 0.73 – 3.32) with a median of 69.6 months for R maintenance 
versus a median not yet reached in the observation arm. 

Conclusions: After a median observation time of 4.5 years, the results 
are yet inconclusive. Up to date we were not able to demonstrate 
statistical evidence supporting the benefit of R maintenance after 
B-R in the treatment of patients with MCL. Longer follow-up is 
needed before final results can be presented. Clinical trial information: 
NCT00877214

CARE FACULTY PERSPECTIVE: Most Canadian centres use 
the combination of bendamustine and rituximab as treatment for 
patients with MCL, particularly those ineligible for SCT. This is often 
followed by maintenance rituximab, although there are no data 
examining maintenance post B-R.  While this trial looks at this question 
prospectively, it did not demonstrate an advantage for rituximab 
maintenance in patients that had received B-R. 

Whether this is due to the smaller sample size of the trial (particularly 
compared to the European MCL network study) or if there could be 
a reason for the lack of benefit for maintenance rituximab following 
bendamustine instead of CHOP remains unclear. While these findings 
are interesting, we do not suggest changing practice at this time, given 
the limitations to this study.
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HODGKIN’S LYMPHOMA
ASCO 2016. ABSTRACT 7535. Checkmate 205: Nivolumab (nivo) 
in classical Hodgkin lymphoma (cHL) after autologous stem cell 
transplant (ASCT) and brentuximab vedotin (BV)—A phase 2 study
Anas Younes et al.

Results: The main characteristics of 80 treated cHL pts were: median 
age 37 y, median (range) 4 prior regimens (3–15). 90% of pts had drug-
related AEs: 25% G3–4, 1% G5 (multi-organ failure). Most common 
drug-related AEs were fatigue (25%), infusion reaction (IR; 20%) and 
rash (16%). Most common SAEs were pyrexia, tumour progression, 
arrhythmia, IR, septic meningitis, and pneumonia ( ≤ 4% each). Select 
immune-related AEs, all G1–2, occurred in 26%. At database lock (DBL; 
October 2015), median (range) follow-up was 8.9 mo (1.9–11.7). 64% of 
pts remained on therapy; main reason for discontinuation was disease 
progression (16%). IRRC ORR (95% CI) was 66% (54.8–76.4); CR and 
PR rates were 8.8% (3.6–17.2) and 57.5% (45.9–68.5), respectively. Inv 
ORR, a pre-specified secondary endpoint, was 73% (61.4–81.9); CR and 
PR rates were 27.5% (18.1–38.6) and 45.0% (33.8–56.5). 62% (33/53) 
of IRRC responders remained in response at DBL. 6 pts elected to 
stop nivo and undergo stem cell transplant, all of these pts were alive 
at data cut-off. IRRC 6-mo PFS was 77%; OS was 99%. In 43 pts who 
had no prior BV response, nivo treatment resulted in an IRRC ORR of 
72% (31/43). 

Conclusions: Nivo demonstrated a high response rate, long-lasting 
responses, and an acceptable safety profile in pts with cHL after 
ASCT and BV, including pts with no prior BV response. PFS and OS 
are encouraging in this heavily pretreated population. Clinical trial 
information:NCT02181738

CARE FACULTY PERSPECTIVE: Nivolumab represents an important 
new treatment for patients with relapsed/refractory cHL post ASCT and 
brentuximab. This is now FDA approved and hopefully will be available 
to patients in Canada shortly.

ASCO 2016. ABSTRACT 7555. Pembrolizumab for relapsed/
refractory classical Hodgkin lymphoma (R/R cHL): phase 2 
KEYNOTE-087 study.
Robert W. Chen et al.

Results: At time of data cutoff (Feb 1, 2016), 60 pts were evaluable for 
cohorts 1 and 2. Median (range) age was 36 (19-64) years in cohort 1 
and 33 (20-71) in cohort 2. 67% received ≥ 4 prior lines of therapy, and 
by design 100% failed prior BV. ORR among 30 pts in cohort 1 is 70% 
(95% CI, 51-85). 6 pts (20%) achieved CR (residual mass permitted 
if PET negative), 15 (50%) PR, and 6 (20%) stable disease as best 
response. ORR among 30 pts in cohort 2 is 80% (95% CI, 61-92). 8 
pts (27%) achieved CR, 16 (53%) PR, and 4 (13%) stable disease as 
best response. With a median of 6 treatment cycles, most common 
treatment-related AEs in the combined cohorts are pyrexia (13%), 
diarrhea (8%), fatigue, back pain, platelet count decrease, dry skin, 
and cough (7% each).

Conclusions: PD-1 blockade with pembrolizumab shows early 
responses in heavily pretreated cHL pts. Of note, pembrolizumab 
shows an unprecedented high ORR (80%) in pts who were not 
candidates for ASCT and failed previous BV therapy. Clinical trial 
information: NCT02453594

CHC 2016
C A N A D I A N  H E M A T O L O G Y  C O N F E R E N C E

C O N F É R E N C E  C A N A D I E N N E  S U R  L ’ H É M A T O L O G I E

D O N ' T  M I S S  E A R L Y  B I R D
R E G I S T R A T I O N  C O S T S

S E P T E M B E R  2 3 - 2 4 ,  2 0 1 6 I N T E R C O N T I N E N T A L  T O R O N T O  -  Y O R K V I L L E  H O T E LT O R O N T O ,  O N

P L E A S E  V I S I T  W W W. C A R E E D U C AT I O N . C A / C H C - 2 0 1 6  T O  R E G I S T E R  T O DAY !

J U L Y  3 1  D E A D L I N E !

TM
P R E S E N T E D  B Y :

 21



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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