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HIGHLIGHTS FROM ASCO GICS 2016

The annual ASCO GICS 2016 conference was held in San Francisco, California from January 
21-23. There was a number of exciting abstracts and research presented at this conference. 
This issue of CARE Perspectives provides a summary of the most compelling stories and 
news presented at ASCO GICS, framed from a Canadian perspective. 
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GASTROESOPHAGEAL AND GASTRIC CANCER

ASCO GICS 2016. ABSTRACT 4. Multicenter double-blind randomized phase II: 
FOLFOX + ziv-aflibercept/placebo for patients (pts) with chemo-naive metastatic 
esophagogastric adenocarcinoma (MEGA). 
Peter C. Enzinger et al.

Results: 64 pts enrolled (Jan 2013-Apr 2015): sex: 55M/9F; age 
(median): 32-83 (62); ECOG PS 0/1/2: 33/28/3; primary tumour: 
esophagus 26/GEJ 18/gastric 20; measurable/evaluable: 52/12; 
metastases: LN 48/liver 25/lung 15, other 12/adrenal 4/bone 3. Of 64 
pts: 34 POD, 9 off for tox, 4 died on tx, 3 withdrew, 4 other, 10 on tx. 
Median PFS was 9.9 months (with a RR of 61%) for the combination 
arm (n=43) vs 7.3 mos (with RR of 75%) for the placebo arm (n=21), 
p=0,69.  

Conclusions: Ziv-aflibercept did not significantly improve the efficacy 
of FOLFOX. HTN was predictive of response to ziv-aflibercept. Except 
for HTN, there was no significant difference in toxicity between tx 
arms. Clinical trial information: NCT01747551.

CARE FACULTY PERSPECTIVE: The addition of aflibercept did not improve 
the efficacy of FOLFOX in this randomized first-line phase II study.  
An exploratory analysis in this study suggested that grade 3 
HTN was associated with response; this subgroup may warrant 
further investigation. To-date, there have been no positive trials 
supporting the combination of chemo + anti-VEGF agent in the 
first line esophagogastric setting.  Ramucirumab, which has shown 
efficacy in the second-line setting, is currently under investigation in 
combination with first-line cisplatin/capecitabine in the RAINFALL 
phase 3 trial which is currently open to accrual.

ASCO GICS 2016. ABSTRACT 5. A randomized, open-label, multicenter, adaptive 
phase 2/3 study of trastuzumab emtansine (T-DM1) versus a taxane (TAX) in patients 
(pts) with previously treated HER2-positive locally advanced or metastatic gastric/
gastroesophageal junction adenocarcinoma (LA/MGC/GEJC). 
Yoon-Koo Kang et al.

Results:  Efficacy/safety

TAX T-DM1 qw

Median OS, mo 8.6 7.9

HR (95% CI) vs TAX 1.15 (0.87–1.51) 
p=0.86*

Median progression-
free survival, mo 2.9 2.7

HR (95% CI) vs TAX 1.13 (0.89–1.43) 
p=0.31

Objective response, % 19.6 20.6

Grade ≥3 adverse 
event (AE), % 70.3 59.8

Serious AE (SAE), % 27.9 29.0

Fatal AE, % 3.6 3.6

Treatment 
discontinuation due 
to AE, %

13.5 13.8

* Inv. Norm. Comb. Test with correction for interim treatment selection; one-

sided p-value

Conclusions:  T-DM1 2.4 mg/kg qw did not show an efficacy benefit 
over TAX. Grade ≥3 AE rates were numerically lower with T-DM1 vs 
TAX and rates of SAEs, fatal AEs, and treatment discontinuations 
due to AEs were comparable between arms. Clinical trial information: 
NCT01641939. 

CARE FACULTY PERSPECTIVE:  The multinational GATSBY trial failed to 
meet its primary OS endpoint. In contrast to the results seen in 
breast cancer, T-DM1 did not show a benefit in previously treated 
advanced HER2 positive esophagastric adenocarcinoma. This is a 
surprising but important result. The Asian TyTAN trial (JCO 2014) of 
paclitaxel +/- lapatinib in 2L also failed to show a survival benefit.  
Chemotherapy alone remains the standard of care in HER2-positive 
disease post-progression.  

"THE ADDITION OF AFLIBERCEPT  

DID NOT IMPROVE THE EFFICACY OF 
FOLFOX IN THIS RANDOMIZED FIRST-

LINE PHASE II STUDY."
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       ASCO GICS 2016. ABSTRACT 6. Safety and activity of nivolumab monotherapy in 
advanced and metastatic (A/M) gastric or gastroesophageal junction cancer (GC/GEC): 
Results from the CheckMate-032 study. 
Dung T. Le et al.

Results: 59 pts were enrolled and treated with single-agent 
nivolumab. Median age was 60 y (range 29–80), and 83% of pts 
received ≥ 2 prior regimens. At database lock, 10 pts were on active 
treatment; 49 pts discontinued (PD, n = 40; unrelated adverse events, 
n = 4; treatment-related adverse events [TRAEs], n = 2; other, n = 
3). Pts received a median of 4 doses (range 1–25). ORR was 12% (n 
= 7/58; 1 complete response, 6 partial responses); 12 pts (21%) had 
stable disease. Among responders, median duration of response was 
7.1 mo (95% CI, 3.0–13.2). Median OS was 6.8 mo (95% CI, 3.3–12.4); 
12-mo OS rate was 38% (95% CI, 23.2–52.7). 39% of tumour samples 
were PD-L1 positive (≥ 1% cut-off). ORRs in pts with PD-L1-positive 
and -negative tumours were 18% and 12%, respectively. TRAEs 
occurred in 66% of pts; most were Grade 1/2. Grade 3/4 TRAEs 
occurred in 14% of pts and included pneumonitis, fatigue, diarrhea, 
vomiting, hypothyroidism, and increased aspartate and alanine 
aminotransferase and alkaline phosphatase levels. No treatment-
related deaths occurred. 

Conclusions: Nivolumab monotherapy was well tolerated and 
demonstrated encouraging anti-tumour activity in heavily 
pretreated pts with GC/GEC. Objective responses occurred in pts 
with PD-L1-positive and -negative tumours. Clinical trial information: 
NCT01928394. 

CARE FACULTY PERSPECTIVE:  Nivolumab (anti-PD1) monotherapy 
was well tolerated and demonstrated promising efficacy in this 
phase 1/2 study of heavily pre-treated patients with advanced 
esophagogastric disease, irrespective of PDL1 status. The reported 
DCR of 32% and 12 month OS of 36% are encouraging signals of 
activity for checkpoint inhibitors in patients with advanced and 
metastatic gastric or gastroesophageal junction cancer.  However 
further, larger studies are required to confirm the efficacy and to 
better define a biomarker-eligible population before this strategy 
can be considered in standard clinical management. 

      ASCO GICS 2016. ABSTRACT 7. Updated results for the advanced esophageal 
carcinoma cohort of the phase Ib KEYNOTE-028 study of pembrolizumab (MK-3475). 
Toshihiko Doi et al. 

Results: Of the 23 pts enrolled, median age was 65 y, 82.6% were 
men, 73.9% had squamous histology, and 87.0% received ≥ 2 prior 
therapies for metastatic disease. As of the Aug 4, 2015 data cut-off 
date, median follow-up duration was 31 wk (range 5.7-71). Nine pts 
(39.1%) had drug-related adverse events (DRAEs), most commonly 
decreased appetite (n = 3, 13.0%). Four pts (17.4%) had grade 3 
DRAEs, with only decreased lymphocytes reported in > 1 pt (n = 2, 
8.7%). No pts died or discontinued pembro due to a DRAE. Immune-
mediated AEs, regardless of attribution by investigator, were grade 2 
hypothyroidism (n = 2, 8.7%) and adrenal insufficiency (n = 1, 4.3%). 
ORR was 30.4% (95% CI 13.2-52.9), and the stable disease rate was 
13.0% (n = 3, 95% CI 2.8-33.6); 6-mo and 12-mo PFS rates were 30.4% 
and 21.7%. Five of 7 responses were ongoing at data cut-off, with 
a median duration of response of 40.0 wk (range 24.1+ to 46.1+). 
Analysis of the relationship between PD-L1 expression level and anti-
tumour activity is ongoing. 

Conclusions: Pembrolizumab continued to show manageable toxicity 
and durable anti-tumour activity in pts with heavily pretreated, 
PD-L1+ advanced esophageal carcinoma. Phase II and III trials of 
pembro in pts with esophageal carcinoma are ongoing. Clinical trial 
information: NCT02054806. 

CARE FACULTY PERSPECTIVE: In this small (23 patients), early phase trial 
KEYNOTE-028, pembrolizumab demonstrates durable anti-tumour 
activity in heavily pre-treated PD-L1-positive, advanced esophageal 
carcinoma including predominantly squamous disease. The body 
of evidence supporting the potential role of immuno-oncology 
in gastroesophageal disease is growing. We await further data 
examining pembrolizumab in a larger randomized trial.

"THE BODY OF EVIDENCE SUPPORTING THE POTENTIAL ROLE OF IMMUNO-ONCOLOGY IN 
GASTROESOPHAGEAL DISEASE IS GROWING."
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PANCREATIC CANCER

     ASCO GICS 2016. ABSTRACT 193.  PD-1 blockade in mismatch repair deficient 
non-colorectal gastrointestinal cancers. 
Dung Le et al.

Results: As of September 18, 2015, 17 patients with non-CRC GI 
cancers have been enrolled on the protocol with additional patients 
identified. The diseases represented are ampullary (N=4), pancreas 
(N=4), biliary (N=3), small bowel (N=3), and gastric (N=3) cancers. 
For the 10 evaluable patients at the time of abstract admission, ORR 
is 50% (N=5/10), disease control rate is 70% (N=7/10), OS is 21 months 
and the median duration of response (range 5.5-17+ months) and PFS 
have not been reached. The median follow up duration is 7.6 months. 

Conclusions: PD-1 blockade shows promising activity in mismatch 
repair deficient GI cancers. Clinical trial information: NCT01876511.

CARE FACULTY PERSPECTIVE: As previously observed in dMMR colorectal 
cancers, this study demonstrates the activity and tolerability of 
pembrolizumab in previously treated dMMR non-colorectal - 
predominantly upper GI – cancers.  While the DCR rate of 76% is 
very encouraging, further confirmatory studies are required given 
the small sample size and heterogeneous nature of this study 
population.  Prospective studies are ongoing.

ASCO GICS 2016. ABSTRACT 417. Updated overall survival analysis of NAPOLI-1: 
Phase III study of nanoliposomal irinotecan (nal-IRI, MM-398), with or without 
5-fluorouracil and leucovorin (5-FU/LV), versus 5-FU/LV in metastatic pancreatic cancer 
(mPAC) previously treated with gemcitabine-based therapy.
Andrea Wang-Gillam et al. 

Results: After 378 OS events, nal-IRI+5-FU/LV (n = 117) retained an 
OS advantage relative to 5-FU/LV (n = 119): 6.2 mo (95% confidence 
interval [CI], 4.8–8.4) vs 4.2 mo (95% CI, 3.3–5.3) with an unstratified 
HR of 0.75 (P = 0.0417). In contrast, there was no OS advantage with 
nal-IRI monotherapy (n = 151) vs 5-FU/LV (n = 149): 4.9 mo [95% CI, 
4.2–5.6] vs 4.2 mo [95% CI, 3.6–4.9], HR = 1.08; P = 0.5. Six-month 
survival estimates were 53% (95% CI, 44–62%) for nal-IRI+5-FU/LV vs 
38% (95% CI, 29–47%) for 5-FU/LV; 12-month survival estimates were 
26% (95% CI, 18-35%) for nal-IRI+5-FU/LV vs 16% (95% CI, 10–24%) for 
5-FU/LV. With events in nearly all patients, the OS curves converge 
at ~20 mo with 19 patients (16.2%) surviving beyond 20 mo. This is a 
reason for attenuation of the HR estimate and unstratified log rank 
p-value. The most common grade 3+ adverse events occurring at 
a ≥ 2% incidence in the nal-IRI-containing arms were neutropenia, 
diarrhea, vomiting, and fatigue. 

Conclusions: In an updated analysis, the median OS benefit for 
nal-IRI+5FU/LV over 5-FU/LV was maintained, with a similar safety 
profile. Nal-IRI+5-FU/LV may be a new standard of care for patients 
with mPAC previously treated with gemcitabine-based therapy. 
Clinical trial information: NCT01494506.

CARE FACULTY PERSPECTIVE: While the search for effective agents 
in pancreatic cancer remains active, this study may offer a new 
therapeutic option for patients with metastatic pancreatic cancer 
that were previously treated with gemcitabine therapy.  This agent 
received FDA approval in late 2015 but is not yet available in Canada.

"WHILE THE SEARCH FOR EFFECTIVE AGENTS IN PANCREATIC CANCER REMAINS ACTIVE,  

THIS STUDY MAY OFFER A NEW THERAPEUTIC OPTION FOR PATIENTS WITH METASTATIC 

PANCREATIC CANCER THAT WERE PREVIOUSLY TREATED WITH GEMCITABINE THERAPY."
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ASCO GICS 2016. ABSTRACT 193.  Evofosfamide (TH-302) in combination with 
gemcitabine in previously untreated patients with metastatic or locally advanced 
unresectable pancreatic ductal adenocarcinoma: Primary analysis of the randomized, 
double-blind phase III MAESTRO study. 
Eric Van Cutsem et al

Results: 346 pts were randomized to Evo/Gem and 347 to Pla/Gem. 
Baseline pt characteristics were generally similar between arms.

ITT Population Pla/Gem
(n=347)

Evo/Gem
(n=346)

Median OS, months 
(95% CI)

7.6 (6.7, 8.3) 

HR: 0.84 (95% CI 0.71, 1.01)

P=0.0589

Median PFS, months 
(95% CI)

3.7 (3.6, 3.8)            5.5 (4.8, 5.6)  

HR: 0.77 (95% CI 0.65, 0.92)

P=0.0589

ORR, % (95% CI)

                  15 (12, 19) 19 (15, 24)

OR: 1.31 (95% CI 0.88, 1.95)

P=0.18

Grade ≥3 hematologic events were reported more frequently in pts 
treated with Evo/Gem than Pla/Gem: neutropenia (32.5% vs 20.8%); 
thrombocytopenia (31.7% vs 5.6%); anemia (22.2% vs 12.0%)

Conclusions: Although the primary endpoint was not met, Evo/
Gem showed signs of antitumour activity. No new clinically 
significant safety findings were observed. Clinical trial information: 
NCT01746979.

CARE FACULTY PERSPECTIVE: Despite the promising phase II data, 
the large, global phase III MAESTRO trial failed to demonstrate 
a survival benefit with evofosfamide, a novel hypoxia-activated 
prodrug with cytotoxic activity.  The control arm of gemcitabine 
alone did better than expected – this may have been influenced by 
the use of second-line therapies, which is a growing area of interest 
in advanced pancreatic cancers.

"THE CONTROL ARM OF 

GEMCITABINE ALONE  

DID BETTER THAN EXPECTED 

– THIS MAY HAVE BEEN 
INFLUENCED BY THE USE OF 
SECOND-LINE THERAPIES, 

WHICH IS A GROWING AREA 

OF INTEREST IN ADVANCED 

PANCREATIC CANCERS."
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"IN THE PRIMARY ANALYSIS OF 

THIS PREVIOUSLY REPORTED 

PHASE 3 ASPECCT STUDY, 

A SIMILAR OVERALL 

SURVIVAL BENEFIT WAS 

SEEN WITH PANITUMUMAB 

AND CETUXIMAB."
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COLORECTAL CANCER

ASCO GICS 2016. ABSTRACT 519. Efficacy of panitumumab (pmab) vs. cetuximab 
(cmab) in patients (pts) with wild-type (WT) KRAS exon 2 metastatic colorectal cancer 
(mCRC) treated with prior bevacizumab (bev): Results from ASPECCT
Marc Peeters et al.

Results: 999 pts were randomized and treated: 499 pmab and 500 
cmab. The prior bev subset included 126 pts in the pmab arm (25%) 
and 132 pts in the cmab arm (26%). Pts in the pmab arm had longer 
median OS and progression-free survival (PFS) and higher objective 
response rates (ORR) compared with pts in the cmab arm. Results 
are shown (table). After adjustment for baseline covariates including 
ECOG performance status, number of metastatic sites, and baseline 
LDH, OS HR was 0.65 (95%CI=0.49-0.85) with pmab vs cmab in pts 
who had received prior bev. Pts in the pmab and cmab arms who did 
not receive prior bev had similar OS, PFS, and ORR. Post-progression 
anti-tumour therapy was similar between the pmab (47%) and cmab 
arms (52%) in pts who received prior bev. 

Prior Bev Treatment No Prior Bev Treatment

Pmab  
(N = 126)

Cmab  
(N = 132)

Pmab  
(N = 373)

Cmab  
(N = 368)

OS, events (%) 108 (85.7) 122 (92.4) 338 (90.6) 334 (90.8)

Median  
(95% CI), mos

11.3 
(9.3-14.2)

9.8 
(8.3-11.7)

10.0 
(9.1-11.2)

9.9 
(9.0-11.1)

Hazard ratio 
(95% CI)

0.73  
(0.56-0.96)

1.02  
(0.87-1.19)

PFS, events 
(%)

124  
(98.4)

130  
(98.5)

362  
(97.1)

360  
(97.8)

Median  
(95% CI), mos

4.7  
(3.2-4.9)

3.2 
(3.0-4.8)

3.8  
(3.2-4.8)

4.7 
(3.3-4.8)

Hazard ratio 
(95% CI)

0.84  
(0.66-1.08)

1.03  
(0.89-1.19)

ORR, %  
(95% CI)*

22.3 
(15.3-30.8)

15.0 
(9.3-22.4)

21.9 
(17.8-26.5)

21.5 
(17.4-26.1)

*Evaluable pts. 

Conclusions: In ASPECCT, pts with WT KRAS exon 2 mCRC who 
received prior bev-containing regimens may have derived greater 
benefit with pmab versus cmab monotherapy. Clinical trial 
information: NCT01001377.

CARE FACULTY PERSPECTIVE: In the primary analysis of this previously 
reported phase 3 ASPECCT study (Lancet Oncology 2014), a similar 
overall survival benefit was seen with panitumumab and cetuximab 
for patients with chemorefractory, wild-type KRAS exon 2 metastatic 
colorectal cancer.  The present subgroup analysis examines patients 
by prior bevacizumab exposure - patients previously treated with 
bevacizumab appear to derive greater benefit with subsequent 
panitumumab therapy.  This generates an interesting hypothesis 
worthy of further exploration in order to better inform biologic 
sequencing strategies in MCRC.

ASCO GICS 2016. ABSTRACT 642. An open label, randomized phase III trial evaluating 
the treatment (tx) effects of panitumumab (pmab) + best supportive care (BSC) versus 
BSC in chemorefractory wild-type (WT) KRAS exon 2 metastatic colorectal cancer 
(mCRC) and in WT RAS mCRC
Tae Won Kim et al.

Results: 377 pts with WT KRAS exon 2 mCRC were enrolled. RAS 
ascertainment rate was 86%. OS was significantly improved with 
pmab + BSC vs BSC in both WT KRAS exon 2 (HR=0.73, 95% 
CI=0.57-0.93, P=0.0096) and WT RAS (HR=0.70, 95% CI=0.53-0.93, 
P=0.0135) mCRC (results in table). Pts with mutant RAS mCRC did 
not benefit from pmab tx (OS HR=0.99, 95% CI=0.49-2.00). No new 
safety signals were seen. 

Conclusions: Pmab significantly improved OS in chemorefractory 
WT KRAS exon 2 mCRC. The tx effects in OS and PFS were more 
pronounced in those with WT RAS mCRC, further substantiating 
the importance of RAS testing at diagnosis to best inform the use of 
pmab to treat mCRC. Clinical trial information: NCT01412957.
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ASCO GICS 2016. ABSTRACT 490. ACCORD12/0405-Prodige 2 phase III trial 
neoadjuvant treatment in rectal cancer: Results after 5 years of follow-up. 
Eric Francois et al

Results: In the ITT population, with a median follow-up of 60 months, 
updated carcinologic results were calculated using the Kaplan-
Meier method. Out of 299 pts randomized in CAP45 and 299 pts in 
CAPOX50 results were respectively the following 

 · 5y-cumulative incidence of Loc. Recurrence: 8.8% vs 7.8%  
(p = 0.78 HR = 0.92 [0.51-1.66]) 

 · 5y-cumulative incidence of dist metastasis : 29.3% vs 27.1%  
(p= 0.48 HR = 0.89 [0.62-1.54]) 

 · 5y-disease free survival rate: 60.4% vs 64.7%  
(p = 0.25 HR = 0.86 [0.66-1.11]) 

 · 5y-overall survival rate: 76.4% vs 81.9%  
(p = 0.06 HR = 0.71[0.50-1.01]) 

 · Bowel function median score: 5.2 [1-7] vs 4.9 [1-7]. 

Conclusions: At 5 years there was no significant difference in terms of 
local recurrence or distant metastases rates between both regimens. 
The new finding is a trend for improved overall survival in the Capox 50 
groups may be related to subsequent salvage secondary treatments. 
At time of meeting the prognostic factors will be available in details 
and these results put in perspective with other phase III trial testing 
the role of oxaliplatin in Europe and the US.

CARE FACULTY PERSPECTIVE:  These updated results confirm that the 
use of oxaliplatin in combination with capecitabine and concurrent 
neoadjuvant radiotherapy is associated with greater toxicity 
without benefit in local recurrence, disease free survival or overall 
survival.  Chemoradiation with 5FU or capecitabine alone remains 
the standard of care.

ASCO GICS 2016. ABSTRACT 512. RAISE: A randomized, double-blind, multicenter 
phase III study of irinotecan, folinic acid, and 5-fluorouracil (FOLFIRI) plus ramucirumab 
(RAM) or placebo (PBO) in patients (pts) with metastatic colorectal carcinoma (CRC) 
progressive during or following first-line combination therapy with bevacizumab (bev), 
oxaliplatin (ox), and a fluoropyrimidine (fp)
Josep Tabernero et al.

Results: Between Dec 2010 and Aug 2013, 1,072 eligible pts were 
randomized (RAM 536; PBO 536). Baseline pt characteristics were 
similar between treatment arms. The OS HR was 0.84 (95% CI: 0.73, 
0.98; log-rank p=0.0219). Median OS was 13.3months (m) for RAM vs 
11.7m for PBO. The PFS HR was 0.79 (95% CI: 0.70, 0.90; log-rank p 
= 0.0005). Median PFS with RAM was 5.7m and 4.5m for PBO. ORR 
was 13.4% RAM; 12.5% PBO (p = 0.6336). Subgroup results were 
consistent with the OS and PFS results. Grade ≥3 adverse events 
(AEs) occurring in >5% of pts in RAM+FOLFIRI were: neutropenia 
(RAM 38.4% vs PBO 23.3%), hypertension (11.2% vs 2.8%), diarrhea 
(10.8% vs 9.7%), and fatigue (11.5% vs 7.8%). 

Conclusions: RAISE met its primary end-point, demonstrating a 
statistically significant improvement in OS for RAM and FOLFIRI vs 
PBO and FOLFIRI in second-line mCRC pts. Benefits were similar 
across important clinical subgroups and no unexpected AEs were 
identified. Clinical trial information: NCT01183780.

RESULTS CONFIRM THAT THE USE OF OXALIPLATIN IN COMBINATION WITH CAPECITABINE AND 

CONCURRENT NEOADJUVANT RADIOTHERAPY IS ASSOCIATED WITH GREATER TOXICITY 

WITHOUT BENEFIT IN LOCAL RECURRENCE, DFS OR OS. 
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NEUROENDOCRINE CANCER

ASCO GICS 2016. ABSTRACT 194. NETTER-1 phase III: Progression-free survival, 
radiographic response, and preliminary overall survival results in patients with midgut 
neuroendocrine tumours treated with 177-Lu-Dotatate.  
Jonathan R. Strosberg et al.

Results: Enrolment was completed in February 2015, with a target 
of 230 patients randomized (1:1) in 36 European and 15 sites in the 
United States. At the time of statistical analysis, the number of 
centrally confirmed disease progressions or deaths was 23 in the 
Lutathera group and 67 in the Octreotide LAR 60 mg group. The 
median PFS was not reached for Lutathera and was 8.4 months 
with 60 mg Octreotide LAR [95% CI: 5.8-11.0 months], p<0.0001, 
with a hazard ratio of 0.21 [95% CI: 0.13-0.34]. Within the current 
evaluable patient dataset for tumour responses (n = 201), the number 
of CR+PR was 19 (18.8%) in the Lutathera group and 3 (3.0%) in 
the Octreotide LAR 60 mg group (p<0.0004). Although the OS 
data were not mature enough for a definitive analysis, the number 
of deaths was 13 in the Lutathera group and 22 in the Octreotide 
LAR 60 mg group (p<0.019 at interim analysis) which suggests an 
improvement in overall survival. 

Conclusions: The Phase III NETTER-1 trial provides evidence for a 
clinically meaningful and statistically significant increase in PFS 
and ORR, and also suggests a survival benefit in patients with 
advanced midgut neuroendocrine tumours. Clinical trial information: 
NCT01578239.

CARE FACULTY PERSPECTIVE: Patients treated with 177Lu-Dotatate after 
disease progression on sandostatin LAR therapy had a significant 
benefit in PFS (HR 0.21) in this first, prospective randomized study 
of its kind.  Optimal sequencing of peptide receptor radionuclide 
therapy remains to be determined, however, this study provides 
evidence supporting its efficacy in patients with advanced midgut 
NET.

ASCO GICS 2016. ABSTRACT 315.  Efficacy and safety of everolimus in advanced, 
progressive, non-functional neuroendocrine tumours (NET) of the gastrointestinal (GI) 
tract and unknown primary: A subgroup analysis of the phase III RADIANT-4 trial.
Simron Singh et al.

Results: Of 302 pts, 175 had GI NET (EVE [n=118], PBO [n=57]); 36 had 
NET of unknown primary (EVE [23], PBO [13]). In GI NET pts, median 
age was 63 y; females: 55%; G1/G2: 75%/25%; WHO PS: 0, 78% or 1, 
22%; Caucasian: 73%. Similar baseline characteristics were observed 
in pts with NET of unknown primary. Ileum (41%), rectum (23%) and 
jejunum (13%) were the most common locations in GI subgroup. In 
pts with GI NET, median PFS (95% CI) by central review (EVE vs 
PBO) was 13.1 (9.2-17.3) mo vs 5.4 (3.6-9.3) mo with an estimated 
44% risk-reduction in favor of EVE (HR, 0.56; 95% CI, 0.37-0.84). In 
pts with NET of unknown primary, median PFS (95% CI) by central 
review (EVE vs PBO) was 13.6 (4.1-not evaluable) mo vs 7.5 (1.9-18.5) 
mo (HR, 0.60; 95% CI, 0.24-1.51). The most frequent G3/4 adverse 
events irrespective of drug-relationship reported in ≥5% pts in GI 
subgroup were diarrhea, hypertension, stomatitis, abdominal pain, 
fatigue, and acute renal failure. 

Conclusions: The present subgroup analysis of RADIANT-4 study 
demonstrated improvement in PFS with EVE for pts with GI NET, and 
suggests efficacy in NET of unknown primary, with an estimated 40% 
to 44% risk-reduction in favour of EVE vs PBO. Safety profile for EVE 
is consistent with that previously reported. Clinical trial information: 
NCT01524783.

CARE FACULTY PERSPECTIVE: The RADIANT4 trial examined everolimus, 
an mTOR inhibitor, versus placebo for patients who have advanced, 
progressive, non-functional neuroendocrine tumours of the GI tract 
and unknown primary. This analysis affirms a significant PFS benefit 
with everolimus in the GI and unknown primary NET subgroups.  

"THIS ANALYSIS AFFIRMS A SIGNIFICANT PFS BENEFIT WITH 
EVEROLIMUS IN THE GI AND UNKNOWN PRIMARY NET SUBGROUPS." 
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ASCO GICS 2016. ABSTRACT 192: Phase III randomized study of sorafenib plus 
doxorubicin versus sorafenib in patients with advanced hepatocellular carcinoma (HCC): 
CALGB 80802 (Alliance). 
Ghassan K. Abou-Alfa et al.

Results: The Alliance DSMB halted the study after accrual of 346 
patients (173 on each of D_S and S) when a futility boundary was 
crossed at a planned interim analysis. With 107 events in each arm, 
median OS was 9.3 months (95%CI 7.1-12.9) for D+S, and 10.5 months 
(95% CI 7.4-14.3) for S with a hazard ratio (HR) 1.06 (95% CI 0.8-1.4) 
for D+S vs. S.Median PFS was 3.6 (95% CI 2.8-4.6) and 3.2 months 
(95% CI 2.3-4.1), respectively (HR=0.90, 95% CI 0.72-1.2). There were 
38 deaths on treatment: 18 on D+S and 20 on S. Among these 8 [sepsis 
(1), dysphagia (1), pneumonia (1), cardiac (2), hepatic failure (2), and 
not otherwise specified (1)] on D+S, and 3 [fatigue (1), hepatic failure 
(1), and a secondary malignancy (1)] on S, were at least possibly 
related to treatment. A maximum grade 3 or 4 only hematologic 
adverse events (AE) occurred in 37.8% of patients on D+S and 8.1% 
of patients on S. Non-hematologic AEs were comparable, in 63.6% 
and 61.5% of patients, respectively. 

Conclusions: The addition of D to S resulted in higher toxicity and 
did not improve OS or PFS. The S median OS of about 10 months 
is consistent with previous reports. Clinical trial information: 
NCT01015833. 

CARE FACULTY PERSPECTIVE: Many Canadian centres participated in 
this important Intergroup trial, endorsed by the CCTG (formerly 
NCIC.CTG) as HEC 1 (PI: Dr. Jennifer Knox).  Unfortunately, despite 
positive randomized phase II data with the combination, the addition 
of doxorubicin did not improve survival over sorafenib alone.  
Doxorubicin is ineffective in advanced HCC.
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