
Copyright © 2021 Aptitude Health. All Rights Reserved. APTITUDE HEALTH® is a federally registered service mark of Aptitude Health Holdings, LLC

Gastrointestinal Malignancies 
in 2021 and Beyond 

FULL REPORT
July 9 and 12, 2021



Report Contents

Content Slide

Meeting Snapshot 3

Faculty Panel 4

Meeting Agenda 5

Strategic Recommendations 7

Updates in Gastric and GE Cancers 8

Updates in HCC 13

Updates in Pancreatic Cancer and Biliary Tract Cancer 18

Updates in Metastatic Colorectal Cancer 25

Updates in Rectal Cancer 33



Meeting Snapshot

DATE: 
July 9 and 12, 2021

PANEL: Key experts in 
GI cancers
> 4 from US
> 5 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

GI CANCER-SPECIFIC 
DISCUSSIONS on 
therapeutic advances and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 4 US and 5 European Experts in 
GI Tumors 

Julien Taieb, MD, PhD
Hôpital Européen 

Georges Pompidou

Efrat Dotan, MD
Fox Chase Cancer Center

Eric Van Cutsem, MD, PhD
University Hospitals Gasthuisberg 

Leuven and KU Leuven

CO-CHAIR:
Howard Hochster, MD, FACP

Rutgers Cancer Institute of New Jersey

Tanios S. Bekaii-Saab, MD, FACP
Mayo Clinic

Teresa Macarulla, MD, PhD
Vall d´Hebron Institute of Oncology 

CO-CHAIR:
Gerald Prager, MD
Medical University Vienna

Dominik Modest, MD
Charité Universitätsmedizin 
Berlin

Manish Shah, MD
Weill Cornell Medicine/ 
New York-Presbyterian



Meeting Agenda (Day 1)
Time (CEST/EDT) Topic Speaker
16.00 – 16.05 / 10.00 – 10.05 Welcome and Introductions Gerald Prager, MD

16.05 – 16.15 / 10.05 – 10.15 Role of Immunotherapy and Targeted Agents in 
Gastroesophageal (GE) and Gastric Cancer Manish Shah, MD

16.15 – 16.55 / 10.15 – 10.55 Discussion All

16.55 – 17.00 / 10.55 – 11.00 Summary of Key Takeaways Manish Shah, MD

17.00 – 17.10 / 11.00 – 11.10 Integration and Sequencing of New Agents in Hepatocellular 
Carcinoma (HCC) Tanios S. Bekaii-Saab, MD, FACP
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18.10 – 18.15 / 12.10 – 12.15 Break

18.15 – 18.25 / 12.15 – 12.25 Advances in Neoadjuvant Therapy for Rectal Cancer Eric Van Cutsem, MD, PhD
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18.55 – 19.00 / 12.55 – 1.00 Meeting Close Howard Hochster, MD, FACP



Updates in Gastric 
and GE Cancers



IMMUNOTHERAPY HAS LED TO CHANGING TREATMENT PARADIGMS

> Gastric cancer is a heterogeneous disease with distinct 
molecular features

> Immunotherapy has clearly demonstrated efficacy in gastric 
cancer

− Phase III ATTRACTION-2 trial of nivolumab (nivo) vs 
placebo in third line led to a substantial increase in 
long-term survival and has been practice changing

> Important first-line immunotherapy trials 
− Phase III CheckMate 649: for combined positive score 

(CPS) ≥5 in gastric, gastroesophageal junction (GEJ), 
and esophageal adenocarcinoma, median overall 
survival (OS) was 14.4 mo for nivo + chemo vs 11.1 
mo for chemo (hazard ratio [HR] 0.71; P <.0001)

− Phase III KEYNOTE-590: for CPS ≥10, in esophageal 
squamous cell cancer, median OS was 13.9 mo for 
pembrolizumab (pembro) + chemo vs 8.8 mo for 
chemo (HR 0.57; P <.0001)

> Programmed cell death protein 1 ligand 1 (PD-L1) is used 
as a predictive biomarker and is determined by CPS. A 
specimen is considered PD-L1 positive if CPS ≥1

Role of Immunotherapy and Targeted Agents in GE and Gastric 
Cancer
Presented by Manish Shah, MD

T-cell targets to improve immunotherapy

Anti–T-cell immunoreceptor with 
immunoglobulin and immunoreceptor 
tyrosine-based inhibitory motif 
domains tiragolumab + 
atezolizumab (atezo; LBA5, WCGI 
2021) in metastatic GE cancer
• Phase Ib study; preliminary 

activity, overall response rate 
(ORR) 28% and disease control 
rate (DCR) 50%

• “Study is encouraging”
• Phase III studies are being planned 

(SKYSCRAPER-07 and -08)

Anti-CD47 ALX148 + trastuzumab, ramucirumab, and paclitaxel (SO-31, WCGI 2021) in 
human epidermal growth factor receptor 2 (HER2)-positive advanced gastric and GE cancer 
• Phase I study (ASPEN-01)
• “Remarkable responses, and quite encouraging”

“As we understand more about the immune microenvironment, there are 
opportunities to further modulate the immune microenvironment to activate 
the immune system against the cancer.”

Interesting trials presented at WCGI 2021



Key Insights



GE and Gastric Cancer (1/2)

Immunotherapy in first line
> Immunotherapy in combination with chemotherapy can be considered standard of care in first-line metastatic gastric and GE cancer. 

Immunotherapy as monotherapy may be considered for patients who are mismatch repair deficient (dMMR), as they have a higher chance 
of responding to the monotherapy than other patients

> Although the US Food and Drug Administration (FDA) has approved nivo and chemotherapy for all comers (on the basis of CheckMate 649), 
overall, experts agree that checkpoint inhibition benefit is significantly greater in patients with tumors expressing CPS ≥5, and given the 
toxicity associated with the combination, they do not support its use in patients who have a lower CPS score

CPS scoring
> A caveat to CPS scoring was noted: “How sure are we that actually there’s no activity as you go lower than that? I can’t be as certain,” and “. 

. . CPS is probably not an easy score, and we have to try to standardize and to train the pathologists all over the world to have something 
reproducible and reliable”

> In the US, in the community setting, many patients are currently treated with immunotherapy, irrespective of CPS score, as this is the FDA label
> Better biomarkers are needed to select patients with low CPS score, who could benefit from immunotherapy

Tumor mutational burden (TMB)
> TMB scoring to guide immunotherapy treatment is usually evaluated in the context of other biomarkers, such as microsatellite instability 

(MSI) and CPS score “. . . it’s very, very rare . . . to see a high TMB with nothing else to support the use of immunotherapy.” A high TMB 
score is often associated with MSH-high (MSI-H) status and a high CPS score

Immunotherapy and tyrosine kinase inhibitors (TKIs)
> One expert described lenvatinib in combination with pembro: “It hits VEGFR [vascular endothelial growth factor receptor]1, 2, and 3, and it 

modulates the immune microenvironment in a way that could be very favorable. I think that the data are compelling and should be studied”



GE and Gastric Cancer (2/2)

HER2-positive gastric and GE cancers
> The interim analysis from KEYNOTE-811 of first-line pembro + trastuzumab and chemo in HER2-positive patients with advanced gastric and 

GE cancers is very promising. Although data are not yet final, some experts agreed they may consider this combination exceptionally in 
some patients, off-label. It was noted, though, that “. . . in melanoma and in lung cancer, the response to checkpoint inhibition doesn’t predict 
an improvement in survival . . . I just would caution that it raises a flag that maybe even though you have a greater response, the 
improvement in survival may not be there”

> The question remains whether this triple combination is better than sequential use of the agents, given the added toxicity
> Currently, the data are not yet available to understand the role of PD-L1 status; therefore, experts will use HER2-directed therapy in patients 

whose tumors are HER2 positive independent of PD-L1 status

Preoperative setting 
> Immune checkpoint inhibitors (ICIs) are currently under investigation in clinical trials (eg, KEYNOTE-585), and “. . . for esophageal cancer, 

checkpoint inhibition therapy is, I think, more effective than in gastric cancer, and it could change our paradigm.” However, these agents are 
currently not yet used in clinical practice in the neoadjuvant setting, and there is concern that the strategy may raise toxicity

CD47 target
> The preliminary efficacy data from the phase Ib ASPEN-01 trial with the CD47 inhibitor AXL148 are regarded as encouraging, but it is too 

early to draw conclusions. It was noted that in the quadruple combination it is difficult to understand what the role of CD47 is

Trial efficacy data for Asian and non-Asian patient populations
> Differences in the activity of some agents in Asian vs non-Asian patients (eg, AVAGAST study, LEAP-005 study) were accounted for by 

variations in the incidence of the different types of gastric cancers, eg, GEJ tumors are most common in US and Europe (and also tend to be 
HER2 positive), whereas distal gastric cancers and Epstein-Barr virus-positive gastric cancers are more prevalent in Japan and Korea



Updates in HCC



IMMUNOTHERAPY IN HCC IS HERE TO STAY, BUT SEQUENCING BEYOND FIRST LINE REMAINS AN OPEN QUESTION

> Child-Pugh beyond A patients remain an unmet need
First-line trials
> In first line, “IMBRAVE150 has transformed how we treat patients, at 

least with Child-Pugh score A”
− Updated median OS: 19.2 mo for atezo + bevacizumab (bev) vs 

13.4 mo for sorafenib; HR 0.66, P = .0009 (abstract 267, ASCO GI 
2021), and quality of life was also more favorable for the combination 

> Phase III COSMIC-312 study of cabozantinib (cabo) ± atezo vs 
sorafenib: “First look appears to favor PFS [progression-free survival], 
but OS is not much different between cabo + atezo vs sorafenib.” 
However, data need to mature

Second-line trials
> There have been 3 positive phase III trials with TKIs (cabozantinib 

[CELESTIAL], regorafenib [RESORCE], and ramucirumab [REACH-2])
> There are 2 trials with immunotherapy (phase II/III CheckMate 040 with 

nivo ± ipilimumab [ipi] and phase III KEYNOTE-240 with pembro vs 
placebo). “We know that the phase III study with pembrolizumab vs 
placebo was numerically better, but statistically it was a dead heat”

> Phase III study of hepatic arterial infusion chemotherapy + leucovorin, 5-
fluorouracil (5-FU), oxaliplatin (FOLFOX) in China: “The overall patient 
population is intriguing and frankly, I’m not sure how that applies to our 
actual practices”

Integration and Sequencing of New Agents in HCC
Presented by Tanios S. Bekaii-Saab, MD, FACP

How will the data from these studies impact sequencing? 



Key Insights



HCC (1/2)

First-line treatment
> Atezo + bev is considered the standard of care
> However, it is not suitable for all patients, such as those with comorbidities (portal hypertension and risk of upper gastrointestinal [GI] 

bleeding) and compromised liver function
− In any case, it was noted “At the end of the day, even patients that have varices after you band them and you worry about bleeding, I 

think it’s a risk-benefit discussion with the patient, whether or not they’re willing to take the risk and potentially get a much more 
effective regimen”

> There is a plethora of agents to treat patients who are not candidates for atezo + bev, such as single-agent nivo in first line or ramucirumab 
in second line, “. . . which is a very well-tolerated drug in patients that are unable to get other things”

> Additionally, trial data are awaited for ICI studies, eg, HIMALAYA (durvalumab + tremelimumab), CheckMate 9DW (ipi + nivo), for patients 
who are not suitable for the atezo + bev combination

> ICIs + TKIs are promising, but experts still need convincing survival data: “Especially with the updated data with the survival and the 
response rate, I think it’s going to be tough to displace atezo-bev . . .”, and there are important toxicity concerns: “There’s no doubt when 
you combine a TKI with a PD-1/PD-L1, you’re raising quite intensively the risk of toxicity, and very meaningful toxicity”

− In the US, an additional hurdle is that oral agents are more costly than intravenous treatment, and the patient would still need to come 
to the infusion center for the ICI

− Using a TKI in first line also raises the question of what to do in second line, as a TKI would no longer be an option
> The risk of bleeding is a consideration for the use of both VEGF and epidermal growth factor receptor inhibitors, and would be a limiting 

factor in both the atezo + bev combination and the ICI + TKI combination
> Child-Pugh B patients are understudied and there should be a greater focus on these patients in the context of clinical trials



HCC (2/2)

Treatment sequencing 
> What to do after atezo + bev remains an open question. Some experts move the first line to second line (sorafenib or lenvatinib), and the 

second line to third line (regorafenib or cabozantinib), whereas others will continue directly to the second-line options
> Lenvatinib is a preferred second-line treatment for a couple of experts, as “In terms of tolerance as compared to sorafenib, [lenvatinib] was 

impressive,” and “You have a higher response rate, you have a higher PFS . . . and the durability is better than sorafenib”
> However, the data for these sequencing decisions are not available and academic sequencing trials are greatly needed: “In the future, if we 

don’t define what a standard first line, second line is, how are we going to drive clinical research tomorrow? Because otherwise, I don’t see 
how we are going to move forward in HCC” 

− “If we do trials, what to do after atezo-bev, we are doing an industry trial. This is not, I think, the objective of the trials that we have to
do academically. I think we have to make them more inclusive and ask a more general question, maybe missing some of the details”

> It was proposed that clearer guided sequencing strategies may become available with real-world data
> Immunotherapy after first line (if not used in frontline) is a relevant option, and it is approved in the US (such as ipi + nivo) 

− However, “. . . the problem with these studies, in all frankness, is nivo-ipi always looks better than nivo, except it’s never been 
randomized vs nivo in our world”  

− If atezo + bev in the second line were an option, one expert indicated that despite the lack of scientific validity, “. . . if I can get it 
cleared and the patient is eligible, I would [use it]”

Locoregional therapy with transarterial chemoembolization (TACE)
> Data on TKIs + TACE have been disappointing
> Immunotherapy combined with TACE is worth exploring in clinical trials, eg, addressing whether responses can be enhanced or whether to 

downstage patients who are more likely to receive locoregional therapy. However, this field is not yet ready to move to clinical practice



Updates in Pancreatic Cancer  
and Biliary Tract Cancer



IN RESECTABLE DISEASE, NEOADJUVANT STRATEGIES ARE UNDER ACTIVE INVESTIGATION

Resectable and borderline-resectable disease
Adjuvant or neoadjuvant treatment strategies
> The standard treatment for resectable disease continues to be adjuvant therapy (PRODIGE-24 trial demonstrating superiority of modified 

leucovorin, 5-FU, irinotecan, oxaliplatin [mFOLFIRINOX] vs gemcitabine; median OS: 54.4 mo vs 35 mo; HR 0.63, P = .003)
> PREOPANC-1 trial investigating neoadjuvant radiochemotherapy vs immediate surgery followed by adjuvant gemcitabine  demonstrated

superiority of the neoadjuvant strategy in the 5-year OS long-term results (20.5% vs 6.5%; abstract 4016, ASCO 2021) 
> The role of preoperative radiotherapy studied in Alliance A0121501 demonstrated that mFOLFIRINOX + radiotherapy did not lead to 

increased efficacy vs mFOLFIRINOX. More ongoing trials are currently addressing this question

Metastatic disease
First-line treatment
> There are currently 2 options: nab-paclitaxel or FOLFIRINOX. The latter is preferred in young, fit patients
Second-line treatment
> There is only 1 randomized phase III trial (NAPOLI-1) of pegylated liposomal irinotecan + 5-FU vs 5-FU after gemcitabine in frontline, 

demonstrating superiority of the combination (median OS: 6.1 mo vs 4.2 mo; HR 0.57, P = .009)
Maintenance treatment
> The results of the POLO trial (abstract 378, ASCO GI 2021) led to the approval by the FDA and European Medicines Agency of olaparib as 

maintenance treatment in patients with germline breast cancer susceptibility gene (BRCA)1 and -2 mutations who have not progressed after a 
minimum of 16 weeks of first-line platinum-based chemotherapy

1) Treatment of Resectable Pancreatic Cancer and Metastatic 
Pancreatic Cancer  
Presented by Teresa Macarulla, MD, PhD



PROMISING ACTIVITY OF TARGETED AGENTS AND IMMUNOTHERAPY IN METASTATIC BILIARY TRACT CANCER

First-line treatment with chemotherapy
> The standard of care continues to be gemcitabine + cisplatin (gem-cis)
Promising ongoing first-line trials
> The results of the single-arm phase II study of nab-paclitaxel + gem-cis led to a phase 

III study (NCT03768414), for which results are awaited
First-line treatment with targeted therapy
> Currently there are 3 phase III frontline trials testing fibroblast growth factor receptor 

(FGFR)2 inhibitors vs chemo: FIGHT-302 (pemigatinib), PROOF (infigratinib), and 
FOENIX-CCA (futibatinib). These trials will face the challenge of next-generation 
sequencing (NGS) waiting times before starting first-line treatment

> Immunotherapy monotherapy has shown some activity. Immunotherapy in combination 
with chemo is promising (phase II trial of chemo + durvalumab ± tremelimumab; abstract 
4520, ASCO 2020), and has led to the phase III TOPAZ trial (chemo + durvalumab). 
Additionally, KEYNOTE-966 of pembrolizumab + chemo is currently ongoing

Second-line with targeted therapy
> Phase III ClarIDHy trial, targeting patients with isocitrate dehydrogenase 1 mutations 

(abstract 266, ASCO GI 2021) favored ivosidenib vs placebo (mPFS: 2.7 mo vs 1.4 mo; 
HR 0.37, P <.0001)

> There have been positive single-arm phase II trials in second line and beyond 
demonstrating efficacy of various FGFR2 inhibitors in patients with FGFR2 fusions, 
which account for 10%–12% of intrahepatic cholangiocarcinoma (see table)

> HER2 overexpression is common in gallbladder cancer and in extrahepatic 
cholangiocarcinoma. Data from the phase I study with zanidatamab showed activity 
(abstract 299, ASCO GI)

2) New Therapeutic Options in Biliary Tract Cancer 
Presented by Teresa Macarulla, MD, PhD

Targeted therapies

Biliary tract cancer: A heterogeneous disease



Key Insights



Pancreatic Cancer (1/2)

Pancreatic cancer
Resectable disease
> Neoadjuvant strategies for patients with resectable disease are used by experts outside of clinical trials. Although it is not 

established as standard of care, “I think, in the near future, we would use every day more and more neoadjuvant 
strategies.” Overall, there is a preference for using FOLFIRINOX in both EU and US

> It is crucial to monitor patients in multidisciplinary team centers, as “. . . in the US, the understanding of what was 
resectable, borderline, and locally advanced is a little bit not well-defined in many places that don’t have multidisciplinary 
teams”

> Duration of preoperative chemotherapy is not clear; for some experts it is 6 months, and for others it is 3–4 months before 
surgery 

− “I think what we need to really conclude on that question [duration of chemotherapy] is a proper, phase III trial, 
comparing upfront surgery vs maybe a total neoadjuvant therapy or a perioperative setting”

> The question remains what to do after resection if the patient does not respond to chemotherapy. This will be investigated 
in the PANACHE02 study when funds become available in France

> Adjuvant radiotherapy does not play a role in resectable pancreatic cancer, and may play a role, occasionally, in 
borderline-resectable disease or locally advanced disease that may become resectable



Pancreatic Cancer (2/2)

Pancreatic cancer
Metastatic disease 
> Experts remain skeptical of strategies to overcome endogenous resistance to immunotherapies. To date, there are no 

targeted agents that have proven effective in this context: “The best strategy is essentially to just look for other targets, 
and for now at least, not waste as much time”

− The activity demonstrated in the phase I/II study of the neuregulin 1 (NRG1) fusion inhibitor zenocutuzumab (abstract 
3003, ASCO 2021) in Kirsten rat sarcoma viral oncogene homolog (KRAS) wild-type, NRG1-positive pancreatic 
cancer was described as “. . . pronounced, so I think that we might be able to use it in the future”

− The COMBAT trial (Bockorny B, et al. Nature Med. 2020) of the C-X-C chemokine receptor type 4 antagonist BL-
8040 + pembrolizumab and chemo demonstrated good response rates in second line, but the combination was “. . . 
really, really toxic,” and “If you put this in a randomized phase II trial and compare the data in the NAPOLI trial with 
this, probably you’d fail”

− The anti-CD73 oleclumab is currently being investigated in pancreatic cancer (abstract 9047, ASCO 2021), and “. . . 
we have seen some really impressive results”

− “I think there is much more work that needs to be done in terms of the stroma, and we talk about immunotherapy 
being active, but I think there are ways to make the chemotherapy maybe more active”

> Molecular profiling is important to detect rare gene fusions. However, the type of molecular tests to detect these molecular 
alterations is crucial, as if they are not robust, the gene fusions can be missed



Biliary Tract Cancer 

Biliary tract cancer
Treatment
> First-line treatment with gem-cis is suboptimal but remains standard of care, as currently there are no better alternatives. 

Additionally, intensifying this treatment does not make it more efficient
> The second-line results of the randomized NIFTY trial in Korea with nanoliposomal irinotecan + 5-FU–leucovorin are 

promising: “The results are, for second line at least, much better than whatever has been produced before”

Molecular profiling
> After failure of first-line treatment, biomarker-driven therapy is the preferred approach in second line. There is a distinct 

molecular signature in intrahepatic and extrahepatic cholangiocarcinoma tumors, and “For the approvals we have, from the 
clinical standpoint, it is most important to have the profiling for the intrahepatics done. For the extrahepatics and the 
gallbladder, it remains mostly academic”

− Obtaining tissue for extrahepatic disease is a challenge
> The type of molecular platform used for detection of FGFR2 fusions is paramount, so as not to miss them. An RNA sequencing 

platform should be mandatory, or else 10%–20% of these fusion genes could be overlooked; NGS is the preferred platform
− However, waiting times can be a challenge, particularly where patients could enroll in first-line trials with targeted agents: 

“It takes 2–3 weeks to get the result, if I’m lucky, and most patients are not willing to wait”
> It is necessary to test as early as possible, to understand how to best treat these patients in first and second line
> Liquid biopsies are not ideal, as they miss the majority of gene fusions. Additionally, in extrahepatic disease there is very little 

circulating tumor (ct)DNA shedding, and, therefore, very little testable sample. Also important, liquid biopsies may not be 
reimbursed outside clinical trials



Updates in Metastatic 
Colorectal Cancer



Metastatic Colorectal Cancer – Chemotherapy, Targeted 
Therapies, and Biomarker-Driven Treatments 
Presented by Julien Taieb, MD, PhD

THERE HAS BEEN REMARKABLE PROGRESS WITH TARGETED AGENTS

Maintenance treatment
An additional option for maintenance was demonstrated by the phase III PANAMA trial of continuing panitumumab 
after first line + 5-FU vs panitumumab alone, showing the combination to be superior (abstract 3503, ASCO 2021): 
mPFS 8.8 mo vs 5.7 mo; HR 0.72, P = .014
BRAF mutation
Frontline
> Patients may be treated with doublet chemo + bev or triplet chemo + bev, although a meta-analysis of 5 

randomized controlled trials (Cremolini C, et al. J Clin Oncol. 2020) showed intensifying treatment does not add 
benefit 

> Phase II ANCHOR is evaluating encorafenib + binimetinib + cetuximab. Although ORR and OS are impressive, 
“PFS is not as high as expected”

> The phase III BREAKWATER trial of encorafenib + cetuximab “. . . is a very important trial that will tell us 
whether to use encorafenib and cetuximab together, or one after the other sequentially”

> Phase II FIRE-4.5 investigating FOLFOXIRI + bev or cetuximab as first-line treatment demonstrated there was 
no advantage of cetuximab over bev, with both demonstrating comparable efficacy 

Second line
> Encorafenib + cetuximab has become the new standard of care in this patient population (as per phase III 

BEACON data; Tabernero J, et al. J Clin Oncol. 2021)
HER2 amplification
> The phase II DESTINY-CRC01 study with trastuzumab deruxtecan “is a bit more exciting” than the HERACLES 

(trastuzumab + lapatinib) and MyPathway (trastuzumab + pertuzumab) studies, showing ORR 43.5% and DCR 
83% (Siena S, et al. Lancet Oncol. 2021), although interstitial lung disease is a safety concern that needs to be 
monitored

KRAS G12C mutation
> Adagrasib in the phase I/II KRYSTAL-1 trial showed disease control in 94% of patients
> There is an ongoing phase III trial (KRYSTAL-10) of adagrasib + cetuximab vs chemotherapy
ctDNA and minimal residual disease (MRD)
> It is a field of active investigation, but large patient series are needed to confirm an association between MRD and 

clinical outcomes. Importantly, testing needs to be standardized



CHECKPOINT INHIBITION AND NOVEL TARGETS CONTINUE TO BE 
ACTIVELY STUDIED AS MONOTHERAPY OR IN COMBINATION

> KEYNOTE-177 update (abstract 3500, ASCO 2021) of pembrolizumab vs investigator’s 
choice chemo in MSI-H patients showed significant PFS (16.5 mo vs 8.2 mo; HR 0.59, 
P = .0359), and there is an overall trend favoring pembro in all patient subgroups

> “The key question is will pembro be used as standard of care, or will there be a place 
for doing 1, 2, 3 short chemo cycles and switching over to ipi + nivo, as we have the 
option now” [as per the CheckMate 142 trial]

> “An article that really thrilled me was the NICHE trial” in resectable dMMR and 
proficient MMR tumors. It is a proof-of-principle trial. Patients received short courses of 
ipi and nivo before surgery, and “the majority of patients achieved complete responses”

> The phase II LEAP-005 trial of lenvatinib + pembro in non–MSI-H patients: “The results 
were not that bad, at least better than expected . . . this is a combination we will see in 
randomized trials pretty soon”

> Relatlimab is a lymphocyte activation gene 3 antibody and represents a new class of 
checkpoint inhibition. It is active in melanoma, and may move to other refractory tumors

> The combination of tremelimumab and durvalumab (Canadian Cancer Trials Group 
CO.26) in microsatellite-stable (MSS) patients showed “TMB . . . may be worth looking 
at in the future. TMB might be at least an idea for a marker for MSS patients that may 
benefit from checkpoint inhibition”

Metastatic Colorectal Cancer – Recent Insights in Immunotherapy 
Presented by Dominik Modest, MD

Targets and combos to move on



Key Insights



Metastatic Colorectal Cancer (1/4)

Biomarkers and targeted therapy
BRAF mutation
> BRAF mutation remains the worse prognostic indicator in metastatic colorectal cancer (mCRC)
> Although the Cremolini meta-analysis (J Clin Oncol. 2020) demonstrated that intensification of treatment (FOLFOXIRI + bev) in first line for 

patients with BRAF mutations does not add a survival benefit, it was noted that the data are outdated, as they do not include patients who 
would have received a doublet or triplet first-line, followed by cetuximab + encorafenib in second line, which is the current standard of care 
for these patients

− Nevertheless, some experts will reserve FOLFOXIRI for patients with BRAF mutations who have “symptomatic disease or potential 
secondary surgery, or threatening lesions in the center of the liver with jaundice if there is a progression.” Alternatively, patients may 
be started on the triplet and if the regimen is not tolerated, “drop it within 3 to 4 months and just go to capecitabine + bevacizumab, so 
the punishment is actually minimal”

> In conclusion, BRAF-mutated mCRC is regarded as a very heterogeneous disease, with some patients requiring the doublet chemo and 
some others needing the triplet

> There were contrasting views on the data from the phase II ANCHOR trial with encorafenib, binimetinib, and cetuximab in first line. They 
ranged from “I’m not too excited . . . the numbers don’t look that amazing” to “The ANCHOR data are intriguing, they are good, and the 
reason why in the BREAKWATER study we have added an arm with chemo + cetuximab and encorafenib”

> The BREAKWATER study is of importance to understand whether these patients may benefit from chemo added to cetuximab + 
encorafenib, or if a chemo-free frontline regimen is preferred. Additionally, the trial will shed light on appropriate sequencing strategies for 
this group of patients to try and improve OS beyond 17 months: “If it’s finally the same for each group with overall survival, I will really feel 
quite free of what I can do first-line, depending on my patient’s clinical profile”

− Safety concerns with the triplet regimen were noted, although these data are not yet available
− A very important question remaining is what and how regimens will be given to patients after the study treatments: “Our thoughts on 

BREAKWATER will depend on the quality of the post-study treatment data that will be communicated with the results”
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Biomarkers and targeted therapy
RAS mutation
> FOLFOXIRI is extensively used in patients with right-sided tumors and RAS mutation, as per the data of the TRIBE-2 

study
> KRAS G12C mutation

− Experts look forward to the results of the KRYSTAL-10 study
− Patients with KRAS mutation remain an unmet need, and experts anticipate the results of ongoing trials, including 

other mutations such as G12D and G12V: “If we have the three G12 inhibitors in the future, we may target at least 
30%–40% of our RAS mutants. It’s already quite good”

HER2 amplification
> Experts are very excited by the mechanism of action of trastuzumab deruxtecan, as it does not preclude the use of other 

HER2-targeted agents, and its activity (DESTINY-CRC01 study) is promising: “It’s a small subgroup of less than 4% 
probably, but in which we will have probably many therapeutic options in the future”

MRD
> The role of MRD positivity or negativity in choosing further treatment strategies remains unclear, and more answers are 

needed from clinical trials. There are currently 17 ongoing trials assessing the role of MRD
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MSI-H – immunotherapy
First-line treatment
> There was agreement that most patients with MSI-H tumors will receive pembro frontline (KEYNOTE-177). “The 

advantage of chemo (+ pembro) is just that you have more stable disease and fewer progressors. You don’t have more 
responders”

− A patient who is MSH-H and has a BRAF mutation would also receive pembro in frontline, according to the experts
> For a patient who has high disease burden or may need a rapid response, pembro would also be considered for the first 

line, although a couple of experts would rather use chemo first, followed by an ICI
> It was acknowledged that there is a portion of MSI-H patients who will not respond to pembro, and other treatment options 

are needed for them (eg, chemo + ICI or ICI dual blockade in the future)
> Chemo + ICI and ICI-ICI combinations (awaited data from ipi + nivo in CheckMate 8HW) may become first-line options in 

the foreseeable future. Regarding pembro frontline, it was noted that “It would stay an option for patients who may not be 
fit for combos, not for chemo, and maybe not even for double checkpoint inhibition. That’s a good option, but that won’t be 
the option for everyone forever”

Second-line treatment
> Although there are no data available, experts agreed that patients who have responded to single ICI frontline are more 

likely to respond to dual ICI in second line, whereas this will likely not be the case if the patient has not responded to 
immunotherapy first

> Guided sequencing in MSI-H BRAF-mutated tumors remains an open question. An expert noted that in their experience, 
some patients have shown great responses to frontline pembro followed by second-line cetuximab + encorafenib 
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TMB
> Experts are critical of TMB score as a measure of response to immunotherapy: “In many instances, it’s probably just an 

association rather than itself a driver for a response.” They expressed criticism of the FDA’s approval of pembro in patients 
with advanced solid tumors who have a TMB score ≥10 mutations/megabase, as this is not a high score in mCRC

> It was acknowledged that some predictive utility has been observed in patients with high TMB who have DNA polymerase 
epsilon mutations 

> Overall, TMB is considered a surrogate biomarker, and investigating its predictive utility in clinical trials was questioned as 
not being worthwhile

Other observations
> Clinical responses to targeted agents and immunotherapy have shown to differ between males and females over a 

number studies across CRC (KEYNOTE-177, PRIME, TML, FIRE-3) and other malignancies, and experts pointed out it is 
important to understand these biologic differences

> It was noted that there should be better diversity in clinical trials regarding gender, age, and race, “to ensure that we’re 
deriving data that’s significant for all subgroups and not making assumptions”



Updates in Rectal Cancer



REMARKABLE PROGRESS IN THE LAST YEAR HAS LED TO CHANGING PARADIGMS IN LOCALLY ADVANCED 
RECTAL CANCER (LARC)

> Different trials have focused on improving neoadjuvant treatment, with either intensification or de-
intensification with less surgery followed by watch-and-wait strategies, and less radiotherapy

> Neoadjuvant chemoradiotherapy that achieves complete response (CR), followed by watch-and-
wait can cure some patients. However, the challenge is how to follow these patients. At Leuven 
they are followed every 3 months for the 1–3 years, as one-third of patients will recur within the first 
2–3 years. It is crucial to perform high-quality diffusion and perfusion magnetic resonance imaging 
(MRI) and endoscopy

> Two trials have been practice-changing for LARC
> Phase III RAPIDO trial (Bahadoer RR, et al. Lancet Oncol. 2021): 28% CR in experimental arm 

(short-course radiotherapy followed by chemo and then surgery) vs 14% for control arm (P <.001); 
cumulative probability of disease-related treatment failure was 23.7% (95% CI: 19.8–27.6) in 
experimental group vs 30.4% (26.1–34.6) in control group (HR 0.75, P = .019)

> Phase III PRODIGE 23 trial (Conroy T, et al. Lancet Oncol. 2021) demonstrated intensification of 
chemo before preoperative chemoradiotherapy significantly improved outcomes compared with 
preoperative chemoradiotherapy in LARC (3-year disease-free survival rates were 76% vs 69%; 
HR 0.69, P = ·034). Additionally, there was significant improvement in CR (28% vs 12%; P <.001)

> Two additional important trials in LARC were discussed
> Phase III STELLAR trial (short-term radiotherapy + chemotherapy vs long-term 

chemoradiotherapy before surgery): there was a trend in favor of the experimental arm for disease-
free survival and OS (abstract 3510, ASCO 2021)

> Phase II OPRA trial (abstract 4008, ASCO 2020) demonstrated that a total neoadjuvant approach 
followed by watch-and-wait in complete responders led to organ preservation in half of the patients 
with LARC, without compromising survival

Advances in Neoadjuvant Therapy for Rectal Cancer
Presented by Eric Van Cutsem, MD, PhD



Key Insights



Rectal Cancer 

Neoadjuvant treatment
> Most of the experts have now adapted the RAPIDO approach (short-course radiation), both in the EU and the US
> With regard to sequencing of radiation and chemotherapy, the results of the RAPIDO trial favor radiation first, but in 

clinical practice having access first to radiotherapy can be a challenge
> A caveat that was noted in the design of some of the trials evaluating pathologic complete response (pCR) is the time 

interval from radiation to surgery, as opposed to surgery right after chemoradiation: “A longer interval from the radiation to 
the surgery seems to go along with a higher pCR rate”

Watch-and-wait strategies
> All the experts have incorporated a watch-and-wait approach for patients with LARC. These strategies require a 

multidisciplinary team, where patients are routinely monitored
> Watch-and-wait schemes require very-high-quality MRI with diffusion and perfusion images, in addition to highly trained 

radiologists who can evaluate positron emission tomography (PET)-computed tomography (CT) scans and MRIs
> A complete evaluation involves MRI, endoscopy, PET-CT scan, and clinical evaluation

− Some experts also rely on biopsies, while others do not find them clinically useful
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