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Meeting Snapshot

DATE: 
17 and 23 
September 2022

PANEL: Key experts in 
gastrointestinal (GI) 
malignancies
> 8 from the US and 

3 from the EU

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



Day 1: Panel Consisting of 5 US and 3 European GI Cancer 
Experts

CHAIR
Tanios Bekaii-Saab, MD, FACP 
Mayo Clinic Cancer Center

Gerald Prager, MD, PhD
University of Vienna

Christopher Lieu, MD
University of Colorado 
Cancer Center

John H. Strickler, MD
Duke Cancer Center

Philip A. Philip, MD, PhD
Henry Ford Cancer Institute 

Julien Taieb, MD, PhD
Georges Pompidou 
European Hospital

Joleen Hubbard, MD 
Mayo Clinic, Rochester

Chiara Cremolini, MD, PhD 
University of Pisa



Meeting Agenda Day 1

Time (EST) Topic Speaker/Moderator
9.00 AM – 9.05 AM Welcome and Introductions Tanios Bekaii-Saab, MD, FACP

9.05 AM – 9.15 AM
Metastatic Colorectal Cancer – Chemotherapy, Targeted 
Therapies, and Biomarker-Driven Treatments Joleen Hubbard, MD

9.15 AM – 9.50 AM
Discussion: Metastatic Colorectal Cancer – Chemotherapy, 
Targeted Therapies, and Biomarker-Driven Treatments All

9.50 AM – 9.55 AM Summary of Key Takeaways Joleen Hubbard, MD
9.55 AM – 10.05 AM Colorectal Cancer – Immunotherapy Gerald Prager, MD, PhD
10.05 AM – 10.40 AM Discussion: Colorectal Cancer – Immunotherapy All
10.40 AM – 10.45 AM Summary of Key Takeaways Gerald Prager, MD, PhD
10.45 AM – 10.55 AM Break
10.55 AM – 11.05 AM Hepatocellular Carcinoma Philip A. Philip, MD, PhD
11.05 AM – 11.50 AM Discussion: Hepatocellular Carcinoma All
11.50 AM – 11.55 AM Summary of Key Takeaways Philip A. Philip, MD, PhD
11.55 AM – 12.00 PM Meeting Close Tanios Bekaii-Saab, MD, FACP



Day 2: Panel Consisting of 6 US and 2 European GI Cancer 
Experts

CHAIR
Tanios Bekaii-Saab, MD, FACP 
Mayo Clinic Cancer Center

Julien Taieb, MD, PhD
Georges Pompidou 
European Hospital

Efrat Dotan, MD
Fox Chase Cancer Center

Alan P. Venook, MD
Helen Diller Family 
Comprehensive Cancer Center

Philip A. Philip, MD, PhD
Henry Ford Cancer Institute 

John H. Strickler, MD
Duke Cancer Center

Scott Kopetz, MD, PhD, FACP 
MD Anderson Cancer Center 

Gerald Prager, MD, PhD
University of Vienna



Meeting Agenda Day 2

Time (EST) Topic Speaker/Moderator
9.00 AM – 9.05 AM Welcome and Introductions Tanios Bekaii-Saab, MD, FACP
9.05 AM – 9.15 AM Gastroesophageal Junction (GEJ) and Gastric Cancer Julien Taieb, MD, PhD

9.15 AM – 10.05 AM
Discussion: Gastroesophageal Junction (GEJ) and Gastric 
Cancer All

10.05 AM – 10.10 AM Summary of Key Takeaways Julien Taieb, MD, PhD
10.10 AM – 10.20 AM Rectal Cancer Alan P. Venook, MD
10.20 AM – 11.05 AM Discussion: Rectal Cancer All
11.05 AM – 11.10 AM Summary of Key Takeaways Alan P. Venook, MD
11.10 AM – 11.20 AM Break
11.20 AM – 11.30 AM Pancreatic Cancer and Biliary Tract Cancer Efrat Dotan, MD
11.30 AM – 12.20 PM Discussion: Pancreatic Cancer and Biliary Tract Cancer All
12.20 PM – 12.25 PM Summary of Key Takeaways Efrat Dotan, MD
12.25 PM – 12.30 PM Meeting Close Tanios Bekaii-Saab, MD, FACP



Metastatic Colorectal Cancer –
Chemotherapy, Targeted 
Therapies, and Biomarker-Driven 
Treatments



KRAS G12C mutation
> KRAS G12C mutations occur in 3%–5% of mCRC patients
> Updated data from KRYSTAL-1 study, of adagrasib with or without 

cetuximab (LBA24)
> “I think the response rates and progression-free survival are most 

exciting with the combination”
> “In terms of adverse events, with a single agent, much like we can 

expect with other oral kinase inhibitors, and when we use the 
combination, as expected, we have more of the side effects with EGFR 
inhibitors, including the dermatologic side effects”

Metastatic CRC – Chemotherapy, Targeted Therapies, and 
Biomarker-Driven Treatments (1/4)
Presented by Joleen Hubbard, MD 

KRAS G12C
> Data from the phase Ib CodeBreak 101 study, of sotorasib in 

combination with panitumumab (315O)
> “Adverse events are very similar to what we saw with the 

combination from the KRYSTAL-1 study”
> “Regimen is safe and well tolerated. It has very good activity in 

this patient population”

“The approach of the combination KRAS G12C inhibitor and EGFR inhibitor has very strong activity in this patient population.”



HER2 amplification
> HER2 amplification/overexpression occurs in ~3%–5% of all patients with mCRC
> ~10% among patients with RAS/BRAF wild-type mCRC
> Additional analyses of the phase II MOUNTAINEER study of tucatinib and trastuzumab were presented at ESMO (LBA27), of patients on 

tucatinib monotherapy who were allowed to cross over and receive tucatinib and trastuzumab if they experienced radiographic progression at 
any time point or if they had not achieved a PR or CR by week 12

> “Even with crossover, the overall response rate is about 18%, and 82% have disease control rate . . . and nothing unexpected for adverse 
events with the crossover patients”

Metastatic CRC – Chemotherapy, Targeted Therapies, and 
Biomarker-Driven Treatments (2/4)
Presented by Joleen Hubbard, MD 

“I believe that this combination of trastuzumab and tucatinib will become a standard of care for HER2-positive metastatic colorectal cancer. Question is 
where this will fit in with results of DESTINY-CRC with trastuzumab-deruxtecan. And given that trastuzumab deruxtecan has activity even in patients who 
have previously been treated with HER2 agents, it may be that trastuzumab deruxtecan will be used in patients after trastuzumab plus tucatinib is used.”



VEGF inhibitors
> Fruquintinib is a tyrosine kinase inhibitor of VEGFR-1, -2, and -3 
> Data from the phase III FRESCO study of fruquintinib vs placebo were presented at ESMO (LBA25)
> “They did meet their primary endpoint with a clinically relevant and statistically significant improvement in overall survival, with 7.4 months for 

fruquintinib vs 4.8 months for placebo”
> “Adverse events are very much what we expect with the VEGF-related kinase inhibitors . . . and very manageable with fruquintinib”

Metastatic CRC – Chemotherapy, Targeted Therapies, and 
Biomarker-Driven Treatments (3/4)
Presented by Joleen Hubbard, MD 

“I think fruquintinib has a future in terms of approval for metastatic colorectal cancer. I think it was a clinically relevant as well as statistically significant 
benefit in overall survival, again, very well tolerated and I think will become a future option for our patients.”



Presenter’s conclusions

Metastatic CRC – Chemotherapy, Targeted Therapies, and 
Biomarker-Driven Treatments (4/4)
Presented by Joleen Hubbard, MD 



Metastatic Colorectal Cancer (CRC) – Chemotherapy, Targeted 
Therapies, and Biomarker-Driven Treatments (1/4)

First-line chemotherapy backbone
> Overall, in the US and EU, FOLFOX is the preferred backbone option with anti-EGFR therapy and, depending on the toxicity profile, 

FOLFIRI may be used instead. In France, FOLFIRI is preferred with cetuximab and FOLFOX with panitumumab

Maintenance therapy with EGFR inhibitors (in BRAF/RAS wild-type tumors)
> Established first-line treatment for BRAF/RAS wild-type, left-sided tumors is doublet chemotherapy plus EGFR inhibitor. This regimen, 

though, would lead to cumulative toxicity with specific adverse events (cutaneous, diarrhea, hypomagnesemia) and treatment cannot be 
tolerated after 4–6 months; therefore, it is not considered an option for maintenance

> Different views on maintenance strategies were discussed
− In EU, maintenance is offered by de-intensifying treatment using 5-FU plus anti-EGFR until evidence of disease progression. There is, 

however, consideration for stopping and reintroducing EGFR inhibitors during maintenance to overcome emerging EGFR-resistant 
clones in the tumor. In certain patients, where cutaneous adverse events emerge, stopping and reintroducing anti-EGFR upon disease 
progression may be a good option

− In the US, anti-EGFR is used up front and then stopped (in some patients once every 4 weeks) to give patients a break from 
cumulative toxicity and allow later rechallenge, maximizing quality of life without compromising PFS and overall survival. 5-FU can be 
used with EGFR inhibitors as maintenance; however, if patients have a low toxicity threshold to 5-FU, it will be discontinued, as EGFR 
monotherapy has equally good activity

> In the US, ctDNA may be used prior to starting first-line treatment to decide whether to rechallenge in later lines of therapy. In Europe, 
however, ctDNA monitoring is not used to guide treatment decisions up front, and if used, it would be at the time of disease progression to 
decide whether to reintroduce anti-EGFR or choose other treatments where targetable mutations of acquired resistance have emerged



Metastatic Colorectal Cancer (CRC) – Chemotherapy, Targeted 
Therapies, and Biomarker-Driven Treatments (2/4)

RAS wild-type
> Data from the FRESCO-2 study (LBA 25) are regarded as impactful and experts agreed fruquintinib will become another treatment choice in later lines post-

regorafenib or post–TAS-102 in the metastatic setting: “. . . fruquintinib is probably coming to us in the clinic”; “. . . We have so many patients every week in later 
lines still in good condition with no option, so thank you, fruquintinib, to exist”

BRAF V600E mutation
> It was remarked that the data of the phase III BREAKWATER study for BRAF V600E mCRC (LBA26) favor FOLFIRI compared with mFOLFOX6 as the backbone 

to encorafenib and cetuximab, in terms of safety and efficacy, which is paradoxical, as FOLFIRI was regarded as the least favored chemo backbone in the trial 
design due to the predicted CYP3A-mediated interaction between encorafenib, cetuximab, and irinotecan. As a result, it was proposed that there is room to 
investigate further FOLFIRI in first- or second-line trials with encorafenib plus cetuximab

KRAS GC12 mutation
> The data from both KRYSTAL-1 (LBA24) and CodeBreak 101 (315O) with adagrasib and sotorasib plus anti-EGFR agents, respectively, after first-line treatment, 

are regarded as compelling by the experts and there is excitement in this field 
> It is believed in the US that this will eventually be practice-changing for this small subgroup of patients through an accelerated pathway: “Which agent we are 

going to use first is probably going to depend on what gets approved first and what we have the most experience with, in the clinical trials that we participated.” In 
the EU, additional data will be needed from randomized phase III trials before approval 

− The goal will be to ensure all patients are tested up front for all the different molecular alterations to ensure these small subsets of patients are not missed
− The question remains if these agents plus anti-EGFR therapy can be used in the first line and if this will alter the natural history of the disease to improve 

patient outcomes, or if they can be combined with something else to address acquired resistance mutations 
− It will be important to understand the mechanisms of resistance to these agents, as duration of response is not as long as that seen with immunotherapy
− It will be important to address the question of whether chemo is needed as a backbone to these agents in frontline or if it can be spared, due to its impact 

on quality of life 
− There remains an unmet need to address other KRAS mutations 



Metastatic Colorectal Cancer (CRC) – Chemotherapy, Targeted 
Therapies, and Biomarker-Driven Treatments (3/4)

HER2 amplification
> The data from the MOUNTAINEER study of tucatinib and trastuzumab (LBA27) are convincing, and OS for these 

pretreated patients was close to first-line OS data. In the US, this regimen is navigating the FDA accelerated approval 
pathway and will likely be practice changing. In Europe, though, randomized data will be needed to receive EMA approval 
and before the combination impacts clinical practice

> The data demonstrate that all patients should be tested up front for HER2 amplification 
> Tolerability with this combination compared with trastuzumab deruxtecan remains an open question
> The question of sequencing remains wide open, as there will be a choice of using the HERACLES-based regimen of 

trastuzumab plus lapatinib or trastuzumab plus tucatinib, and whether trastuzumab deruxtecan will be used later in 
resistant disease

> Although the post-hoc analysis data from CALGB/SWOG 80405 (Alliance) did not show that HER2 amplification was 
predictive of response to anti-EGFR therapy, it was noted that there are studies of patients with HER2 amplification who 
are refractory to anti-EGFR agents alone or in combination with irinotecan. One European expert noted they will rely on 
HER2 amplification testing up front in the metastatic setting to determine whether their choice of first-line treatment will be 
doublet plus anti-EGFR therapy, or doublet plus bevacizumab



Metastatic Colorectal Cancer (CRC) – Chemotherapy, Targeted 
Therapies, and Biomarker-Driven Treatments (4/4)

NGS
> In the US, community centers often send out their samples to third-party testing facilities, which may be more robust than 

NGS in-house facilities at academic centers. In a real-world setting in the US, upfront testing rates for KRAS and BRAF 
are around 70%–80% and 80%–90% for MSI, and there remains an educational unmet need regarding who receives 
appropriate biomarker testing: “. . . There is still a pretty big disparity in terms of who's getting biomarker testing and who's 
getting appropriate biomarker testing. It does tell you that there's still some community and education that needs to 
happen”

> In EU, NGS is routinely used up front for all CRC patients, including in the adjuvant setting

ctDNA
> In the US, ctDNA is utilized in academic centers in the metastatic setting, and also in stage II disease (T3N0)
> “I look forward to the prospective data that will be needed, and some NCCN guidance would be appreciated, too. But I do 

think this is coming into the clinic in a significant way”



Colorectal Cancer –
Immunotherapy



dMMR/MSI-H CRC
> In the NICHE-2 study in locally advanced MMR-deficient colon cancer (LBA7), patients were treated with neoadjuvant ipi plus nivo, and 

underwent surgery within ≤6 weeks of trial registration
> “If you consider the very short duration of neoadjuvant treatment with immunotherapy of just 2 applications of nivo and 1 application of low-

dose ipi, I think that is remarkable data in these mainly stage III patients”

Colorectal Cancer – Immunotherapy (1/2) 
Presented by Gerald Prager, MD, PhD



ICI plus targeted therapy
Data were summarized from 
> The phase II NIVACOR study of nivo plus FOLFOXIRI-bev as first line in mCRC RAS/BRAF-mutated patients (422P) regardless of 

microsatellite status: “. . . this study very much reminds me of the AtezoTRIBE trial with quite comparable treatment design and data”
> The phase II study of fruquintinib plus sintilimab in pMMR/MSS mCRC patients (423P): “. . . it reminds me a little bit of the rego-nivo data we 

have seen a few years ago in terms of the approach.” “It seems to be feasible in terms of toxicity . . . and what is interesting is the subgroup 
analyses where response rate was better in those patients with no liver mets when compared to those with liver mets . . . and MYC wild-type, 
they did better than those with MYC amplification in a ctDNA analysis”

> The phase I trial of rego plus ipi-nivo in patients with MSS mCRC who progressed on prior chemo (320MO): “. . . especially skin toxicity and 
liver toxicity grade 3+ was an issue for those patients treated with IOs when compared to those who were not treated with checkpoint 
inhibitors” and “. . .  response rates were observed in approximately 40% of the patients with no liver mets and disease control rate was up to 
80% in patients with no liver mets . . . and the question is, is this prognostic or is there indeed a mechanism of checkpoint inhibitor effects 
when you combine it with rego?”

Presenter’s conclusions

Colorectal Cancer – Immunotherapy (2/2)
Presented by Gerald Prager, MD, PhD



Colorectal Cancer – Immunotherapy (1/2) 

Neoadjuvant use of immune checkpoint inhibitors (ICIs) in dMMR/MSI-H CRC
> “The early data that we have seen in the neoadjuvant setting really does suggest that when you are not dealing with stage 4, the impact of immunotherapy 

is really just astounding”
> Data from the NICHE-2 study (LBA7) are very exciting in the neoadjuvant setting, and in particular the concept of sparing surgery opens another option for 

patients. However, it was noted that in colon cancer as opposed to rectal cancer or gastric cancer, sparing the organ is less impactful on quality of life, and 
organ preservation leads to several questions, for example, cost of ICI treatment, or how and when a patient would be monitored for recurrence 

− Instances where the NICHE-2 regimen could be a consideration is for patients who have very large tumors that are hard to resect: “. . . it might make 
sense if you can downstage these patients with a couple of doses and then bring them to surgery,” or frail, older patients with comorbidities who are 
not fit for surgery. Additionally, it was noted that patients also have a desire for non-operative management of their colon cancer, and will ask for these 
treatments

− Experts reported some instances where patients treated with ICI who showed pathologic complete response with no sign of the tumor, ended with 
organ perforation that led to surgery to repair the perforation. It is, therefore, important to assess the long-term implications of potentially avoiding 
surgery 

− Nevertheless, it was noted that one of the primary endpoints of the study was safety and feasibility to undergo timely surgery with no more than a 2-
week delay of surgery, and this was met

− The data demonstrate it is crucial to have MSI testing up front in biopsy specimens, at the time of the colonoscopy
> The NICHE-2 study invites several topics of discussion

− Overall, the impact of ICI is greater in the early stages of the disease
− The question of whether ICI is needed post-resection, and for how long, and what is the role of adjuvant chemo in these patients
− The data from NICHE-2 establish a proof of concept in the neoadjuvant setting, although the study requires longer follow-up to see if the responses 

are sustained: “We are being put into corners where we don’t have all the evidence, and yet the evidence we do have is so compelling for 
immunotherapy that it is hard not to go there”

− After NICHE-2, the validity of ongoing trials with immunotherapy in the adjuvant setting can be questioned
− It was noted that in Southern Europe, non-operative strategies are not endorsed by multidisciplinary tumor boards
− Is it necessary to combine anti–PD-1 or anti–PD-L1 agents with anti–CTLA-4 in the neoadjuvant setting?



Colorectal Cancer – Immunotherapy (2/2) 

ICI in MSI-high metastatic disease
> Overall, experts use single-agent pembrolizumab in the first line, unless there is a need for a quick response in a patient who has extensive 

symptomatic disease, in which case low-dose ipi-nivo may be favored

TMB scoring to make treatment decisions
> There is still no defined TMB score that predicts responsiveness to immunotherapy, whether in tissue or in liquid biopsies in CRC

MRD
> In nonmetastatic disease, the sensitivity of MRD testing decreases, and its reliability was questioned

MSS CRC
> Experts were not impressed with the data from the phase I study of regorafenib in combination with ipi-nivo (320MO), and in particular are

not convinced with single-arm studies. It was noted that only studies that are randomized can bring value to clinical practice, including 
stratifying for liver/non-liver metastatic disease: “I just think we need to stop doing these single-arm studies. I don’t think they are helping 
move the science forward at all, and we really need some randomized data here”

> The Immunoscore IC was noted as a possible biomarker in MSS CRC patients. As reported in the phase II trial AtezoTRIBE, greater benefit 
of the addition of atezolizumab was observed among patients with MMR-proficient tumors and high Immunoscore IC tumors



Hepatocellular Carcinoma



Second-line treatment
> Updated data from the KEYNOTE-240 study of pembro vs placebo in sorafenib-treated, advanced hepatocellular carcinoma were presented 

(713P). With extended follow-up from KEYNOTE-240, pembro continued to provide improvement in OS and PFS, and in the subgroup 
analysis

Adjuvant treatment 
Data were summarized from 
> The phase II trial of anti–PD-1 antibody SHR-1210 (camrelizumab) plus apatinib as adjuvant treatment vs hepatic arterial infusion (HAI) in 

patients with HCC at high risk of recurrence after radical resection (724P): “The conclusion was that it had an acceptable safety profile, and 
encouraging preliminary activity, and they thought that was superior to HAI based on that preliminary data”

> The presenter reminded us of the ongoing phase III trials in the adjuvant setting

Hepatocellular Cancer (1/2)
Presented by Philip A. Philip, MD, PhD



Sequencing
> “This is what I think of the sequencing. The first question will be, is atezo plus bev a possibility?”

Hepatocellular Cancer (2/2)
Presented by Philip A. Philip, MD, PhD



Hepatocellular Carcinoma (HCC) (1/2)

Frontline treatment
> Atezo plus bevacizumab remains the treatment of choice for patients eligible for this regimen: “Nothing has succeeded to beat the atezo plus bev, sometimes 

because of efficacy results, sometimes comparator arms, sometimes tolerability. . . . I think atezo plus bev is finally quite easy to use, and well tolerated in the 
vast majority of the patients”

> For patients who are not eligible for atezo plus bev in frontline (~30%), experts have different preferences; for some, durva monotherapy is the preferred option 
and the combination of durva plus tremelimumab is also promising: “It is not really a majorly significant increase in cost or toxicity.” Alternatively, the choice may 
be lower-dose lenvatinib (especially for transplanted patients with recurrence). Ipi plus nivo is not favored, and if it were chosen, low-dose ipi would be used

− Those who would be candidates for durva single agent would be Child-Pugh B patients (<10% of patients), or patients with hepatitis-related HCC
− In France, there is an ongoing pilot trial of atezo plus bev plus an immunosuppressive regimen (to control rejection) in transplanted patients with 

recurrence, who received atezo plus bev in frontline
> The LEAP-002 (LBA34) study presented at ESMO was a negative study, and although it reported that the median OS of lenva plus pembro was the longest 

ever seen in first-line HCC phase III studies (21.2 months), it was noted by experts that this was a highly selected patient population, and rarely seen in the 
clinic: “LEAP-002 is not going to change any standard of care”

> The data from the phase III trial of the anti–PD-1 antibody camrelizumab plus the TKI rivoceranib vs sorafenib in frontline (LBA35) are considered “in the same 
ballpark that we've seen with all other regimens. . . . The question is whether this will ever find a path. I just feel like we have a lot of Me, Me 2, and Me 3”

Second-line treatment
> “The problem here [in the second line] is that there is not really a lot of data in terms of what to do because, again, everything in the refractory setting is 

randomized to placebo”
> Patients who progress rapidly will likely not benefit from anti–CTLA-4 in the second-line setting and beyond, but it may be an option for patients who have a 

prolonged response or stable disease 
> If a patient receives first-line atezo plus bev, second-line options for the experts include immunotherapy, followed by TKIs (lenvatinib is preferred over 

sorafenib). It was noted that usage of lenvatinib may be partly driven by a more favorable safety profile compared with sorafenib
> It was observed that in the second-line KEYNOTE-240 study (713P) subgroup analysis, patients with HBV had greater benefit from ICI, and in LEAP-002 the 

same results were observed in the lenva-plus-pembro arm. This raises the question of whether there may be subgroups of patients who benefit more from a 
combination of immunotherapy plus TKIs beyond first-line progression



Hepatocellular Carcinoma (HCC) (2/2)

Clinical trials
> The challenge with many of the trials showing positive data remains the selection of Child-Pugh A patients, and Child-Pugh B 7 and 8 

patients remain a significant unmet need
> The question was raised as to why trials combine chemoembolization ± systemic treatment, as opposed to comparing one against the other 
> Trials that assess the role of ICIs beyond progression ± TKIs would be interesting for subgroups of patients 
> Many of the phase III trials have a high proportion of patients with viral-related disease, who respond differently to ICI compared with 

nonviral-related HCC. Therefore, more real-world data are needed that reflect clinical practice and the responses to immunotherapy

Other observations
> The landscape in HCC is crowded, as there are currently multiple active drugs, and the question is how sequencing of the different agents 

will evolve. Also important is how the different TKIs should be utilized in patients who may not live long, and where there is a limited time 
frame for treatment: “I'd like to know which is the best one to use, because obviously these patients usually don't live long enough to go 
through lenvatinib, ribo, sorafenib, cabo”

> The role of neoadjuvant in the perioperative setting needs further exploration, as well as the role of adjuvant treatment for patients who 
undergo surgical ablation. It will be important for medical oncologists to engage with the multidisciplinary team in the early stage of the 
disease, as in some institutions, “. . . our interventional radiologists and surgeons and hepatologists are so dominant in decision-making”

> Biomarkers for selecting patients who will respond to immunotherapy are still unavailable, and there is currently little clinical development in 
the field 

> Experts are not convinced by the concept of pseudoprogression in HCC, and they think it is exceptionally rare
> ctDNA to predict for responses to immunotherapy is a difficult technology to implement in HCC, due to the complexity in accessing highly 

vascularized tissue. Perhaps ctDNA assessment through blood-based assays would be an option



Gastroesophageal Junction 
and Gastric Cancer



HER2-positive GEJ and gastric cancer
> Updated analysis of the phase II DESTINY-Gastric02 in Western patients was presented (1205MO): “Trastuzumab deruxtecan conjugate 

seems quite interesting and active in this HER2-positive gastric cancer population”

HER2-negative GEJ and gastric cancer
Neoadjuvant trials
> The data from the phase II PANDA trial of neoadjuvant atezo plus chemo (1219P) showed “the treatment was quite well tolerated”; “There 

was no relation between TMB, PD-L1, CPS with response on the analysis of pathologic response”

GEJ and Gastric Cancer (1/4)
Presented by Julien Taieb, MD, PhD



HER2-negative GEJ and gastric cancer
ICI in first-line trials
> Data were presented from the randomized phase II Moonlight trial (1203O) evaluating whether mFOLFOX induction therapy followed by nivo 

plus ipi is less toxic but equally effective compared with both regimens combined. The data showed that “this trial gives an indication that 
sequential is definitely not a good idea with immunotherapy in gastric cancer, and we need synergy, at least in our Western population, 
between chemotherapy and immunotherapy together for the best results”

> The preliminary efficacy and safety of first-line KN026 (HER2 target) combined with KN046 treatment (PD-L1 and CTLA-4 target) in a phase 
II study (1210P) is considered “interesting and [the rationale] makes sense”

> Data from the phase III LEAP-015 of lenvatinib plus pembro plus chemo vs chemo (1223P) were presented. This is “quite an intensive 
regimen with a tyrosine kinase inhibitor”; “. . . we have seen some drugs with this kind of profile or combination with this kind of profile, and it 
was really difficult to use in daily practice”; “I think this is not so informative, and multiplying the different drugs and adding, adding, adding is 
not the best way to move forward”

GEJ and Gastric Cancer (2/4)
Presented by Julien Taieb, MD, PhD



HER2-negative GEJ and gastric cancer
ICI in second-line trials
> Data from the randomized phase II PRODIGE 59-DURIGAST trial (1204MO) of FOLFIRI plus durva ± tremelimumab were presented

− “I would say that this trial is not going to change a lot. . . . Maybe we'll receive different results once the CPS 5 cutoff will be applied to 
the population, but again, a small number [of patients], so if we lose too many patients, of course, the results would have to be taken 
with a lot of caution”

− “This trial brings us data to show that FOLFIRI and durvalumab are feasible and not too toxic, if we want to use this kind of combo in 
future trials”

GEJ and Gastric Cancer (3/4)
Presented by Julien Taieb, MD, PhD



Biomarkers
> The role of DKN-01 and tislelizumab plus chemotherapy as first line in the phase IIa DisTinGuish trial (1213P) showed that “it will take a bit 

more to see if DKK1 can be predictive of this inhibitor”
> The role of the anti-CLDN18.2 monoclonal antibody plus CAPOX as first line in a phase I trial (1254P) showed the “swimmer plot is quite 

good” and there are “newcomers for inhibition of CLDN”

Presenter’s conclusions

GEJ and Gastric Cancer (4/4)
Presented by Julien Taieb, MD, PhD



Gastroesophageal Junction (GEJ) and Gastric Cancer (1/4) 

> Overall, no practice-changing data were presented at ESMO
ICI in first line 
> Candidates for ICI are those who have no contraindication for immunotherapy and CPS ≥5, patients with MSI-H, as well as those who are EBV 

positive
> Some MSI-H patients do not respond to ICI and need chemotherapy, and therefore, the notion of combining ICI with chemo is important: “There's a 

tendency to keep at it with immunotherapy, hoping that progression is really pseudoprogression. I think you run the danger of patients never seeing 
chemotherapy and some of these patients could have gotten benefit from chemotherapy.” Ideally, an early biomarker of response to ICI would inform 
the treatment decision

> It was noted that after progression on first-line ICI, one second-line option is paclitaxel plus ramucirumab, “and stay away from immunotherapy 
except for some exceptional situation”

ICI in combinations
> Although the data on the ongoing trials with ICI doublets plus chemo are preliminary and patient numbers are too low to draw conclusions (ipi-nivo 

plus chemo [1230O], durva-treme plus chemo [1204MO]), it was noted that the data appear similar to single-agent ICI plus chemo
> There is concern for the toxicity of some of these ICI combinations (ipi-nivo plus chemo, lenva-pembro plus chemo [1223P]), which may add some 

efficacy benefit but at a cost that is not tolerable for many older patients, particularly “when it gets operationalized outside of a highly refined pilot trial 
population”

− “We're seeing in general people adding things on top of other things, substantially increasing toxicity but generating greater efficacy in very 
refined patient populations, but what I would like to see, personally, is to see us subtract therapies that are not as beneficial, because I treat a 
lot of these patients, and most of them are not capable of handling all of the toxicity of triplets, quadruplets, all of these very complicated 
combinations”

− One expert remarked having experience with older patients who are MSI-H diagnosed in early stage and who, after receiving PD-1 inhibitor 
single agent, had a complete response with minimal toxicity. It would be worth evaluating this patient population that is currently being 
overtreated

− The question remains how to better select patients who may benefit with a more intensive regimen vs those who will do better with less 
treatment



Gastroesophageal Junction (GEJ) and Gastric Cancer (2/4) 

ICI in the neoadjuvant setting
> There is excitement as to the role of ICI in the neoadjuvant setting, and it will be interesting to see how the field of ICI in the adjuvant or 

perioperative settings evolves: “Maybe our default should be, neoadjuvant is better than adjuvant unless proven otherwise”
− There are some signals, but disease-free survival and relapse-free survival data are needed
− It is important to acknowledge the toxicity of using anti–PD-1 agents in a curative setting, as gastric perforations have been reported
− If a patient was treated with neoadjuvant ICI and progressed to metastatic disease, ICIs may be reused, although there are currently 

no data, and the question remains how long to treat in the neoadjuvant setting. It will be important to determine the benefit of re-
treating with ICIs in patients who progress quickly following neoadjuvant or adjuvant ICI treatment

− It would be very helpful if there were biomarkers using ctDNA in the neoadjuvant setting that would predict for risk of progression
CPS scoring
> In EU, experts use CPS ≥5 to determine use of ICI in frontline. In the US, as approval is independent of CPS score, an anti–PD-1 agent may 

also be used when CPS score is <5 
> “In the United States, because our approval is independent of CPS score, we will tend to give anti–PD-1 even if the number is lower than 5.  

Certainly, if it's a zero, we would not give it, but we would be more liberal about it”; “. . . In the community, from patients that I see, everybody 
is getting immunotherapy up front with chemotherapy, based on this approval”

> The challenge remains the different testing platforms among the different labs, leading to different CPS scores for the same patient. The 
quality of the biopsy samples with immunohistochemistry can also be an issue

> CPS remains a  weak surrogate of response to ICI, as its score can be modulated by chemotherapy. Therefore, rather than emphasizing 
specific CPS cutoffs, it is important to understand the dynamics of how this biomarker changes with treatment and how patients respond, in 
the hope that better decisions can be made: “There are reasonable, non-invasive, blood-based tests that could give us some hints of some 
of these things, and I think we can better develop them”

> In gastric cancer, some studies have shown an overlap between TMB and CPS scoring, but experts do not use TMB in the clinic to decide 
which patients to treat with ICI. Additionally, the TMB cutoff to make these treatment decisions is unclear
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HER2-positive GEJ and gastric cancer
> A proposed treatment sequence for the US is

− Frontline treatment with platinum-based chemotherapy plus trastuzumab plus pembro (as per FDA approval)
− Second line with paclitaxel plus ramucirumab
− Third line with trastuzumab deruxtecan. This agent is not used earlier, as there is concern for interstitial lung disease (ILD): “In second 

line, although it is approved by the FDA, I'm concerned about using it earlier because of the interstitial lung disease”
> A proposed treatment sequence for EU is

− In France and Austria, frontline treatment with chemotherapy plus trastuzumab plus pembro is not yet approved, and it will require 
randomized data. However, the individual agents are approved for gastric cancer, and therefore the combination can be used in a 
subset of patients, such as young patients or those with aggressive disease

> HER2-positive ADCs
− There is a preference to use trastuzumab deruxtecan in second- or third-line treatment, and it is viewed by experts as a chemotherapy-

based payload 
− ILD is a serious concern for 5%–10% of the patients and it is important to monitor for signs to mitigate the risk
− Unlike in breast cancer, where the agent is effective in low HER2-expressing tumors, the data are very preliminary in gastric cancer; 

therefore, it was noted that the drug is reserved for patients who have high HER2-expressing tumors upon reassessment in the 
refractory setting

> ctDNA to assess HER2 amplification has limitations
> It is important to acknowledge that HER2 amplification loss can only be clinically confirmed if a patient who was tested prior to frontline 

treatment had HER2 amplification, and upon reassessment following progression, HER2 amplification was lost
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Novel targets
> CLDN18.2 is considered an interesting target and preliminary data from the Claudin18.2-specific CAR T cells, as well as from zolbetuximab 

in gastric cancer, are intriguing. If the data continue to be positive, the agents will add complexity to the evolving landscape with ICIs
> DKN-01 has shown clinical benefit in a small group of patients; however, it remains unclear how DKK1 can be used as a biomarker, as both 

high- and low-expressing DKK1 tumors appear to be affected. It is also unclear to the experts how the molecule acts on the Wnt pathway, to 
inhibit tumorigenesis 

> Anti-TIGIT therapies require more data, but the concept is very interesting 

Clinical trial design
> Platform trials may be useful for discovery of novel compounds with smaller numbers of patients in different cohorts
> Trials in the neoadjuvant setting need to be designed to account for survival, as response rates do not always translate to improved survival 

in patients: “Are we ready to assume pathological response is a surrogate? Sounds like people are happy with that, but I'm not sure if that is
going to be the right design of the studies looking into long-term outcomes of those patients”

> The design of trials that include multiple agents, such as LEAP-015, needs to be reassessed in terms of the real added benefit to the 
patients. It is important to consider trials that assess less-intensive regimens in frail, older patients

Biomarkers
> Reliable biomarkers remain an unmet need in GEJ and gastric cancer
> One expert noted, “There might be some other very cheap and easy markers you can look at and see responsiveness. . . . We've done a 

pilot study with XELOX-pembro, and we saw dramatic responses in people who had lymph node-only disease but had PD-L1 scores less
than 5%”



Rectal Cancer



Total neoadjuvant therapy (TNT)
> “Virtually every study in the US that's been done in the past decade in rectal cancer has used a total neoadjuvant approach as the platform, 

and I think it's working for most of us, that this is how we think of treating patients”

> The OPRA study (NCT02008656), evaluating the need for surgery following total neoadjuvant chemoradiation, showed that there are a group 
of patients who benefit, although it is unclear who these patients are: “Clearly, all of us believe some patients don't need surgery. So, we 
think some patients don't need radiation and some patients don't need surgery, and that's our struggle right now as we wait for some of these 
data to mature”

Rectal Cancer (1/3)
Presented by Alan P. Venook, MD



dMMR rectal cancer
> The phase II study of dostarlimab in patients with stage II or III MSI-H or dMM rectal cancer was presented (Cercek A, et al. N Engl J Med 

2022;386:2363-2376)
> “It's a really rigorous follow-up and surveillance in this study. . . . Nobody needed to go to surgery, nobody needed to go to chemotherapy, 

and nobody got radiation, at least in this series. . . . The other astonishing thing is it may be the only paper I've ever read in an oncology 
study where there was no table of toxicities or complications, because they were just so few and far between”

Rectal Cancer (2/3)
Presented by Alan P. Venook, MD



RAPIDO study
> The trial examines the role of short-course radiotherapy followed by chemotherapy before total mesorectal excision (TME) vs preoperative 

chemoradiotherapy, TME, and optional adjuvant chemotherapy in locally advanced rectal cancer (Bahadoer RR, et al. Lancet Oncol. 
2021;22:29-42)

> Although initial results were promising and showed a significant decrease in disease-related treatment failure in the experimental group at 3 
years, the 5-year update has revealed an increase in the risk of local failure rate from 7% to 10% in the experimental arm, and “raises the 
issue of having rushed to judgment in concluding, based on preliminary data, that short-course radiotherapy is appropriate”

Rectal Cancer (3/3)
Presented by Alan P. Venook, MD

“The challenge in rectal cancer is that people are just doing studies, there are many studies ongoing, a number of them still waiting a long, long 
time for a readout of the final results, and we've moved on with other therapies, and obviously the most dramatic being the MSI-high patients who 

may very well need nothing more than a checkpoint inhibitor.”
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Different modalities of neoadjuvant chemotherapy remain a standard of care
> The TNT regimen is widely used. However, it was noted that “there is a population that we're overtreating here . . . so, while it's very easy to 

identify the patients who would benefit from an intensive approach, I think we need to develop better approaches of identifying the ones for 
which chemo rads would be fine, and they may not need much more than that”

> The PRODIGE regimen with intensive neoadjuvant FOLFIRINOX is used for selected patients (in France it is widely accepted). In the US, a 
trial of FOLFIRINOX vs FOLFOX will start soon to evaluate whether intensifying chemotherapy “increases the complete clinical response 
and hopefully complete pathologic response rates to have more patients conserving their rectum”

> The RAPIDO regimen with initial short-course radiotherapy is a challenge in many hospitals in the world, where many radiotherapy units are 
overbooked and there is a waiting list of 3–5 weeks

− With the urge to de-intensify treatment strategies, the relevance of radiotherapy was questioned
Neoadjuvant ICI in rectal cancer
> ICI is here to stay, and it will likely be superior to chemo in the neoadjuvant setting
> Although experts are impressed by the data of dostarlimab in MSI-H dMMR stage II and III rectal cancer (Cercek A, et al. N Engl J Med 

2022;386:2363-2376), none would change their current clinical practice on the basis of the study of 12 patients and the short follow-up 
− Although it is an interesting opportunity that can be discussed with individual patients, it is important to continue collecting clinical trial 

data of these studies to evaluate the long-term impact of sparing surgery in these patients: “I think in the real world there will be, 
especially in the community setting, a lot of discussions around whether that is enough, especially when you're talking about patients 
who may not be reliable in terms of follow-up”

− However, the challenge the experts face is that “patients know these data and they want this, so I think that's going to drive the 
decisions, even though we don't have a lot of data, these are small numbers, but the data is out there and it's hard to argue with it”

− As a result of the data, the field is moving to test all patients for MSI
− It was remarked that there have been instances of patients who showed complete pathologic response to ICI, but had to undergo

surgery due to complications; therefore, it may not be a “one-size-fits-all” MSI-H patient approach
− The data pose the question of whether chemo in combination with ICI is needed in MSI-H patients
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Non-operative management of rectal cancer
> Organ preservation is a goal for many patients, particularly elderly patients with comorbidities who are not fit surgery, and young patients if they have a 

complete response to neoadjuvant therapy: “. . . This has to be a very good discussion with the patients, because they really need a tight follow-up, 
and they should be very well-informed what this means for them to have these tight follow-up examinations”

> In the future, MSI-H patients will likely be treated without surgery, although in the US, access to anti–PD-1 in the neoadjuvant setting can be an issue: 
“What's going to be the [regulatory] process that we use to make this part of our standard of care?”

> It will be important to define how these patients will be monitored for recurrence, and it will be crucial to set up non-operative platforms in hospitals that 
can follow these patients: “. . . That was one of the strengths of Memorial Sloan Kettering, they already had that built when they did their dostarlimab
trial” 

> The NCCN may drive adoption of this strategy if it is included in their guidelines, although currently it poses major practical challenges at most 
institutions 

Biomarkers
> There is an increased need for biomarkers in rectal cancer to identify the early progressors
> It will be important to identify biomarkers early in the disease to select for patients who need surgery or not: “That's going to be a longer path, and 

these biomarkers have to be really good if you're going to withhold therapy from patients, or de-escalate therapy”
> Use of ctDNA in rectal cancer has come a long way, although it is still not ready for use in clinical practice

− ctDNA can be used to monitor the dynamics of change in patients who are newly diagnosed
− For non-operative management, ctDNA cannot be used to decide on presence of residual disease, as this is undetectable when the tumor 

volume is very small

Other considerations
> At a global level, there should be better channels of communication among investigators for the design of new clinical trials, particularly to align on 

eligibility trials to identify optimal patients, and avoid overlapping studies
> The treatment algorithm is becoming more complex, but there are still many practical challenges that need to be addressed, such as adoption of MSI 

testing, which in some cases still needs to reach the community setting: “. . . How that gets operationalized outside of our multidisciplinary GI oncology 
programs into the real world is going to be a major challenge for the field”



Pancreatic Cancer and 
Biliary Tract Cancer



Locally advanced pancreatic cancer
> The phase III randomized trial PRODIGE 29-UCGI 26(NEOPAN) comparing chemotherapy with FOLFIRINOX or gemcitabine in locally 

advanced pancreatic carcinoma (1296MO)
− The study met its primary endpoint of PFS (9.7 months FOLFIRINOX vs 7.5 months gemcitabine), but there was no difference in OS
− “In terms of toxicity, pretty much what we would expect. What does stand out is the neutropenia. I assume the group on FOLFIRINOX

had less neutropenia, given the G-CSF that was probably used, but overall, nothing surprising”

Metastatic pancreatic cancer
> The phase III trial PRODIGE 65-UCGI 36-GEMPAX UNICANCER study evaluating gemcitabine and paclitaxel vs gemcitabine alone after 

progression on FOLFIRINOX (LBA60)
− The study did not meet its primary endpoint of OS (6.4 months for gemcitabine and paclitaxel vs 5.9 months gemcitabine alone)
− “In terms of adverse events, it is pretty much what we would expect. You see a higher toxicity with gem-Abraxane, but nothing else that 

would significantly give us additional data in this setting”

Pancreatic Cancer and Biliary Tract Cancer (1/3)
Presented by Efrat Dotan, MD



Metastatic pancreatic cancer
> Extended OS results from the POLO study of active maintenance olaparib in patients with metastatic pancreatic cancer and a germline 

BRCA (1298P) mutation
− Investigator-assessed PFS, time to discontinuation of therapy, time to first subsequent therapy, and time to second-line treatment all 

favored the olaparib arm

Metastatic pancreatic cancer
> Phase II PANTHEON trial (AIO PAK 0116) of sequential therapy after failure of gemcitabine plus nab-paclitaxel with either 5-FU–folinic acid 

(5FU-LV) plus irinotecan (FOLFIRI) followed by 5FU-LV plus oxaliplatin (OFF) or the reverse sequence (1301P)
− The study was closed early due to poor accrual
− Of the 59 evaluable patients, PFS and OS were no different between the arms, and the safety profile was also similar

Pancreatic Cancer and Biliary Tract Cancer (2/3)
Presented by Efrat Dotan, MD



Metastatic biliary tract cancer
> Updated OS from the phase III TOPAZ-1 study of durva or placebo plus gemcitabine and cisplatin in patients with advanced biliary tract 

cancer (56P)
− “. . . what they're highlighting is the tail of the curve and the separation of the curve. . . . At the 24-month, there's almost a doubling of 

the survival in this particular group of patients”
− “. . . for 24-month OS, that's where the curve starts to separate, we see for the gem-cis-durva for the responders a 40.6% 24-month OS 

vs 20 months for the gem-cis”

> Phase I/II ReFocus trial of frontline RLY-4008, a highly selective FGFR2 inhibitor in patients with an FGFR2 fusion or rearrangement (LBA12)
− “These responses are very impressive”
− “Most of the toxicities are skin, nail, and stomatitis; that's the main toxicities that we see. But the majority of them are graded as low 

grade, and patients are able to stay on this treatment”

Pancreatic Cancer and Biliary Tract Cancer (3/3)
Presented by Efrat Dotan, MD
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Pancreatic cancer
Locally advanced disease 
> There are no new promising data, and “we have to understand how we can better treat the locally advanced”
> The data from the phase III PRODIGE 29 of gemcitabine vs FOLFIRINOX in locally advanced pancreatic cancer (1296MO) are an important 

finding that demonstrates OS with gemcitabine is comparable with FOLFIRINOX, and the latter is not needed for all patients. In the US 
community setting, FOLFIRINOX is widely used in instances when it may not be required, and in addition, it was noted that gemcitabine is 
easier to administer in the outpatient clinic

Metastatic disease
> The findings of PRODIGE 65 (LBA60) of gemcitabine and paclitaxel vs gemcitabine after first-line FOLFIRINOX in metastatic pancreatic 

cancer showed comparable efficacy. Given that gemcitabine is regarded by experts as almost “a placebo,” this raises the question of the true 
benefit of these regimens and the need to identify better regimens in pretreated patients. It was, however, remarked that gemcitabine and 
paclitaxel after FOLFIRINOX in rapid progressors leads to significant disease control

> “The main take-home point here is that pancreatic cancer has many different subgroups of patients. . . . We've all seen these patients with 
gem-Abraxane that have a very prolonged response, and we can't really explain it. . . . The next studies need to focus more on both clinical 
factors, and also the biology of how to select patients for different treatments”



Pancreatic Cancer and Biliary Tract Cancer (2/4)

Pancreatic cancer
Biomarkers
> In pancreatic cancer, biomarkers remain a large unmet need, and the answers will require large randomized studies
> BRCA mutations

− The POLO trial with the PARP inhibitor olaparib in patients with germline-mutated BRCA is a proof-of concept study, but it showed 
marginal benefit to patients. It also raises the question of whether the activity will be the same for somatic mutations

− The question remains whether this is a targetable-enough mutation to make a significant positive impact in patient outcomes, or 
whether “. . . we are seeing mutated patients respond better to DNA-damaging agents [platinum-based first-line chemo], and that is 
really the big thing”

> RAS mutations
− KRAS G12C mutations represent 1%–2% of patients. Inhibitors of this mutation have shown promising clinical activity (PFS) and are 

very well tolerated
− KRAS G12D mutation is under active investigation, and it will be considered a breakthrough if potent inhibitors are identified 

> RET rearrangements 
− “Some of the RET data looks really compelling if we can find that therapeutic window”

Immunotherapy
> TGF-β–targeting agents with anti–PD-L1 is a promising avenue to continue exploring in pancreatic cancer
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Biliary tract cancer
> The challenge with this disease is the associated comorbidities and complications that may arise
> It is believed that the small benefit seen in the phase III TOPAZ-1 trial (56P) of durva plus gem-cis vs placebo plus gem-cis is derived from a 

subpopulation of patients, and further analysis is needed to identify these patients: “There's no data that's provided yet about any of the 
pathology or the biology of these tumors, and more research will refine who really benefits from immunotherapy.” Experts remarked that in 
the absence of data to determine whom to exclude from the durva regimen, overall, it will be used 

− The landmark analysis at 2 years was received with skepticism: “. . . We frankly don't know if we're affecting biology or just selecting 
what patients are doing later on. We tend to overemphasize these days the landmark analysis at 2 and 3 years as proof that this 
works”

> It was noted that biliary tract clinical trials should distinguish the different patient populations (intrahepatic, extrahepatic, and gall bladder 
carcinoma) within this disease, instead of grouping them together, as this leads to regulatory agencies’ approval of regimens on the basis of
trial data that are not beneficial for all patients 

> “This highlights one of the problems of drug development, and obviously we've faced this for decades, which is what meets the regulatory 
requirements for approval often doesn't meet the eyeball test for clinical activity or efficacy, and a lot of this is getting boxed in with 
treatments that we don't have much faith in. We're guilty of that because we help design the studies that will be powered to show a 
difference”
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Biliary tract cancer
Biomarkers
> Patients with biliary tract cancer need to be molecularly profiled up front, and it is a very exciting time now with the ongoing identification of 

actionable mutations in this disease: “I think we're going to see an explosion of data in this area”
> FGFR2 fusion

− Overall, molecular profiling for FGFR gene fusions is done by RNA sequencing in tissue up front for all patients. Where tissue is 
insufficient, ctDNA is used. Outside gene fusions, NGS with DNA is done in tissue

− The data from the ReFocus trial (LBA12) of RLY-4008 in patients with FGFR2 fusion are impressive, regarding the high response rates 
and tolerability of the agent 

− It was proposed as a frontline option: “Because then we don't have the discussion of whether to use triplet of chemotherapy and then 
wait to use the FGFR in the second line”; “. . . [It’s a] no-brainer; if this drug is available, I would use it in the frontline in a patient who 
has FGFR2 mutation”

• However, it was pointed out that conducting these trials is challenging, as patients need treatment quickly and there are wait 
times for the molecular profiling results: “. . . The companies who are running these trials need to accept the local assessment of 
the targets and not always a time-wasting central assessment, which makes it almost impossible to put patients on these first-
line trials.” One way to circumvent this problem would be to allow a few of cycles of chemo before switching to targeted therapy 
in frontline

> Other actionable mutations noted as interesting (not discussed) are KRAS G12C, BRAF V600E, HER2 amplification: “It's a reminder that 
rare cancers sometimes are the likeliest places to find these kinds of targets, and we should not exclude them”
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