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The CARE Genitourinary Cancer Faculty  
is requesting your feedback!

Click here to complete the survey and share your 
insights within the field of advanced prostate cancer. 

http://www.careeducation.ca/open-needs-assessments/2017/7/7/care-needs-assessment-on-advanced-prostate-cancer


HIGHLIGHTS FROM ASCO 2017

At ASCO 2017 (Chicago, Illinois – June 2-6), CARE Faculty members met to discuss 
the news and developments in the field of oncology.

Within this report, key abstracts and select plenary sessions have been summarized 
and augmented with perspectives from the CARE Faculty framed from a Canadian 
perspective. 

The content that follows is written in the language in which it was presented and is 
adapted from the abstracts presented at the ASCO 2017 conference.  Abstracts with 
Canadian authors/participation have been identified using a      emblem.
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PERSPECTIVES - ASCO 2017

GENITOURINARY 
CANCERS

METASTATIC CASTRATION-RESISTANT PROSTATE  
CANCER (mCRPC)

Agents that have shown improvements in survival for mCRPC 
include: abiraterone, enzalutamide, docetaxel, cabazitaxel and 
radium-223. The challenge is how and when to sequence these 
therapies. The optimal sequence of these agents is continually 
being refined based on new comparative data. What follows 
is a review of these agents and how they should be used/
sequenced in clinical practice.

ADVANCED PROSTATE CANCER

The management of advanced prostate cancer has dramatically shifted over the last few years. Advances in early detection 
and screening, as well as therapeutic and sequencing options are driving this change. Research presented in 2017 is helping to 
determine which agent should be used, when, and for what duration. There were many practice-changing abstracts presented 
at ASCO 2017 that may inform the standard of care moving forward. This section highlights several key abstracts relating to 
metastatic castration-resistant and high-risk prostate cancer.

CARE UPDATE 
Needs Assessment on 

 Advanced Prostate Cancer

The CARE Genitourinary Cancer Faculty has developed 
a short survey to gain insights on treatment sequencing, 
monitoring patterns, and current patient referral process, 
within the field of advanced prostate cancer. The results 
of this needs assessment will be shared over the course 
of 2017, and will ultimately help refine the previous 
guidance that the CARE Faculty developed in 2015.

Click here to fill out the questionnaire.

    ASCO 2017. 5002. A randomized phase II cross-over study of 
abiraterone + prednisone (ABI) vs. enzalutamide (ENZ) for patients 
(pts) with metastatic, castration-resistant prostate cancer (mCRPC).

Kim N. Chi et al.

Results: Accrual completed October 2016 with 202 pts randomized 
(ABI:ENZ = 101:101). Median follow-up 12.8 months. Baseline 
characteristics were similar between arms: median for age was 75 years 
(range 49-94), PSA 36.1 (1.7-2817), HGB 130 (89-165), ALK PHOS 105 
(31-6600), LDH 207 (77-3098). ECOG PS was 0-1 in 83%, presence of 
metastases in bone/liver/lung in 83%/6%/10%. With 1st line therapy for 
ABI vs ENZ, PSA50 at 12 weeks was 53% vs 73% (P = 0.004), no PSA 
decline occurred in 21% vs 15% (P = 0.243), and median TTPP was 7.4 
vs 8.0 months (HR = 0.88, 95% CI 0.61, 1.27). Baseline ctDNA fraction 
was >2% in 60% of patients, and associated with worse TTPP (HR 1.80, 
P=0.005). Baseline pathogenic ctDNA alterations in AR, TP53, RB1, and 
DNA repair (BRCA2, ATM) genes were associated with a shorter TTPP. 
On multivariate analysis including clinical factors, TP53 and BRCA2/
ATM alterations remained significant (HR = 2.54 (95%CI 1.55-4.19) and 
HR = 2.68 (1.58-4.54)). Pts with a PSA increase as best response were 
enriched for alterations in DNA repair (P <0.001), TP53 (P = 0.005), RB1 
(P = 0.04), and (in 1 pt) a genomically truncated AR. 

Conclusions: There was a difference in PSA response for 1st line ABI vs 
ENZ, but no difference for TTPP. Baseline pathogenic ctDNA alterations, 
particularly in TP53 and BRCA2, identify pts with poor outcomes. Click 
here for clinical trial information: NCT02125357
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    ASCO 2017. 5036. Assessment of quality of life (QOL), cognitive 
function and depression in a randomized phase II study of abiraterone 
acetate (ABI) plus prednisone (P) vs enzalutamide (ENZA) for metastatic 
castrate-resistant prostate cancer (mCRPC).

Daniel Khalaf et al. 

Results: 
Table. Changes from Baseline to 12 Weeks of Treatment

At 12 weeks of treatment

ABI + P ENZA

P

Un-
changed/
Improved

Worsened
Un-

changed/
Improved

Worsened

Total FACT-P 
score

92% 8% 84% 16% 0.099

FACT-P PWB 
subscale

94% 6% 71% 29% 0.0004

PHQ-9  
depression 
severity

93% 7% 74% 26% 0.003

MoCA 
impairment 
level

94% 6% 84% 16% 0.06

Conclusions: These data suggest there are distinct differences between 
ABI + P vs ENZA and their effects on QOL, mood symptoms and cognitive 
function. Click here for clinical trial information: NCT02125357

Both abiraterone and enzalutamide are used as first line therapies for 
metastatic castration-resistant prostate cancer (mCRPC), however there 
is little data directly comparing them. These trials compared abiraterone 
and enzalutamide in terms of response and time to PSA progression 
(#5002) as well as quality of life (QoL) measures (#5036). While there 
was no significant difference in terms of time to PSA progression 
between abiraterone and enzalutamide, there may be slightly higher 
rates of worsening for depression severity, cognitive impairment, and 
physical well being that are associated with enzalutamide. 

On the other hand, adverse events associated with corticosteroid use 
and mineralocorticoid excess such as hypertension, hyperglycemia, 
bruising, etc. are associated more frequently with abiraterone and 
prednisone.  Chi and colleagues will hopefully present the results of the 
crossover portion of this study in the next months and these results will 
be awaited with interest.

CARE FACULTY  
PERSPECTIVE

T H E S E  DATA  S U G G E S T  T H E R E  A R E 

D I S T I N C T  D I F F E R E N C E S  B E T W E E N 

A B I  +  P  V S  E N Z A  A N D  T H E I R 

E F F E C T S  O N  Q O L ,  M O O D  S Y M P TO M S 

A N D  C O G N I T I V E  F U N C T I O N . ”

“
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ASCO 2017. LBA 3. LATITUDE: A phase III, double-blind, randomized 
trial of androgen deprivation therapy with abiraterone acetate plus 
prednisone or placebos in newly diagnosed high-risk metastatic 
hormone-naive prostate cancer.

Karim Fizazi et al.

Results:  

Table. Primary and Secondary Endpoints

Conclusions: Early use of AA+P added to ADT in pts with high-risk 
mHNPC yielded significantly improved OS, rPFS, and all secondary end 
points vs ADT+PBOs alone. ADT+AA+P had a favorable risk/benefit ratio 
and supports early intervention with AA+P in newly diagnosed, high-risk 
mHNPC. Clinical trial information: NCT01715285

Abiraterone has established a survival benefit for patients with advanced 
prostate cancer. The combination of abiraterone, prednisone, and 
androgen deprivation therapy (ADT) is able to stop the production of 
hormones directly at the testicular level and through inhibition of CYP17, 
an enzyme that convers cholesterol in androgens.

The STAMPEDE and LATITUDE trials support the use of upfront treatment 
of abiraterone with prednisone and ADT for advanced prostate cancer. 
The STAMPEDE trial investigated almost 2000 patients.  Patients were 
eligible if they had metastatic disease, or if they had local/locoregional 
disease with high risk features.  For all comers, the 3-year survival rate 
when adding abiraterone and prednisone to ADT was 83% compared 
to 76% when using ADT alone. The LATITUDE trial concluded that when 
abiraterone (with prednisone) is added to ADT therapy, a 38% reduction 
in the risk of death was noted and PFS was 33 months compared with 
14.8 months with ADT alone. These results could change the treatment 
paradigm of patients with advanced but castrate sensitive disease 
moving forward. 

There is still much to be learned about the optimal treatment combination 
or sequence. We still do not know how abiraterone compares to 
docetaxel, and whether combination of the two is better than either 
agent alone. It will be interesting to see the results of trials looking at 
these types of combinations that are currently underway, such as the 
PEACE 1 & 2 trials and the ENZAMET study (although patients were 
randomized to enzalutamide or bicalutamide, roughly 50% of patients 
in either arms also received docetaxel as part of standard of care). This 
will give us an idea of the impact of abiraterone and docetaxel with ADT, 
and how the standard-of-care may be impacted.

Whether abiraterone is better than docetaxel, at least in patients with 
metastatic disease, remains untested in head to head randomized trials.  
However, as eloquently shown by Eric Small during his discussion of the 
two studies, the results observed in LATITUDE seem to quite closely 
mirror the results of CHAARTED – given the cost and toxicity differences 
in these two treatment approaches, deciding on an optimal regimen in 
these patients may require a personalized approach and payers may 
potentially end up taking some decisions away from the prescriber and 
patient.  

Treatment efforts do not end with this combination. It is also important 
to consider treatment sequencing after a patient [inevitably] progresses. 
Recent retrospective trials focused on sequencing have suggested that 
post- ADT, chemotherapeutic options (docetaxel followed by cabazitaxel) 
may extend OS. It is therefore important to monitor patients closely with 
PSA and regular imaging and not wait until symptomatic progression 
to consider further treatment. Otherwise, the opportunity to maximize 
subsequent lines of therapy may be less effective and/or not valid. 

With the number of specialists involved in the management of prostate 
cancer (i.e. medical oncologists, urologists, radiation oncologists), 
collaboration and education on the entire course of therapy is of value, 
along with considerations for referral to another specialist if the patient’s 
current management approach is no longer working.

HIGH RISK PROSTATE CANCER (HRPC)

ASCO 2017. LBA 5003. Adding abiraterone for men with high-risk 
prostate cancer (PCa) starting long-term androgen deprivation therapy 
(ADT): Survival results from STAMPEDE 

Nicholas D. James et al.

Results: 1,917 pts were contemporaneously randomized to these arms 
(Nov 2011- Jan 2014). Groups were balanced: median age 67yrs; 52% 
metastatic, 20% N+/X M0, 28% N0M0; 95% newly-diagnosed; median 
PSA 53ng/ml. Median follow-up was 40m. There were 262 control arm 
deaths (82% PCa). The adjusted HR = 0.63 (95% CI 0.52-0.76; p=0.115x10-7; 
184 deaths) for SOC+Abi vs SOC, with 3yr OS improved from 76% to 83%. 
There were 535 control arm FFS events; the adjusted HR = 0.29 (95% CI 
0.25-0.34; p = 0.377x10-63, 248 FFS events) for SOC+Abi vs SOC. Grade 
3 & 4 adverse events were seen in 29% & 3% SOC, 41% & 5% SOC+Abi; 
Grade 5: 3 & 9 (1 & 2 related). 

Conclusions: The results show a clinically & statistically significant effect 
on overall survival & failure-free survival from adding abiraterone at 
start of ADT with a manageable increase in toxicity. ADT (+/- RT) + 
abiraterone is a new standard of care for this group. Click here for clinical 
trial information: NCT00268476

ADT+ 
AA+P 

(n=597)

ADT+ 
PBOs 

(n=602)

HR (95% CI) p value(median, mos)

Co-primary end points

OS NR 34.7 0.62 (0.51-0.76)
< 0.0001

rPFS 33.0 14.8 0.47 (0.39-0.55)

Secondary end points, time to:

Pain progression NR 16.6 0.70 (0.58-0.83)
< 0.0001

PSA progression 33.2 7.4 0.30 (0.26-0.35)

Symptomatic  
skeletal-related event

NR NR 0.70 (0.54-0.92) 0.0086

Chemotherapy NR 38.9 0.44 (0.35-0.56)

< 0.0001Subsequent PC 
therapy

NR 21.6 0.42 (0.35-0.50)

Conclusions: Early use of AA+P added to ADT in pts with high-risk 
mHNPC yielded significantly improved OS, rPFS, and all secondary end 
points vs ADT+PBOs alone. ADT+AA+P had a favorable risk/benefit ratio 
and supports early intervention with AA+P in newly diagnosed, high-risk 
mHNPC. Click here for clinical trial information: NCT01715285

NR, not reached.

CARE FACULTY  
PERSPECTIVE
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In my current practice, a patient with metastatic disease would be 
offered docetaxel chemotherapy if they meet fitness criteria and 
if they were considered to have high burden of disease (as per the 
CHAARTED definition). 

Given the data from LATITUDE and STAMPEDE, I would recommend 
abiraterone in patients with less disease burden, as well as for 
older patients with co-morbidities who are not ideal candidates 
for docetaxel.  I may still be inclined to recommend docetaxel as an 
option in fit, younger patients with high burden of disease, given 
the similar results observed in CHAARTED and STAMPEDE.  Until 
I see data from the abovementioned studies, I would not routinely 
recommend the combination of both docetaxel and abiraterone 
outside of a clinical trial.

Upon progression on abiraterone, I would consider a clinical trial (if 
possible) and have patients genomically screened for DNA mismatch 
repair abnormalities and other mutations, followed by entry into the 
appropriate study (palbociclib, PARP inhibitor, etc.).  If a trial is not 
available or if a patient is not eligible, chemotherapy with docetaxel 
would be my first choice.  

Chemotherapy is better tolerated and most effective in fit patients 
with good performance status and less disease burden. It is therefore 
valuable to introduce chemotherapy sooner rather than later. 

C A S E  S T U DY

THE IMPACT OF THE LATITUDE 
AND STAMPEDE TRIALS

I F  A  T R I A L  I S  N O T  AVA I L A B L E  O R 

I F  A  P AT I E N T  I S  N O T  E L I G I B L E , 

C H E M O T H E R A P Y  W I T H  D O C E TA X E L 

W O U L D  B E  M Y  F I R S T  C H O I C E .

G I V E N  T H E  D ATA  F R O M  L AT I T U D E  

A N D  S TA M P E D E ,  I  W O U L D  L I K E LY 

R E C O M M E N D  A B I R AT E R O N E  I N  P AT I E N T S 

W I T H  L E S S E R  D I S E A S E  B U R D E N .

    ASCO 2017. 5008. Duration of androgen deprivation therapy in 
high risk prostate cancer: Final results of a randomized phase III trial.

Abdenour Nabid et al.

Results: 630 patients were randomized, 310 to arm 1 and 320 to arm 2. 
With a median follow-up of 9.4 years, 290 patients had died (147 arm 1 
vs. 143 arm 2). The 10-year OS rate was 62.4% (95% confidence interval 
[CI] 56.4%, 67.8%) for arm 1 and 62.0% (95% CI 56.1%, 67.3%) for arm 2 
(p = 0.8412) with a global hazard ratio (HR) of 1.024 (95% CI 0.813-1.289, 
p = 0.8411). QoL analysis showed a significant difference (p < 0.001) in 6 
scales and 13 items favoring 18 months ADT with two of them presenting 
a clinically relevant difference in mean scores of ≥10 points. 

Conclusions: In HRPC, ADT combined with RT can be safely reduced from 
36 to 18 months without compromising outcomes or QoL. 18 months of 
ADT represents a new standard of care in HRPC. Click here for clinical 
trial information: NCT00223171

”

”

“

“

”
“ 1 8  M O N T H S  O F  A DT 

R E P R E S E N T S  A  N E W 

S TA N DA R D  O F  C A R E  I N  H R P C .
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     ASCO 2017. 4514. Phase II study of individualized sunitinib (SUN) as 
first-line therapy for metastatic renal cell cancer.

Georg A. Bjarnason et al.

Results: 117 pts were enrolled in 12 centers. Nine non-evaluable pts 
came off early due to toxicity (5), non-compliance (2) and global 
deterioration (2). Of 108 pts evaluable for response (IMDC favorable 
31.5%, intermediate 58.3%, poor 10.2%. Bone mets 19%, Nephrect 83%), 
10 are still on Rx. Dose was escalated in 20 pts (18.5%) to 62.5 mg (12 pts) 
and then to 75 mg (8 pts). In 49 pts (45.4%) eligible for dose reduction 
by standard criteria, a 50mg dose was maintained but for 7 - 24 d, while 
7 pts (6.5%) stayed on a 28 d schedule. Dose was reduced to 37.5 mg in 
22 pts (20.4% vs. 36 - 63% in 4 large SUN trials) and to 25 mg in 10 pts 
(9.3% vs. 27 - 43% in 4 trials). Rx was stopped due to toxicity in 10/117 
pts (9.3% vs. 15 - 19% in 4 trials). See table for response (ORR, 108 pts) 
and survival (117 pts) data vs. EFFECT (146 pts). The median followup is 
15.5 mo (0.6 -37.9) for PFS and 24.5 mo (4.4 - 47.7) for OS. 

Conclusions: The null hypothesis of the PFS being 8.5 mo can be rejected 
with a p < 0.001. Individualized dosing is safe and feasible in a multicenter 
setting and associated with improved dose intensity and one of the 
best ORR, PFS and OS reported for a TKI. Click here for clinical trial 
information: NCT01499121

    ASCO 2017. E16078. Individualized treatment with sunitinib versus 
standard dosing with sunitinib (S) or pazopanib (P) in patients with 
metastatic renal cell carcinoma (mRCC): Results from the Canadian 
Kidney Cancer information system (CKCis).

Naveen S. Basappa et al.

Results: A total of 598 patients were identified, 351 patients in SI, 151 
patients in SS, and 92 patients in PS. Median OS was improved in SI 
vs SS (37.9 vs 22.3 months (m), p<0.001) and SI vs PS (37.9 vs 19.6 m, 
p<0.001). TTF was better in SI vs SS (12.9 vs 5.6 m, p<0.001) and SI vs 
PS (12.9 vs 7.0 m, p<0.001). SS vs PS showed no difference in median OS 
(22.3 vs 19.6 m, p=0.51) or TTF (5.6 vs 7.0 m, p=0.24). Adjusted hazard 
ratios were: SS vs SI (OS 1.41, p=0.056; TTF 1.77, p<0.001) and PS vs SI 
(OS 2.18, p<0.001; TTF 1.43, p=0.040). 

Conclusions: Improvement in OS and TTF is seen using an individualized 
approach to mRCC patients supporting the growing body of evidence 
endorsing this practice. Further prospective validation awaits the 
NCT01499121 study.

Based on the OS and time-to-treatment failure analysis, the patient 
group receiving individualized treatment faired better. While standard of 
care approaches are important, individualized treatment plans take into 
account a number of patient-specific factors (ie. genetics, risk factors, 
age, etc.). This can help to determine the best course of medicine. This 
concept is in line with the demonstration that inter-individual variation in 
kinetics translates into differences in efficacy, independently of tumour 
characteristics. mRCC patients appear to benefit from this approach 
and this should be taken into consideration when making treatment 
decisions.

Unfortunately, resistance almost always occurs in mRCC. Treatment 
options for second-line advanced/metastatic RCC are expanding. 
Therapies such as axitinib and everolimus have been used extensively for 
patients experiencing disease progression after angiogenesis therapy. 
More recently, immuno-oncology agents (ie. nivolumab) and small-
molecule inhibitors of tyrosine kinases (ie. cabozantinib) are showing 
promise. The optimal use of therapies (adequate individualised dose, 
predictive selection of effective therapies) translates in longer survival, 
as evidenced previously by the International Metastatic Renal Cell 
Carcinoma Database Consortium (IMDC).

RENAL CELL CARCINOMA (RCC)

METASTATIC RCC

First-line treatment options for metastatic RCC (mRCC) include sunitinib, pazopanib, bevacizumab with interferon, rapamycin, 
and IL-2. The current recommendation for the first line treatment of mRCC is sunitinib or pazopanib, as per the National 
Comprehensive Cancer Network (NCCN)i  and the European Association or Urology.ii Several Canadian-centric studies 
presented at ASCO looked at the impact of sunitinib and pazopanib on survival and are covered below.

CARE FACULTY  
PERSPECTIVE

”

“
I M P R O V E M E N T  I N  O S  A N D  T T F  I S  S E E N 

U S I N G  A N  I N D I V I D U A L I Z E D  A P P R O A C H  

T O  M R C C  PAT I E N T S .
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HEAD & NECK  
CANCERS

Squamous cell carcinoma of the head and neck (SCCHN) develops in the mucous membranes of the mouth, nose, and throat. 
The standard approach to SCCHN is usually surgery followed by radiation therapy. However, there are significant toxicities 
and morbidity associated with this method. What follows is a review of select plenary and abstract content from ASCO 2017, 
focused on how treatment paradigms are changing.

CHANGING TREATMENT PARADIGMS IN  
HEAD AND NECK CANCER?
PLENARY SESSION 
Monday, June 5th 2017

CARE FACULTY 
SUMMARY

This plenary session focused on the evolving treatment paradigms across a number of different types of head and neck cancers, 

and is reviewed below.

NASOPHARYNX CANCER

The landscape of nasopharynx cancer is evolving. In fact, even after the demonstration that cisplatin (cis) - gemcitabine (gem) is the 
preferred therapy for metastatic disease (ASCO 2016), the identification of a high-risk of recurrence after treatment for locally advanced 
disease by chemo-radiation therapy by EBV-DNA in blood does not permit increased efficacy. Cis-gem after chemo-radiation in patients 
with residual EBV-DNA in blood does not translate into a reduction in recurrence or increase in survival. Moreover, weekly cisplatin in 
combination with radiation has similar efficacy yet elevated toxicity when compared with 3-weekly cisplatin (Abstract 6006).

NON-NASOPHARYNX SCCHN 

For non-nasopharynx SCCHN, results presented at ASCO indicate that higher doses of radiation does not improve outcome for HPV- 
SCCHN. Additionally, cisplatin used weekly, especially in the group of patients treated adjuvantly in combination with radiation after 
surgery, is associated with a worse outcome compared with 3-weekly cisplatin (Abstract 6007).

SCC OF THE SKIN IN THE HEAD AND NECK REGION 

Patients with SCC of the skin in the head and neck region treated with surgery do not benefit from carboplatin comcomitant with radiation 
compared to radiation alone. The data presented at ASCO is the first phase III trial performed in this indication and question any use of 
chemotherapy, carboplatin or other, in combination with radiation therapy (Abstract 6008).

ROLE OF PERSONALIZED THERAPY

There was also research presented at ASCO 2017 demonstrating that personalised therapy should apply to head and neck oncology. In 
fact, adenocarcinoma of parotid or salivary gland treated with anti-HER2 or anti-androgen therapies have high response rates if specific 
biomarkers are identified. More research is needed.

SUPPORTING ABSTRACTS: 
• 6006: Concurrent chemoradiotherapy with 3-weekly versus weekly cisplatin in patients with locoregionally advanced nasopharyngeal 

carcinoma: A phase 3 multicentre randomised controlled trial (ChiCTR-TRC-12001979).

• 6007: Phase III randomized trial comparing weekly versus three-weekly (W3W) cisplatin in patients receiving chemoradiation for 
locally advanced head and neck cancer

• 6008: Post-operative concurrent chemo-radiotherapy versus post-operative radiotherapy in high-risk cutaneous squamous cell 
carcinoma of the head and neck: A randomized phase III trial (Trans Tasman Radiation Oncology Group 05.01 Trial; POST study).
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ASCO 2017. 6012. Neoadjuvant pembrolizumab in surgically resectable, 
locally advanced HPV negative head and neck squamous cell carcinoma 
(HNSCC).

Ravindra Uppaluri et al.

Results: The study continues to enroll. Characteristics of 21 enrolled 
patients (pts) were median age 59 (32-87) yrs, tobacco use 81% (17 
pts), clinical T2 (n = 2), T3 (n = 1), T4 (n = 18), and cN0/1 (n = 8), cN2 (n = 
13). Preliminary analyses revealed five important findings: 1) No serious 
study drug-related AEs or unexpected surgical delays/complications, 
2) No LRR/DM events in the first 10 patients with > 1-year follow-up 
after surgery 3) HRPF rate of 38% (95% CI: 18%-62%) (expected: 80%), 
4) 43% of pts (95% CI: 22%-66%) with pathologic treatment response 
to neoadjuvant pembrolizumab (definition: tumor necrosis and/or 
giant cell/histiocytic reaction to keratinous debris in > 10% of tumor 
area), and 5) 48% of pts (95% CI:26%-70%) with clinical-to-pathologic 
downstaging. Pathologic treatment effect (TE) in ≥ 70% of the resected 
tumor or lymph node tissue area occurred in 6/21 pts (29%). Baseline 
tumor biopsies were PD-L1 positive ( > 1% of tumor cells) in 11/19 (58%) 
evaluable samples and in 7/8 (88%) evaluable pathologic responders. 
A significant correlation existed between baseline PD-L1 expression on 
tumor cells and pathologic treatment effect in the tumor (correlation 
coefficient: 0.72 and p = 0.0005). 

Conclusions: Neoadjuvant and adjuvant pembrolizumab was safe 
and well tolerated. We observed several lines of evidence supporting 
an anti-tumor effect in these pts with a single dose of pre-operative 
pembrolizumab. Further evaluation of this strategy is warranted. Click 
here for clinical trial information: NCT02296684

The reach of I-O therapy extends into HNSCC. When these therapies are 
used in combination with conventional, targeted, or other I-O therapies, 
they appear to work the best.

In this trial, single-agent pembrolizumab demonstrates safety and 
efficacy for the treatment of HNSCC in both the neoadjuvant and adjuvant 
settings. It will be interesting to see which combination pembrolizumab 
will be used with in the future to further improve response. We await 
more trial information.

CARE FACULTY  
PERSPECTIVE

LOCALLY ADVANCED DISEASE

ASCO 2017. 6070. Impact of p16 expression on induction taxotere-
cisplatin-5 FU (TPF) followed by cetuximab-radiotherapy in N2b-N3 
head and neck squamous cell carcinoma (HNSCC): Results of GORTEC 
2007-02 phase III randomized trial.

Yungan Tao et al.

Results: Between May 2009 and Aug 2013, 360 eligible patients were 
randomized including 231 (64%) OPC. Overall, p16 expression could be 
assessed in 172 / 231 OPC patients (74%) with 84 in arm A and 88 in arm 
B. 26 patients were found p16+ in arm A (31%) and 19 in arm B (22%). Only 
8 out 45 (18%) p16+ patients were non-smokers showing that the large 
majority of OPC patients randomized were p16- (127/172) and smokers 
(117/129). A significant improvement in PFS was found in p16+ compared 
to p16- OPC (p < 0.0001). The absence of benefit in PFS associated with 
TPF + cetux-RT compared with CRT was suggested both in p16+ (HR: 
0.78, 95% CI: 0.28 – 2.20) and in p16- OPC (HR: 1.28, 95% CI: 0.84 – 
1.93), and the interaction between p16 and treatment modality was not 
significant (p = 0.35). A significant benefit was observed in favor of arm 
B regarding distant metastasis, but this effect was not different between 
the p16+ and p16- OPC, while there was no benefit of TPF + cetux-RT 
compared with CRT for loco-regional control, regardless of p16 status. 

Conclusions: The OPC p16 subpopulations were small. No benefit of 
induction TPF chemotherapy followed by cetuximab-RT compared with 
CRT in OPC patients regardless of p16 status. Click here for clinical trial 
information: NCT01233843
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ADVANCED DISEASE

ASCO 2017. 6019. Nivolumab (Nivo) vs investigator’s choice (IC) for 
platinum-refractory (PR) recurrent or metastatic (R/M) squamous cell 
carcinoma of the head and neck (SCCHN; Checkmate 141): Outcomes in 
first-line (1L) R/m patients and updated safety and efficacy.

Maura L. Gillison et al.

Results: Characteristics of the 78 (21.6%) pts who received nivo (n = 52) 
or IC (n = 26) in the 1L R/M setting were similar to the overall population.
Nivo significantly improved OS vs IC among 1L R/M pts (median [95% CI]: 
7.7 mo [3.1, 13.8] vs 3.3 mo [2.1, 6.4]; HR [95% CI] = 0.56 [0.33, 0.95]); 
12-mo OS rate: 39.2% vs 15.4%. ORR was 19.2% for nivo vs 11.5% for IC 
in this subgroup. At 11.4-mo minimum follow-up, updated efficacy and 
safety in the overall population were similar to the primary analysis. 
Median OS (95% CI) was 7.7 mo (5.7, 8.8) for nivo vs 5.1 mo (4.0, 6.2) 
for IC; HR (95% CI) = 0.71 (0.55, 0.90); P = 0.0048. For nivo vs IC, the 
18-mo OS rate was 21.5% vs 8.3% and ORR was 13.3% vs 5.8%. Nivo 
doubled the median duration of response vs IC (9.7 vs 4.0 mo). Grade 
3–4 treatment-related adverse event rates for nivo vs IC were 15.3% vs 
36.0% overall and 27.5% vs 32.0% for 1L R/M pts; there were no new 
deaths due to study drug toxicity. 

Conclusions: Nivo significantly improved OS and increased ORR vs IC 
in a 1L R/M subgroup, supporting its use as 1L therapy for pts with PR 
R/M SCCHN. Nivo continued to show a significant survival benefit and 
better tolerability vs IC in pts with PR R/M SCCHN. Click here for clinical 
trial information: NCT02105636

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

S I G N I F I C A N T  S U R V I VA L  B E N E F I T  A N D 

B E T T E R  T O L E R A B I L I T Y  V S  I C .

”

“

TARGETED THERAPY FOR  
HEAD AND NECK CANCER
PLENARY SESSION
Monday, June 5th 2017

This plenary session looked at the impact of targeted therapies 
for head and neck cancer, including bevacizumab (with or 
without chemotherapy), and afatinib as adjuvant therapy post-
chemoradiation. 

BEVACIZUMAB +/- CHEMOTHERAPY

While response rates and PFS doubled when bevacizumab was 
added to chemotherapy, the OS endpoint was not met in recurrent/
metastatic SCCHN (Abstract 6000). This trial did not use the triplet 
EXTREME regimen (cetuximab combined with platinum-based 
therapy with 5-FU) as a comparator arm. Nonetheless, the addition 
of bevacizumab in maintenance did not translate into clinically 
significant improvements. This study is clearly demonstrating 
that in maintenance, bevacizumab cannot be proposed as an  
adequate therapy.

AFATINIB

In the LUX-head and neck 2 trial, afatinib did not offer a benefit in most 
clinical parameters after chemoradiation therapy for locally advanced 
disease (Abstract 6001). This is yet another study demonstrating 
that adjuvant therapy, either with regular chemotherapy agents or 
targeted therapy, does not add to chemoradiation therapy. These 
results should be understood and scrutinized before embarking 
in other endeavors in the adjuvant setting, especially with new  
immuno-oncology agents.

SUPPORTING ABSTRACTS: 
• 6000. Phase III randomized trial of chemotherapy with or without 

bevacizumab (B) in patients (pts) with recurrent or metastatic 
squamous cell carcinoma of the head and neck (R/M SCCHN): 
Survival analysis of E1305, an ECOG-ACRIN Cancer Research Group 
trial

• 6001. LUX-head and neck 2: Randomized, double-blind, placebo-
controlled, phase III trial of afatinib as adjuvant therapy after 
chemoradiation (CRT) in primary unresected, high/intermediate-
risk, squamous cell cancer of the head and neck patients 

CARE FACULTY 
SUMMARY
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LUNG  
CANCER

ASCO 2017. LBA9008. Alectinib versus crizotinib in treatment-naive 
advanced ALK-positive non-small cell lung cancer (NSCLC): Primary 
results of the global phase III ALEX study.

Alice Tsang Shaw et al.

Results: At the primary data cut-off (9 Feb 2017), alectinib demonstrated 
statistically significant superiority vs crizotinib, reducing risk of 
progression/death by 53% (HR 0.47, 95% CI 0.34–0.65, p<0.0001); 
alectinib median PFS was not reached (95% CI 17.7–NE) vs crizotinib 11.1 
months (95% CI 9.1–13.1). Key secondary endpoints showed superiority 
for alectinib vs crizotinib, respectively: IRC PFS, HR 0.50 (95% CI 
0.36–0.70; p<0.0001); median PFS 25.7 months (95% CI 19.9–NE) vs 
10.4 months (95% CI 7.7–14.6); CNS TTP, cause-specific HR of CNS 
progression 0.16 (95% CI 0.10–0.28; p<0.0001); ORR (Inv) 83% (95% CI 
76–89) vs 76% (95% CI 68–82), p=0.09; OS, based on 25% events, HR 
0.76 (95% CI 0.48–1.20; p=0.24). Grade 3/4 AEs were less frequent with 
alectinib, 41%, vs 50% with crizotinib; fatal AEs occurred in 3% vs 5%, 
respectively. Rates of AEs leading to discontinuation, dose reduction 
and interruption were lower with alectinib. 

Conclusions:Alectinib showed superior efficacy and favorable tolerability 
compared with crizotinib. ALEX results support alectinib as a new 
standard of care for treatment-naïve ALK+ NSCLC. 

The results from this trial are exciting, as they suggest that alectinib may 
become the new standard of care treatment for this patient population. 
Alectinib halted cancer growth in NSCLC for 15 months longer than 
crizotinib, and with fewer severe side effects. Researchers will continue 
to study these patients and more trials will be conducted comparing 
these agents. This information supports revisiting the CARE guidance 
for NSCLC.

CARE FACULTY 
PERSPECTIVE

NON-SMALL CELL LUNG CANCER

I-O continues to have impact across solid tumour sites. In lung cancer, several advances have occurred over the last year,
including the approvals of the first checkpoint inhibitors, pembrolizumab and nivolumab. Pembrolizumab was approved in
Canada for metastatic non-small cell lung cancer (NSCLC) for patients whose tumours express PD-L1 and who have progressed
on or after a platinum-containing chemotherapy. Nivolumab was approved for the treatment of adult patients with advanced
or metastatic NSCLC who progressed on or after chemotherapy. Other agents in Phase 3 trials include (but are not limited
to): dacomitinib, alectinib, crizotinib, and atezolizumab.

In 2015, the CARE Lung Cancer Faculty developed a CARE Guidance for NSCLC. While the guidance continues to have value, 
there is benefit in doing an update, given the number of novel therapies in development and recent approvals in the field. 
This is something the CARE Faculty will be considering over the course of 2017 and into 2018 as more data emerges. 

ASCO 2017. LBA 9007. Dacomitinib versus gefitinib for the first-line 
treatment of advanced EGFR mutation positive non-small cell lung 
cancer (ARCHER 1050): A randomized, open-label phase III trial.

Tony Mok et al.

Results: The ITT population included 452 pts with baseline characteristics 
fairly well balanced between the arms. ORR per IRC was similar between 
arms (75% [95% CI: 69, 80] for D and 72% [95% CI: 65, 77]; 2-sided 
p-value = 0.39; OS is not mature. The most commonly reported grade
3 adverse events with dacomitinib were dermatitis acneiform (13.7%)
and diarrhea (8.4%) and with gefitinib ALT (8.5%); no new safety signals 
were identified.

Table. ITT Population

Conclusions: ARCHER 1050 was the first phase III head-to-head study 
of EGFR TKIs and demonstrated statistically significant and clinically 
meaningful improvement in efficacy of D vs. G in 1L NSCLC pts with 
EGFR-activating mutations with a manageable safety profile, to offer 
a new 1L treatment option. Click here for clinical trial information: 

Dacomitinib (D) 
N=227 Median

(months)

Gefitinib (G)
N=225 Median 

(months)

PFS per 
IRC

14.7
[95% CI: 11.1,16.6]

9.2
[95% CI: 
9.1,11.0]

Stratified HR = 0.59
[95% CI: 0.47,0.74]
1-sided p-value <0.0001

PFS per 
INV

16.6
[95% CI: 
12.9,18.4]

11.0
[95% CI: 
9.4,12.1]

Stratified HR = 0.62
[95% CI: 0.50,0.78]
1-sided p-value <0.0001

DR per 
IRC in 
responders

14.8 8.3 Stratified HR = 0.40
[95% CI: 0.31,0.53]
1-sided p-value <0.0001
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ASCO 2017. 9001. Impact of atezolizumab (atezo) treatment beyond 
disease progression (TBP) in advanced NSCLC: Results from the 
randomized phase III OAK study.

David R. Gandara et al. 

Results: Among 332 atezo pts with PD, 51% (n = 168) continued atezo 
TBP; 7% (12/168) achieved subsequent response in target lesions (≥ 30% 
reduction from new baseline at PD); 49% (83/168) had stable target 
lesions (best change between +20% and −30%). mOS was 12.7 mo (95% 
CI: 9.3, 14.9) post PD for pts on atezo TBP. Atezo TBP was not associated 
with increased safety risk. 

Conclusions: This is the first report from a Phase III study of CIT in NSCLC 
to evaluate post PD OS in pts continuing treatment beyond RECIST PD. 
Atezo TBP was associated with high frequency of stable or decreased 
target lesions, mOS > 1 year and a tolerable safety profile, all supporting 
prolonged treatment benefit consistent with PPPS. Click here for clinical 
trial information: NCT02008227

ASCO 2017. 9000. Progression after the next line of therapy (PFS2) 
and updated OS among patients (pts) with advanced NSCLC and PD-L1 
tumor proportion score (TPS) ≥50% enrolled in KEYNOTE-024.

Julie R. Brahmer et al.

Results: 2L+ therapy was received by 48 (31.2%) pts in the pembro arm 
and 97 (64.2%) in the chemo arm, including 80 pts who crossed over 
from chemo to pembro per protocol and 14 pts who received anti–PD-1 
therapy outside of crossover. 56 (36%) 1L pembro pts were on 1L pembro 
therapy or in follow-up as of data cutoff. 

Conclusions: Fewer pembro pts received 2L+ therapy vs chemo pts 
because of the significant improvement in PFS observed for pembro 
in the 1L setting. Median PFS2 was substantially improved for pembro 
(not reached [NR]) vs chemo (8.6 mo). Updated OS with median 
follow-up of 19 mo maintained consistent superiority of 1L pembro, 
despite increased crossover from 1L chemo. Click here for clinical trial 
information: NCT02142738

”
“ U P D AT E D  O S  W I T H  M E D I A N  F O L L O W - U P  O F  1 9  M O  M A I N TA I N E D 

C O N S I S T E N T  S U P E R I O R I T Y  O F  1 L  P E M B R O ,  D E S P I T E  I N C R E A S E D 

C R O S S O V E R  F R O M  1 L  C H E M O .
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BREAST 
CANCER

ASCO 2017. LBA4. OlympiAD: Phase III trial of olaparib monotherapy 
versus chemotherapy for patients (pts) with HER2-negative metastatic 
breast cancer (mBC) and a germline BRCA mutation (gBRCAm).

Mark E. Robson et al.

Results: 302 pts were randomized (median age 44 y; 50% TN; 71% prior 
chemotherapy for mBC; 28% prior platinum) of whom 205 received 
olaparib and 91 received TPC (6 TPC pts were not treated). At 77% data 
maturity, PFS by BICR was significantly longer in pts treated with olaparib 
vs TPC (HR 0.58; 95% CI 0.43, 0.80; P=0.0009; 7.0 vs 4.2 months, 
respectively). Time to second progression (investigator-assessed) was 
also longer in the olaparib arm (HR 0.57; 95% CI 0.40, 0.83). Objective 
response rate was 59.9 and 28.8% in olaparib and TPC arms, respectively. 
Grade ≥3 adverse events (AE) occurred in 36.6 and 50.5% of olaparib 
and TPC pts, with AEs leading to discontinuation in 4.9 and 7.7% of pts, 
respectively. Mean change from baseline in global health-related quality 
of life (HRQoL, EORTC-QLQ-C30) across all timepoints favored olaparib 
(difference vs TPC 7.5; 95% CI 2.48, 12.44; P=0.0035). 

Conclusions: Olaparib tablet monotherapy provided a statistically 
significant and clinically meaningful PFS benefit to HER2-negative mBC 
pts with a gBRCAm, compared to standard TPC. The safety profile of 
olaparib was consistent with prior studies. The efficacy benefit was seen 
beyond the first progression and HRQoL also improved. Click here for 
clinical trial information: NCT02000622

Olaparib may become a new therapeutic option for women with BRCA-
mutated breast cancer. This was the first phase 3 randomized trial to 
demonstrate that PARP inhibitors are superior to chemotherapy for this 
patient population. 

Results showed that olaparib may be able to slow cancer growth in this 
incurable form of breast cancer, however the results are still early. More 
research is needed to determine which patient subsets may benefit more 
from this therapy. 

O L A PA R I B  M AY  B E  A B L E  T O  S L O W  C A N C E R  G R O W T H  I N  T H I S  I N C U R A B L E 

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

CARE FACULTY  
PERSPECTIVE

HER 2 BREAST CANCER

There was a significant amount of exciting data presented at ASCO in the field of breast cancer. As we move closer towards 
personalized medicine, we need to revisit biomarkers, sequencing and combinations and refine patient sub-populations. 
These concepts were investigated at ASCO, especially in terms of HER2 breast cancer patients. The following abstracts from 
ASCO 2017 look at management approaches for HER2 negative and positive breast cancers.
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ASCO 2017. LBA500. APHINITY trial (BIG 4-11): A randomized 
comparison of chemotherapy (C) plus trastuzumab (T) plus placebo 
(Pla) versus chemotherapy plus trastuzumab (T) plus pertuzumab (P) 
as adjuvant therapy in patients (pts) with HER2-positive early breast 
cancer (EBC).

Gunter Von Minckwitz et al.

Results: 4805 pts were randomized to C and T plus either P (n = 2400) 
or Pla (n = 2405). Baseline demographics and tumor characteristics 
between the arms were well balanced, with 63% and 36% of pts having 
node-positive and hormone receptor negative EBC respectively. P 
and Pla treatments were completed in 84.5% and 87.4% of patients, 
respectively. IDFS events occurred in 171 (7.1%) P pts and 210 (8.7%) Pla 
pts (hazard ratio (HR) 0.81 (95% CI 0.68-1.00), P = 0.045). Estimates of 
IDFS at 3 years were 94.1% and 93.2% in the P and Pla arms, respectively. 
The node-positive cohort had a 3-year IDFS rate of 92.0% for P compared 
with 90.2% for Pla (HR 0.77 (95% CI 0.62-0.96), P = 0.019). The pN0 
cohort had a 3-year IDFS rate of 97.5% for P and 98.4% for Pla; HR = 1.13 
(95% CI 0.68-1.86). The safety profile of P was consistent with previous 
trials. For the primary cardiac endpoint (heart failure or cardiac death) 
and secondary cardiac endpoint (asymptomatic or mildly symptomatic 
LVEF decline) rates were low, 0.7% vs 0.3% and 2.7% vs 2.8%, in the P 
and Pla arms, respectively. Diarrhea grade ≥3 was more frequent with 
P (9.9% vs 3.7%). 

Conclusions: The APHINITY trial met its primary endpoint: P significantly 
improved IDFS in patients with HER2-positive EBC when added to 
T+C. No new safety signals were identified. Click here for clinical trial 
information: NCT01358877

This was an anticipated trial because pertuzumab has shown amazing 
results in the advanced and neoadjuvant settings. While this study 
had statistically significant results, the difference between adding 
pertuzumab or not, was very small (less than 2%). However, in the node 
positive patients, the difference was larger. This trial speaks to the fact 
that we need better biomarkers to identify hard-to-treat patients, and 
provide them with more aggressive treatment regimens. This is an 
extremely expensive therapy and it should be allocated for the patients 
who benefit most from it.

OTHER ABSTRACTS OF INTEREST:

• ASCO 2017. 1048. Health-related quality of life from a phase 3 randomized trial of fulvestrant 500 mg vs anastrozole for hormone 
receptor-positive advanced breast cancer (FALCON)

• ASCO 2017. 1047. First-line ribociclib plus letrozole for postmenopausal women with hormone receptor-positive (HR+), HER2-negative 
(HER2-) advanced breast cancer (ABC): MONALEESA-2 safety results

• ASCO 2017. 509. A randomized, double-blind, phase III study comparing SB3 (trastuzumab biosimilar) with originator trastuzumab in 
patients treated by neoadjuvant therapy for HER2-positive early breast cancer

T H I S  T R I A L  S P E A K S  T O  T H E  FA C T  T H AT 

W E  N E E D  B E T T E R  B I O M A R K E R S  T O 

I D E N T I F Y  H A R D -T O -T R E AT  PAT I E N T S .

”

“

CARE FACULTY  
PERSPECTIVE
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GASTROINTESTINAL
CANCER

ASCO 2017. 4127. Subgroup analysis by prior lines of metastatic therapy 
(mtx) in NAPOLI-1: A global, randomized phase 3 study of liposomal 
irinotecan (nal-IRI) ± 5-fluorouracil and leucovorin (5-FU/LV), vs. 5-FU/
LV in patients (pts) with metastatic pancreatic ductal adenocarcinoma 
(mPDAC) who have progressed following gemcitabine-based therapy.

Teresa Mercade Macarulla et al.

Results: OS, PFS and CA19-9 response rates in pts with 0–1 (65.8% of 
pts) or ≥2 (34.2%) prior mtx lines are shown (see Table). Median OS 
for nal-IRI+5-FU/LV improved vs. 5-FU/LV by 2.1 mo to 6.2 mo (HR = 
0.66; p = .03) in pts with 0–1 prior mtx lines and by 1.1 mo to 5.4 mo  
(HR = 0.68; p = .18) in pts with ≥2 prior mtx lines. The safety profile was 
similar between subgroups with nal-IRI+5-FU/LV (≥grade 3 drug-related 
AEs: 43 [55%] with 0–1 and 20 [51%] with ≥2 prior mtx lines). 

Table. Efficacy Results

0–1 prior mtx lines

nal-IRI+5-FU/LV
(n = 77 [65.8%])

5-FU/LV
(n = 82 [68.9%])

Unstratified HR 
(95%CI);
p-value

Median OS, mo 
(95%CI)

6.24 (4.70–8.97) 4.17 (3.35–5.82)
0.66 (0.45–

0.96); 
p = .03

Median PFS, mo 
(95%CI)

2.89 (2.40–4.34) 1.46 (1.38–1.87)
0.51 (0.35–0.73); 

p < .001

CA19-9 response 
rates, n/N (%)

21/68 (30.9) 6/56 (10.7) p < .01

≥2 prior mtx lines

nal-IRI+5-FU/LV
(n = 40 [34.2%])

5-FU/LV
(n = 37 [31.1%])

Median OS, mo 
(95%CI)

5.42 (4.44–9.30) 4.34 (2.63–6.37)
0.68 (0.38–1.20); 

p = .18

Median PFS, mo 
(95%CI)

4.01 (1.41–4.53) 1.56 (1.35–2.66)
0.65 (0.37–1.14); 

p = .13

CA19-9 response 
rates, n/N (%)

7/29 (24.1) 1/25 (4.0) p = .06

Conclusions: This post-hoc subgroup analysis shows significant increases 
for nal-IRI+5-FU/LV over 5-FU/LV in OS, PFS and CA19-9 response in pts 
with 0–1 prior mtx lines. Median OS benefit was less prominent in later 
lines, but conclusions are restricted by limited pt numbers. Click here 
for clinical trial information: NCT01494506

Recent trial data from NAPOLI-1 has been encouraging. Data presented 
at GICS 2017 found that the addition of liposomal irinotecan to infusional 
5FU/LV improves PFS and OS compared to 5FU/LV alone. 

The subgroup analysis presented in this abstract found similar findings 
in terms of survival, especially in patients who have received less lines of 
metastatic therapy (0-1). When making treatment decisions for patients 
with metastatic pancreatic ductal adenocarcinoma, the addition of 
liposomal irinotecan should be considered.

W H E N  M A K I N G  T R E AT M E N T  D E C I S I O N S  F O R 

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

D U C TA L  A D E N O C A R C I N O M A ,  T H E  A D D I T I O N 

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

B E  C O N S I D E R E D .

”

“

CARE FACULTY 
PERSPECTIVE

PANCREATIC CANCER

Patients with pancreatic cancer continue to have relatively few therapeutic options and have generally poor outcomes. Earlier 
diagnosis and better treatment options are needed. What follows is an overview of some of the news and developments in 
the field of pancreatic cancer.
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  C A S E  S T U DY

THE IMPACT  
OF EARLY DIAGNOSIS

A 62-year-old man presented with a 4-month history of fatigue, vague abdominal discomfort and 30 lbs of unintentional weight 
loss.  His past history was significant for ethanol abuse, hypertension, high cholesterol and type 2 diabetes and his medications 
included hydrochlorothiazide, rosuvastatin, metformin and ramipril.  Bloodwork including CBC, lytes, creatinine and LFTs were 
all normal. U/S of the abdomen revealed a nonspecific gas pattern with no obvious significant abnormalities.  Due to persistent 
symptoms, a CT abd/pelvis was arranged that identified subtle soft tissue changes in the region of the celiac axis.  An MRI was 
performed to specifically evaluate the pancreas which confirmed a primary pancreatic lesion that might represent the sequelae of 
chronic inflammation although pancreatic cancer couldn’t be excluded.  CA 19-9 was 87.  He was referred to gastroenterology who 
performed upper and lower endoscopy and took brushings and washings of the pancreatic duct.  All results were either insufficient 
for interpretation or negative for malignancy.  His case was discussed at a GI multidisciplinary case conference. It was felt that 
the lesion could be consistent with pancreatic cancer and that due to the presence of vessel involvement, would not be a surgical 
candidate.  It was also deemed that the lesion could not be safely biopsied percutaneously and so he was referred for an endoscopic 
ultrasound and biopsy for diagnosis.  This was ultimately performed but the sample demonstrated very little cellular material with 
some inflammatory cells and signs of atypia but no confirmation of adenocarcinoma or malignancy.  During this time, his weight 
loss continued and his pain worsened.  

MANAGEMENT CONSIDERATIONS

Pancreatic cancer continues to be a challenging tumour site.  Early diagnosis 
is key to management as the only curative strategy involves surgical resection 
of the primary tumour.  However, patients often have very few symptoms or 
have those that mimic more common, less dangerous conditions, thus leading 
to a potential delay in the time to appropriate investigations and diagnosis.  
At present, there are no screening programs for pancreatic cancer due to the 
relatively low prevalence of the disease, challenging imaging characteristics and 
lack of a reliable identifiable biomarker.  

As highlighted by the case example, making a diagnosis can be very challenging 
as patients often present with nonspecific symptoms and are already at a point 
where the disease has become too advanced for surgery.  Imaging tests may not 
be able to reliably distinguish between chronic pancreatitis and malignancy and 
although the CA 19-9 is sometimes helpful, it can be elevated for both benign 
and malignant reasons and may even be normal in the setting of malignancy.  
Acquiring appropriate tissue sampling is also often a challenge particularly in the 
locally advanced setting, as the primary site may be difficult to access for biopsy.  
This may lead to repeated attempts at biopsy and a delay in initiating treatment.

Patients with advanced disease are often managed in multidisciplinary settings 
with supportive care and palliative care forming a significant element of co-
managed care from the outset.  For motivated patients with good PS, multi-
agent chemotherapy with FOLFIRINOX or gemcitabine and nab-paclitaxel or 
enrollment on clinical trials if available are good options for initial therapy.  Single 
agent gemcitabine remains an option for some patients or those with poorer PS. 
While newer therapies such as the immuno-oncology agents have yet to show 
significant benefit, other agents that attempt to improve drug delivery and/
or drug penetration into the tumour are showing promise.  Examples include 
nanoliposomal irinotecan and PEGPH20.  In addition, there is evidence from 
retrospective series now showing that effective use of first-line treatment leads to 
a greater likelihood of receiving second line therapy and a longer overall duration 
of treatment with improved OS.  This highlights the importance of careful patient 
selection and treatment individualization to maximize outcomes.  

E A R LY  D I A G N O S I S  I S 
K E Y  T O  M A N A G E M E N T 

A S  T H E  O N LY  C U R AT I V E 
S T R AT E G Y  I N V O LV E S 

S U R G I C A L  R E S E C T I O N  O F 
T H E  P R I M A R Y  T U M O U R .  ”

“
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ASCO 2017. 4007. Results of the randomized phase II portion of 
NRG Oncology/RTOG 0848 evaluating the addition of erlotinib to 
adjuvant gemcitabine for patients with resected pancreatic head 
adenocarcinoma.

Howard Safran et al.

Results: 336 pts were randomized from 11/17/2009 to 2/28/2014, with 
163 pts evaluable for G and 159 for G+E. Median age was 63 years (39-86). 
Most pts had pathologic T3 disease (78%) & CA19-9 ≤ 90 (93%). There are 
32 pts (20%) with grade 4 adverse events (AEs) & 2 pts (1%) with grade 
5 AEs on G and 27 (17%) & 3 (2%) on G+E arm, respectively. There are 
fewer grade ≥ 3 GI AEs on the G arm (22%) as compared to the G+E arm 
(28%), and 110 (69.2%) & 93 (59.6%) pts received at least 85% of planned 
G dose for the G & G+E arms, respectively. 58% of E pts received at least 
85% of planned E dose. The median follow-up for alive pts is 42.5 mos 
(min-max: < 1-75). With 203 deaths, median & 3-yr OS (95% CI) are 29.9 
mos (21.7-33.4) & 39% (30, 45) for G and 28.1 mos (20.7-30.9) & 39% (31, 
47) for G+E; log-rank p = 0.62. The hazard ratio (95% CI) comparing OS 
of G+E to G is 1.04 (0.79- 1.38). 

Conclusions: The addition of adjuvant E to G did not provide a signal for 
increased OS in pts with resected pancreatic head cancer compared to 
G alone. Accrual to the trial is continuing to answer the Ph III radiation 
question. Clinical trial information: NCT01013649

ASCO 2017. 4008. Randomized phase II study of PEGPH20 plus  
nab-paclitaxel/gemcitabine (PAG) vs AG in patients (Pts) with 
untreated, metastatic pancreatic ductal adenocarcinoma (mPDA).

Sunil R. Hingorani et al.

Results: 279 pts were randomized; 231 are evaluable for efficacy. Of 246 
pts with HA data, 84 (34%) were HA-High. As of December 16, 2016, 
the primary PFS endpoint was statistically significant for PAG vs AG 
(HR 0.73, 95% CI 0.53-1.00; p = 0.048). PFS in HA-High pts was also 
statistically significant in the PAG vs AG arm (HR 0.51; 95% CI 0.26-1.00; 
p = 0.048). ORR in HA-High pts was 46% (PAG) vs 34% (AG). Overall 
survival in HA-High pts (exploratory) was 11.5 months (mo) (PAG) and 8.5 
mo (AG) (HR 0.96, 95% CI 0.57-1.61). TE events were similar (PAG 14% vs 
AG 10%) following enoxaparin initiation. All grade treatment-related AE 
included peripheral edema (PAG 63% vs AG 26%), muscle spasms (56% 
vs 3%), neutropenia (34% vs 19%), and myalgia (26% vs 7%). 

Conclusions: Randomized Phase II study met both primary endpoints 
(PFS and TE event rate), with the largest improvement in the secondary 
endpoint of PFS in HA-High pts. These data support HA as a potential 
predictive biomarker for patient selection of PEGPH20, currently 
investigated in the ongoing global Phase III HALO 301 study with PFS 
and OS as co-primary endpoints. Clinical trial information: NCT01839487

CARE UPDATE 
Biosimilars 2017

Biosimilars are a reality in Canada. The CARE Oncology, 
Hematology, Gastroenterology, and Rheumatology 
faculties have been working on several biosimilar 
related initiatives over the last few years. This past 
January, CARE hosted a Congress that brought together 
representatives from Health Canada, private and public 
payers, patient advocacy groups, allied health care 
providers, legal, specialists, etc. This meeting allowed for 
a high-level interactive discussion about the implications 
of biosimilars within the Canadian landscape. 

Building from this meeting, each of the faculties are 
developing a set of CARE guiding principles. They are 
based on the expertise from the CARE Faculty as well as 
the most relevant clinical trial data. These principles will 
be available on the CARE website shortly and are subject 
to refinement based on updated clinical trial data.

CARE Regional Congresses: ON, QC, AB
As a follow-up from the national Congress, CARE is 
hosting regional meetings on biosimilars. These will be 
held in: London (October 27th), Calgary (October 19th) 
and Montreal (date TBC). Presentations will include: 
a scientific review, a review of biosimilars in Canada, 
Health Canada perspectives, public and private payers’ 
perspectives, advocacy group perspectives, allied health 
care perspectives, legal and ethical perspectives around 
the use of biosimilars. 

Stay tuned for more details or click here to visit the 
CARE website for more information  

on our programs.
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Results from this large-scale trial demonstrated that shorter 
chemotherapy treatment (3 months) was almost as effective as longer 
chemotherapy (6 months), which is likely to improve patients’ quality 
of life. This will likely become the new standard of care for patients with 
colon cancer. 

ASCO 2017. LBA1. Prospective pooled analysis of six phase III trials 
investigating duration of adjuvant (adjuv) oxaliplatin-based therapy 
(3 vs 6 months) for patients (pts) with stage III colon cancer (CC): The 
IDEA (International Duration Evaluation of Adjuvant chemotherapy) 
collaboration.

Qian Shi et al.

Results: The analysis included 12,834 pts from 12 countries, accrued from 
6/07 to 12/15. Stage distribution: 13% T1-2, 66% T3, 21% T4; 28% N2; 40% 
received XELOX. G3+ neurotoxicity was higher in the 6m v 3m arm (16 
v 3% FOLFOX, 9 v 3% XELOX, p<0.0001). With a median follow-up of 
39 mos, 3263 DFS events were observed. Overall, the 3 year DFS rate 
was 74.6% (3m) and 75.5% (6m), with estimated DFS HR of 1.07 (95%CI, 
1.00-1.15). The 3m v 6m DFS HRs were 1.16 (95%CI, 1.06-1.26) and 0.95 
(95% CI, 0.85-1.06) for FOLFOX and XELOX treated pts, respectively. 
The 3m v 6m DFS HRs were 1.01 (95%CI, 0.90-1.12) in T1-3 N1, and 1.12 
(95%CI, 1.03-1.23) for T4 or N2 pts. 

Conclusions: While NI was not established for the overall cohort, NI of 
3m v 6m oxali-based adjuv therapy was supported for XELOX. As each 
IDEA trial treated varying proportions of pts with XELOX (0 to 75%), the 
regimen interaction likely produced the differential outcomes observed 
between individual studies. Certain substages (T1-3 N1) also showed 
NI for 3m v 6m. These data provide a framework for discussions on 
risks and benefits of individualized adjuv therapy approaches. Support: 
U10CA180821, U10CA180882, U10CA180888, U10CA180835, INCA, 
PHRC2009, EME 09/800/34, HTA 14/140/84, CRUK C1348/A15960, 
JFMC. Clinical trial information: NCT01150045

In the early 2000s, classic LV5FU2 (C) regimen was replaced with 
simplified LV5FU2 (S) regimen, as it was considered as effective and 
less toxic. However, it is concerning that this change in standard of care 
was not evidence-based. 

We see now that the C regimen is better than the S regimen, with longer 
OS, similar toxicity, and more possibility for a second-line treatment. As 
always, clinical trial data should inform practice.

ASCO 2017. 3550. Classic or simplified LV5FU2 regimen: Multivariate 
analysis from a phase III study in metastatic colorectal cancer in  
elderly patients.

Jean-Louis Legoux et al.

Results: The 282 patients from the intent-to-treat study were included 
in the model. In OS, the prognostic factors were C versus S, number of 
metastatic sites, alkaline phosphatases (AP) and CEA. The interaction 
test in each subgroup for OS was not significant but C was significantly 
better in the following subgroup: age > 80 years, male, Karnofsky 100%, 
1-2 Charlson index, AP ≤ 2N, leucocyte count > 11,000, CEA > 2N, CA 19-9 
≤2N. No differences were observed in the NCI toxicities but 130 serious 
adverse events in S versus 102 in C. A second-line was used for 55% 
patients in C, 46% in S, 81% of them with oxaliplatin or irinotecan in C, 
76% after S. The third-line administration (20%) and targeted therapy 
(15%) were similar in C and S. 

Conclusions: C-LV5FU2 was superior both in subgroups with better 
and lower prognostics and this difference cannot be explained by an 
imbalance between the populations. The toxicity was not higher and 
a second-line was more often possible after C. The switch from C to S 
without scientific proof was perhaps a mistake in our practices. Clinical 
trial information: NCT00303771

COLORECTAL CANCER

Preventative measures and how to reduce risk (i.e. dietary considerations), earlier detection approaches, and ultimately, how 
to treat are part of the on-going research in colorectal cancer (CRC). For CRC treatment, there have been advances in terms 
of surgical procedures (hyperthermic intraperitoneal chemotherapy) as well as determining the best treatment combination 
(i.e. using chemotherapy regimens in combination with immunotherapy, targeted therapy, radiation therapy, etc.). Immune 
check-point inhibitors and targeted therapies may be the way of the future, and are currently in clinical trial development 
to prove their safety and efficacy. What follows is a review of some interesting abstracts that were presented at ASCO that 
provide insight into how we should manage patients with advanced CRC.

CARE FACULTY  
PERSPECTIVE

CARE FACULTY  
PERSPECTIVE

 19

https://clinicaltrials.gov/ct2/show/NCT01150045?term=NCT01150045&rank=1
https://clinicaltrials.gov/ct2/show/NCT01150045?term=NCT01150045&rank=1


PERSPECTIVES - ASCO 2017

ASCO 2017. E15002. Safety of intraoperative chemotherapy with 
5-FU for colorectal cancer patients receiving curative resection: A 
randomized, multicenter, prospective, phase III IOCCRC trial (IOCCRC).

Rong-xin Zhang et al.

Results: Intraoperative chemotherapy did not increase the rate of 
surgical complications, and no severe chemotherapy-associated side 
effects were observed. There were no significant differences in the length 
of hospital stay (8.31 vs. 7.98 days, P = 0.138), length of surgery (170.4 
vs. 167.0 min, P = 0.526), length of antibiotic use (2.28 vs. 2.15 days, P = 
0.322), or length of drain usage (6.37 vs. 6.16 days, P = 0.387) between 
the intraoperative chemotherapy and control groups. Four patients 
in each of the intraoperative chemotherapy and the control groups 
experienced anastomotic leakage and underwent a second operation 
(1.2% vs. 1.2%, P = 0.99). There were no deaths within 90 days after 
surgery in the chemotherapy group, whereas one patient died in the 
control group (0% vs. 0.3%, P = 0.99). Intraoperative chemotherapy did 
not decrease the rate of patients who received postoperative adjuvant 
chemotherapy between the intraoperative group and control group 
(29.3% vs. 30.2%, P = 0.795). 

Conclusions: Intraoperative chemotherapy can be safely performed 
during colorectal surgery; however, follow-up is necessary for a better 
assessment of its efficacy. Click here for clinical trial information: 
NCT01465451

Conclusions: In this post-hoc analysis, pmab monotherapy provided 
any ETS benefit (≥0%) in 69.5% of WT RAS mCRC pts, and ETS was 
associated with improved PFS and OS. Pmab should be considered both 
in combination and as monotherapy for its significant impact on OS 
and also for its ability for substantial ETS in pts with WT RAS mCRC. 
Validation is necessary to investigate the value and cutoff of ETS in a 
prospective study. Click here for clinical trial information: NCT01412957

This data is encouraging, as it shows that almost 3 out of 4 patients 
with WT RAS mCRC experience early tumour shrinkage and delivers 
positive overall survival results with panitumumab monotherapy. It will 
be interesting to see how Canadian physicians will use this data to inform 
clinical practice. 

ASCO 2017. 3561. Early tumor shrinkage (ETS) and depth of response 
(DpR) in wild-type (WT) RAS tumors from the phase III trial of 
panitumumab (pmab) plus best supportive care (BSC) versus BSC in 
chemorefractory metastatic colorectal cancer (mCRC).

Tae Won Kim et al.

Results: 

Table. Efficacy Results

Pmab + BSC

ETS cutoff = 20% ETS cutoff = 0%

≥ 20% 
(n=50)

< 20%
(n=81)

≥ 0%
(n=91)

< 0%
(n=40)

OS

Median, m 13.6 8.5 11.5 6.1

95% CI 10.5, 16.9 7.1, 10.6 10.0, 13.7 4.0, 10.6

HR 0.582 0.624

95% CI 0.398, 0.852 0.420, 0.926

P-value 0.0054 0.0192

PFS

Median, m 5.4 3.5 5.4 1.7

95% CI 5.3, 7.1 2.7, 5.3 5.3, 5.7 0.9, 2.8

HR 0.568 0.389

95% CI 0.395, 0.817 0.265, 0.571

P-value 0.0023 <0.0001

CI = confidence interval; HR = hazard ratio

I N T R A O P E R AT I V E  C H E M O T H E R A P Y 

C A N  B E  S A F E LY  P E R F O R M E D  D U R I N G 

C O L O R E C TA L  S U R G E R Y. 

”

“
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C O N C L U D I N G  R E M A R K S

The ASCO conference continues to provide rich insights in solid tumour and hematological malignancies. In the  
CARE™ Perspectives on ASCO 2017 Report, the CARE Oncology Faculty summarized a topline of key news and provided 
case studies in order to share practical information with community and academic specialists. 

CARE believes in medical education with emphasis on:

• Optimization of current therapy, combinations and sequencing;

• Innovation with new therapy;

• Access to appropriate treatment;

• Leveraging technology to improve patient outcomes

CARE aims to be a trusted, reliable, Canadian-centric source for medical education. 

 
Please stay tuned for more CARE updates and programming. If you would like more information on our  

CARE programs, please contact us at info@careeducation.ca or visit www.CAREeducation.ca
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3BIOSIMILARS
TM

CONGRESSES ON

CARE INVITES YOU TO SHARE AND DISCUSS YOUR  
PERSPECTIVES ON BIOSIMILARS THIS FALL AT  
ONE OF OUR 3 REGIONAL MEETINGS!

V I S I T  W W W . C A R E E D U C A T I O N . C A  F O R  M O R E  I N F O R M A T I O N

LONDON, ON

MONTREAL, QC

CALGARY, AB

CARE is pleased to announce that we are extending our reach and education of biosimilars by holding three regional CARE 
Congresses. These Congresses will take place in London, Calgary and Montreal in the fall of 2017. 

The regional CARE Congresses on Biosimilars are an extension of the national meeting that was held on January 13th, 2017 in 
Toronto, ON. The aim of the regional meetings are to provide a platform for representatives involved in Canadian healthcare to 
interactively share and discuss their perspectives on biosimilar concepts. 

Recognizing both the potential impact on the Canadian healthcare system and the importance of involving stakeholders, CARE is 
inviting the following groups to participate, including: Canadian researchers, clinicians, Health Canada, public and private funding 
agencies, health economists, hospital pharmacists, nurses, advocacy groups, ethicists and legal experts.

For more information and registration, please click here. 

CALGARY, AB 
OCTOBER 19, 2017

BIOSIMILARS
CONGRESS ON

W E S T

BIOSIMILARS
CONGRESS ON

C E N T R A L

LONDON, ON 
OCTOBER 27, 2017

BIOSIMILARS
CONGRESS ON

MONTRÉAL, QC 
DATE: TBC

Q U É B E C
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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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