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Meeting Snapshot

DATE: 
July 8 and 12, 2024

PANEL: Key experts in 
GI cancer
> 5 from US
> 3 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

GI CANCER-SPECIFIC 
DISCUSSIONS on latest 
research updates, therapeutic 
advances, and their 
application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 8 Global GI Cancer Experts

CHAIR: 
Howard S. Hochster, MD
Rutgers Cancer Institute of 
New Jersey

Dirk Arnold, MD, PhD
University of Hamburg

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

Efrat Dotan, MD
Fox Chase Cancer Center

Gerald Prager, MD
Medical University of Vienna 

Julien Taieb, MD, PhD
Université de Paris

Kristen Ciombor, MD
Vanderbilt University Medical Center

Nataliya Uboha, MD, PhD
University of Wisconsin Madison



Meeting Agenda: Day 1 
Time (ET/CEST) Topic Speaker/Moderator
9.30 AM – 9.35 AM/15.30 – 15.35 Welcome and Introductions Howard Hochster, MD

9.35 AM – 9.45 AM/15.35 – 15.45 Metastatic Colorectal Cancer – Chemotherapy, Targeted 
Therapies, and Biomarker-Driven Treatments Dirk Arnold, MD, PhD

9.45 AM – 10.15 AM/15.45 – 16.15 Discussion All

10.15 AM – 10.20 AM/16.15 – 16.20 Key Takeaways Dirk Arnold, MD, PhD

10.20 AM – 10.30 AM/16.20 – 16.30 Colorectal Cancer – Immunotherapy Julien Taieb, MD, PhD

10.30 AM – 11.00 AM/16.30 – 17.00 Discussion All

11.00 AM – 11.05 AM/17.00 – 17.05 Key Takeaways Julien Taieb, MD, PhD

11.05 AM – 11.25 AM/17.05 – 17.25 ctDNA Updates and Integration in Clinical Practice Howard Hochster, MD

11.25 AM – 11.35 AM/17.25 – 17.35 BREAK All

11.35 AM – 11.50 AM/17.35 – 17.50 Rectal Cancer Kristen Ciombor, MD

11.50 AM – 12.20 PM/17.50 – 18.20 Discussion All

12.20 PM – 12.25 PM/18.20 – 18.25 Key Takeaways Kristen Ciombor, MD

12.25 PM – 12.30 PM/18.25 – 18.30 Summary and Closing Remarks Howard Hochster, MD



Meeting Agenda: Day 2 
Time (ET/CEST) Topic Speaker/Moderator
9.30 AM – 9.35 AM/15.30 – 15.35 Welcome and Introductions Howard Hochster, MD
9.35 AM – 9.45 AM/15.35 – 15.45 Gastroesophageal Junction (GEJ) and Gastric Cancer Nataliya Uboha, MD, PhD
9.45 AM – 10.10 AM/15.45 – 16.10 Discussion All
10.10 AM – 10.15 AM/16.10 – 16.15 Key Takeaways Nataliya Uboha, MD, PhD
10.15 AM – 10.25 AM/16.15 – 16.25 Hepatocellular Carcinoma (HCC) Tanios Bekaii-Saab, MD, FACP
10.25 AM – 10.45 AM/16.25 – 16.45 Discussion All
10.45 AM – 10.50 AM/16.45 – 16.50 Key Takeaways Tanios Bekaii-Saab, MD, FACP
10.50 AM – 11.00 AM/16.50 – 17.00 BREAK All
11.00 AM – 11.10 AM/17.00 – 17.10 Gastroenteropancreatic Neuroendocrine Tumors (GEP-NETs) Howard Hochster, MD
11.10 AM – 11.20 AM/17.10 – 17.20 Pancreatic Cancer Efrat Dotan, MD
11.20 AM – 11.40 AM/17.20 – 17.40 Discussion All
11.40 AM – 11.45 AM/17.40 – 17.45 Key Takeaways Efrat Dotan, MD
11.45 AM – 11.55 AM/17.45 – 17.55 Biliary Tract Cancer Gerald Prager, MD
11.55 AM – 12.20 PM/17.55 – 18.20 Discussion All
12.20 PM – 12.25 PM/18.20 – 18.25 Key Takeaways Gerald Prager, MD
12.25 PM – 12.30 PM/18.25 – 18.30 Summary and Closing Remarks Howard Hochster, MD



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



Highlights From Recent Congresses  

Hyperselection and anti-EGFR therapy
> IHC and extended NGS testing beyond RAS on ctDNA revealed 

~20% molecular alterations in left-sided tumors and 50% in right-
sided tumors

> Hyperselection may be relevant for predicting the efficacy of anti-
EGFRs, and it has demonstrated that tumors on the right or left side 
appear to perform similarly in response to anti-EGFR treatment

> The biomarker analysis of the PARADIGM trial (Uetake H, et al. 
ASCO 2024. Abstract 3507) showed that if patients’ disease was 
progressing under panitumumab or bevacizumab, a number of
resistant pathway-specific mutations emerged that are prognostic 
and may be predictive of outcomes to subsequent treatment

Treatment duration with anti-EGFR therapy
> The updated efficacy data of the PanaMa trial (Modest DP, et al. 

ASCO 2024. Abstract 3506) showed longer mPFS when 
panitumumab was added to maintenance FU-FA vs FU-FA alone 
(8.8 vs 5.8 mo, respectively), although the overall mPFS after 
disease progression and reinduction with FOLFOX6 + panitumumab 
was longer in the FU-FA–alone arm (7.4 vs 4.1 mo, respectively)

> This suggests it might be better to save panitumumab for the 
relapsed CRC setting, to avoid the early emergence of resistant 
clones. Therefore, it will be important to determine the timing and 
optimal treatment duration with anti-EGFRs

Metastatic Colorectal Cancer – Chemotherapy, Targeted 
Therapies, and Biomarker-Driven Treatments (1/3)
Presented by Dirk Arnold, MD, PhD

PanaMa

PARADIGM



Highlights From Recent Congresses  

Anti-EGFR + KRAS G12C inhibitors
> KRAS G12C inhibitors include divarasib, adagrasib, and sotorasib (soto)
> The phase III CodeBreaK 300 study investigates 2 dose levels of soto + 

panitumumab vs chemotherapy
> The secondary endpoint of OS (Fakih M, et al. ASCO 2024. Abstract 

LBA3510) was not significantly different vs chemo, although the data 
were still immature for the higher soto dose. This raises questions on the 
optimal placement of G12C inhibitors in the treatment course, especially 
in first-line combination with chemotherapy. Targeting a wider RAS
mutational spectrum vs G12C may be better in first line

HER2 targeting
> The final results of the MOUNTAINEER trial (tucatinib ± trastuzumab in 

second line or beyond; Strickler JH, et al. ASCO 2024. Abstract 3509), 
showed a promising ORR of 40%, mPFS of 8 mo, mOS of 24 mo

> The data need to be placed in the context of recent data with ADCs, like 
trastuzumab deruxtecan

BRAF V600E targeting
> The updated results of the phase Ib/II HERKULES-3 trial (Parikh AR, et 

al. ASCO 2024. Abstract 3517) of encorafenib + cetuximab (EC) + ERK 
inhibitor ERAS-007 showed activity in both EC-pretreated and EC-naive 
patients, and larger trials of this regimen are warranted

MOUNTAINEER study

HERKULES-3 study

CodeBreaK 300

Metastatic Colorectal Cancer – Chemotherapy, Targeted 
Therapies, and Biomarker-Driven Treatments (2/3)
Presented by Dirk Arnold, MD, PhD



Highlights From Recent Congresses  

New targets
> c-Met

– ABBV-400 is an ADC targeting the c-Met receptor with a topoisomerase 
inhibitor payload (Sharma M, et al. ASCO 2023. Abstract 3515) that has shown 
promising responses in patients with mCRC in the third line and beyond

> DNA damage
– Lunresertib inhibits PKMYT1, which regulates the cell cycle and is part of 

DNA damage repair-related signaling
– It has been studied with FOLFIRI in patients with CCNE1 amplification or 

deleterious FBXW7 alteration (Wainberg ZA, et al. ESMO GI 2024. 
Abstract 504MO) and appears to be active in patients with mCRC

Management of liver metastases
> COLLISION trial (Meijerink MR, et al. ASCO 2024. Abstract LBA3501)

– The study evaluated the role of ablative treatment vs resection in patients 
with resectable CRC liver mets, and showed no difference in outcomes 
between a surgical approach or thermal ablative approach

> TRANSMET trial (Adam R, et al. ASCO 2024. Abstract 3500) and liver 
transplantation

– The study demonstrated that some patients selected on the basis of
clinical and biological factors are suitable candidates for liver transplant

– This offers a potential cure for this group of patients

Lunresertib – best overall response (PR or CR)

CBR, clinical benefit rate

Metastatic Colorectal Cancer – Chemotherapy, Targeted 
Therapies, and Biomarker-Driven Treatments (3/3)
Presented by Dirk Arnold, MD, PhD



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



Metastatic Colorectal Cancer – Chemotherapy, Targeted 
Therapies, and Biomarker-Driven Treatments (1/3)

Liver transplantation in unresectable CRC liver mets
> In Europe, France and Spain are leading countries in liver transplant for unresectable CRC liver mets, and this approach is viewed with 

interest in Germany, given the favorable 5-year OS rate of the TRANSMET trial (Adam MR, et al. ASCO 2024. Abstract 3500)
– It is important to note that liver transplantation does not lead to cure, and as TRANSMET showed, 72% of the patients experienced 

recurrence
– Although in France this strategy is more commonly done than in other European countries, it was pointed out that only a small number 

of eligible patients are selected for this approach (100–200 patients per year)
– Additionally, a setback to liver transplantation is the time it takes for livers to become available

> In the US, experience with liver transplants for patients with isolated liver mets at the Mayo Clinic is extensive and livers are available. 
Transplant outcomes there are consistent with the 5-year survival data seen in the TRANSMET study

– However, only a few patients with good biology can be selected (eg, patients who respond well to chemo and do not have BRAF 
mutation or suspected peritoneal metastases)

Biomarker-driven treatment – HER2-positive mCRC
> Reflex HER2 IHC testing is routinely done in academic centers in Europe and the US for patients with mCRC. In the community setting, 

though, testing is not universal, reflecting an unmet educational need
– At the Mayo Clinic in Arizona, all patients with mCRC receive a ctDNA test, so if tissue is not readily available, the results are obtained 

from liquid biopsy (concordance is ≥80% between liquid and tissue biopsies), with HER2 and other targets of interest prioritized
– In France, patients are now tested for HER2 up front (aligned with the ongoing MOUNTAINEER-03 study, in the front line)



Metastatic Colorectal Cancer – Chemotherapy, Targeted 
Therapies, and Biomarker-Driven Treatments (2/3)

Biomarker-driven treatment – HER2-positive mCRC (cont.)
> Final results of the MOUNTAINEER study (Strickler JH, et al. ASCO 2024. Abstract 

3509) continue to support the use of tucatinib and trastuzumab for patients with RAS 
wild-type HER2-positive mCRC in the second line and beyond, and the regimen is well 
tolerated

> In the US, trastuzumab deruxtecan (T-DXd) is used post-tucatinib + trastuzumab, as it 
is more toxic and still known to be effective after other anti-HER2 regimens. It was also 
observed that T-DXd appears to be efficacious in patients with RAS mutations

– In most of Europe, however, T-DXd is not yet approved for mCRC; but even after 
approval, it will likely be used after the MOUNTAINEER regimen.

• In Austria, T-DXd can already be used post-tucatinib + trastuzumab

Biomarker-driven treatment – KRAS G12C-mutated mCRC
> The overall feeling is that the OS data from the CodeBreaK 300 study of sotorasib + 

panitumumab (Fakih M, et al. ASCO 2024. Abstract LBA3510) are disappointing, and it 
is unclear whether the newer generations of KRAS G12C-specific inhibitors will be 
more effective or if pan-RAS inhibitors will be needed

– On the question of RAS inhibition, one view is that broad RAS inhibitors may be 
more effective in controlling potential resistance mutations, while another opinion 
is that it is more effective to start with selective inhibition, as different resistance 
mutations arise under pressure (eg, G12C, G12D, others)

Dr Ciombor:
[For HER2-positive mCRC] I don’t think the 
data from these last 2 meetings really 
changes how I practice. I tend to use the 
MOUNTAINEER regimen first. Unless, of 
course, patients are eligible for the first-line 
study, I preferentially put patients on that, 
and then I use the ADC later.

“
“



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

Biomarker-driven treatment – KRAS G12C-mutated mCRC (cont.)
> Experts noted that the data for adagrasib + cetuximab in the KRYSTAL-1 study 

compare favorably with those for sotorasib + panitumumab in CodeBreaK 300 
> Adagrasib monotherapy was noted to perform better than the combination, adagrasib + 

cetuximab, and this raises the question whether the latter is the optimal regimen in 
KRYSTAL-1

> Divarasib is regarded as highly active, but clinical data are still limited
> Experts noted that combinations of KRAS G12C inhibitors with pan-KRAS inhibitors 

are rational and promising

Biomarker-driven treatment – BRAF-mutated mCRC
> Experts are not impressed with the data from the HERKULES-3 study (Parikh AR, et al. 

ASCO 2024. Abstract 3517) of ERAS-007 (ERK inhibitor) + encorafenib + cetuximab) 
for patients with BRAF V600E-mutated CRC

> It was observed that RAS- or BRAF-targeted combination strategies appear to need 
chemotherapy to be effective, particularly in patients with BRAF-mutated tumors: “It 
may be just the disease is pretty bad, that you need a little bit of chemo power in 
addition to the biologic, until we get a little bit better with selecting patients”

> Another proposed strategy is to use targeted agents and chemotherapy alternatively, 
so that the latter is only employed when resistant clones arise, to reduce overtreating 
patients 

*On June 24, 2024, US FDA granted accelerated 
approval to adagrasib with cetuximab for KRAS G12C-
mutated colorectal cancer, on the basis of results of the 
KRYSTAL-1 study.

Dr Bekaii-Saab:
If you look historically at the 3 G12C 
inhibitors, sotorasib is really the weakest 
[sotorasib, adagrasib*, and divarasib] . . . 
divarasib is pretty impressive and adagrasib 
is pretty solid.

“
“



Colorectal Cancer –
Immunotherapy



Highlights From Recent Congresses  

MSI-H mCRC
> The mPFS2 in the CheckMate 8HW study (Lenz HJ, et al. ASCO 

2024. Abstract 3503) of ipilimumab + nivolumab was significantly 
longer than that in the chemotherapy arm (with median follow-up of 
31.5 mo, NR and 29.9 mo, respectively; HR 0.27), with a manageable 
safety profile

> The comparison of double-agent immunotherapy with single-agent 
nivo is much anticipated, as currently there is inappropriate cross-trial 
comparison taking place with the KEYNOTE-177 trial of single-agent 
pembrolizumab and CheckMate 8HW

> The quality of life for patients receiving immunotherapy (Lonardi S, et 
al. ESMO GI 2024. Abstract 2O) was also better for patients receiving 
the doublet immunotherapy regimen vs chemotherapy

MSI-H early-stage CRC
> NEOPRISM-CRC (Shiu KK, et al. ASCO 2024. Abstract LBA3504) is 

examining neoadjuvant pembro stratified to tumor mutation burden for 
high-risk stage 2 or stage 3 MSI-high CRC. It is a small study (N = 
32) that has demonstrated very good pCR (59%)

> Dr Taieb expressed great interest in the randomized phase Ib trial of 
anti–PD-1 (sintilimab) ± anti–CTLA-4 (IBI310), with a statistically 
higher pCR for the doublet vs single-agent immunotherapy (78.4% vs 
46.7%, respectively). It will be important to identify the patients who 
need single agent or doublet

Colorectal Cancer – Immunotherapy (1/3) 
Presented by Julien Taieb, MD, PhD

CheckMate 8HW – PFS2

NEOPRISM-CRC – pathologic response

Sintilimab ± IBI310 – pathologic response



Highlights From Recent Congresses  

MSI-H early-stage CRC (cont.)
> Surprisingly in NEOPRISM, single-agent sintilimab had more toxicity than the 

doublet, and it is unclear why
> A randomized phase III trial, Neoshot, of sintilimab and IBI310 is currently 

recruiting in China

MSS mCR
> The FFCD 1703 POCHI trial (Tougeron D, et al. ESMO GI2024. Abstract 

LBA1) is ongoing and investigates pembrolizumab + XELOX + bevacizumab 
in patients with MSS mCRC and a high immune infiltrate (high Immunoscore)

> Preliminary results based on 28 patients (out of 180) showed 21% of patients 
had CR and 54% PR 

> Dr Taieb opined that this gives some hope that MSS patients may be selected 
for immunotherapy in the future

MSS early-stage CRC
> The NEST-1 trial (Kasi PM, et al. ESMO GI. Abstract 8MO) investigated the 

role of neoadjuvant botensilimab (BOT, an anti–CTLA-4) + balstilimab (BAL, 
an anti–PD-1) in MSS (n = 20) and MSI-H (n = 3) patients, and showed good 
pathologic responses in 85% (17/20) of MSS patients, especially when 4 
cycles of BOT-BAL were administered, instead of 2

> These results need to be confirmed in a larger series of patients

Colorectal Cancer – Immunotherapy (2/3) 
Presented by Julien Taieb, MD, PhD

NEST-1

12-month PFS = 68%; 24-month OS = 67%

N (%)

Complete response 6 (21)

Partial response 15 (54)

Stable disease 6 (21)

Progressive disease 1 (4)

FFCD 1703 POCHI 



Highlights From Recent Congresses  

New targets
> The ARC-9 study (Wainberg ZA, et al. ASCO 2024. Abstract 3508) 

investigated the immunomodulator drug etrumadenant with an anti–PD-1 
(zimberelimab) + mFOLFOX-6 + bevacizumab vs regorafenib in patients with 
mCRC who received ≤2 prior lines of treatment (2:1)

> PFS and OS were significantly higher with the experimental treatment than in 
the control arm (mPFS 6.2 vs  2.1 mo and mOS 19.7 vs 9.5 mo, respectively)

> The regimen is a bit controversial because of the tolerability of a 5-drug 
regimen vs single-agent regorafenib. Indeed, the 5-drug regimen was more 
toxic than regorafenib, particularly with regard to GI and hematologic toxicities, 
and irAEs were also reported

> Another area of controversy is the associated oxaliplatin reintroduction, as 
most patients were pretreated with oxaliplatin

Colorectal Cancer – Immunotherapy (3/3) 
Presented by Julien Taieb, MD, PhD

ARC9



Key Insights
Colorectal Cancer – Immunotherapy



Colorectal Cancer – Immunotherapy (1/3) 
Immunotherapy in metastatic disease
MSS mCRC
> Experts noted that in the metastatic setting, botensilimab (anti–CTLA-4) + balstilimab 

(anti–PD-1) have shown activity in patients with MSS CRC and no liver mets, with the 
caveat that patients with liver mets are those with the worse prognosis

– Additionally, responses were mainly focused in the lung and none of the studies 
have had centralized review of the tumors. It was also noted that patients with 
lung metastases have very slow-growing tumors and typically do very well 

– It was emphasized that the drugs need to be investigated in a randomized setting 
to confirm these early efficacy data

> Early-line trials may show more promise with immunotherapy than later-line trials, as 
the immune milieu is not yet “exhausted,” eg, AtezoTRIBE in the frontline setting, and it 
is crucial to understand the interaction between the tumor microenvironment and the 
immune system

– These trials require adequate patient selection that may rely on measuring TILs 
(eg, Immunoscore or Immunoscore-IC tests) or ctDNA as prognosticators 

– Dr Taieb postulated that tumors that attract lymphocytes, even if they are not 
active, are probably a very good approach to identify MSS patients likely to 
benefit from immunotherapy

– The Immunoscore-IC test provides a spatial configuration of TILs, and is a better 
predictor of immunotherapy response than Immunoscore, although it was noted 
in Europe these tests require the In Vitro Diagnostic Medical Devices Regulation 
(IVDR), which is a long process to obtain in vitro diagnostic certification

Dr Bekaii-Saab:
[On the BOT-BAL data for MSS mCRC] . . . 
at this point of time, I would remain 
skeptical of the results, frankly, in terms of 
their meaningful outcomes.

“ “



Colorectal Cancer – Immunotherapy (2/3) 
Immunotherapy in metastatic disease (cont.)
MSI-H mCRC
> Data from the 8HW study of ipilimumab + nivolumab vs chemotherapy are seen as 

impressive (Lenz HJ, et al. ASCO 2024. Abstract 3503) for patients with MSI-H 
disease, although the results of the nivolumab arm are much awaited, and the doublet 
will not be available in Europe until these data mature

Novel targets in mCRC
> The OS data from the ARC-9 trial with etrumadenant + zimberelimab + FOLFOX are 

regarded as impressive in a refractory population in a randomized study (Wainberg ZA, 
et al. ASCO 2024. Abstract 3508), especially as crossover was allowed However, 
issues remain, including

– It is a 5-drug regimen, which can be difficult to tolerate
– Which of the agents in the regimen contributes the most to the activity observed, 

and which could be dropped?
– How much does the retreatment with FOLFOX contribute to the activity 

observed? 

Dr Dotan:
[On the ARC-9 study] In my opinion, that 
was one of the most interesting 
presentations that we had at ASCO that 
gives some hope for immune modulation 
and maybe in a different way than what 
we’ve been thinking about, which is just IO 
and PD-1 inhibition. 

“

“



Colorectal Cancer – Immunotherapy (3/3) 
Immunotherapy in early-stage disease
> In early-stage colon cancer, the data from the single-arm NEST-1 trial (Kasi PM, et al. ESMO GI 2024. Abstract 8MO) with botensilimab + 

balstilimab for patients with MSS and MSI-H disease are considered promising, although it was remarked they may not be too different from 
the data from the NICHE study with ipilimumab + nivolumab. Therefore, randomization may be required to confirm the results, and ultimately 
OS data are needed

– The phase III randomized Neoshot study is currently investigating anti–CTLA-4 (IBI310) combined with anti–PD-1 (sintilimab) for 
neoadjuvant therapy, compared with adjuvant chemotherapy after radical surgery for MSI-H colon cancer. Experts are eager for the
mature data to provide insight into whether chemotherapy can be avoided in some patients 

– The experts noted that biologically it makes more sense to use immunotherapy in the neoadjuvant setting, when the tumor and the 
lymphocytes are present, than in the adjuvant setting

– The question was raised as to the need for (over)treating patients with immunotherapy in the neoadjuvant setting, when surgery is 
quick and easy, and patients recover very well. It was noted that diarrhea was significant with the NEST-1 regimen, and infliximab was 
required (and it is not always available). Therefore, there is concern for immune-related AEs and possible surgery delays in these 
potentially curable patients

• Many MSI-H patients (stage 2 and stage 3) have resectable tumors that do not require adjuvant treatment, and the question 
remains whether neoadjuvant immunotherapy is needed, given the cost of the drugs (which would significantly increase with 
infliximab to manage the diarrhea) 

• MSS patients must be very well-selected for immunotherapy, as their disease is resectable and curable, and curative surgery 
should not be missed

> Experts believe it would be valuable to rely on ctDNA to measure responses to immunotherapy over time (in early and metastatic disease)



ctDNA Updates and 
Integration in Clinical 
Practice



Highlights From Recent Congresses

ctDNA and MRD in the adjuvant setting
> There are currently 2 platforms assessing ctDNA: a tumor-informed platform 

and a tumor-agnostic platform (based on epigenetic signatures)
> ctDNA testing is available and reimbursed in the US
> The largest experience to date comes from the observational arm study 

GALAXY of CIRCULATE-Japan, with 2,998 patients with radically resected 
CRC and ctDNA available 

> In the MRD window that spans 2–10 weeks after surgery, ctDNA positivity is 
very prognostic of relapse in the following 2 years compared with ctDNA 
negativity

> 240 patients who were ctDNA positive received adjuvant chemo. Patients on 
treatment who did not have ctDNA clearance had 3.5 mo of DFS compared 
with patients with ctDNA clearance (DFS NR for sustained clearance and 9 mo 
for transient clearance)

> The BESPOKE trial is an observational study evaluating the ability of a tumor-
informed ctDNA assay to guide adjuvant chemo treatment decisions in patients 
with stage II/III CRC. Results from BESPOKE are very comparable with what 
was shown in CIRCULATE-Japan, for both stage II and stage III disease

> No benefit was observed with adjuvant chemotherapy in patients who were 
MRD negative, and some benefit was observed in patients who were MRD 
positive. It is hoped this can be confirmed in the prospective trial, and help 
decide which patients need adjuvant chemo and which do not

ctDNA Updates and Integration in Clinical Practice (1/3)
Presented by Howard Hochster, MD

CIRCULATE-Japan

BESPOKE



Highlights From Recent Congresses  

ASCO and ESMO GI 2024
> A study presented at ESMO GI (Dasari NA, et al. Abstract 4MO) 

retrospectively analyzed clinical data from 3,148 patients from the 
GALAXY study, BESPOKE CRC trial, and from a real-world cohort

> MRD-positive patients were significantly more likely to experience 
recurrence and had lower DFS probability compared with MRD-
negative patients across all TNM stages 

> Previous results of the DYNAMIC study demonstrated that a ctDNA-
guided approach (ctDNA positive received adjuvant chemo and ctDNA 
negative had observation only) vs standard management in stage II 
colon cancer reduced adjuvant chemo use without compromising 2-
year RFS. Updated results of the trial were reported at ASCO 2024 
(Tie J, et al. Abstract 108)

– The 5-year RFS was similar with ctDNA-guided and standard 
management (88% and 87%, respectively). The 5-year OS rate 
was also similar (93.8% vs 93.3%, respectively)

– Interestingly, 92.3% of patients who received FOLFOX or 
CAPOX and 78.6% who received single-agent fluoropyrimidine 
had ctDNA clearance

– Dr Hochster believes this study provides hope that ctDNA can be 
used to predict who will need therapy and who will not, sparing 
many patients the added cost and toxicity of adjuvant therapy

ctDNA Updates and Integration in Clinical Practice (2/3)
Presented by Howard Hochster, MD

DYNAMIC



Highlights From Recent Congresses  

COBRA trial
> Patients with resected stage II colon cancer were assigned 1:1 to SOC/observation or ctDNA assay-directed therapy. Contrary to all other 

reported studies, in ctDNA-positive patients, ctDNA clearance was 11% with adjuvant chemo and 43% in patients with treatment-free 
surveillance

> Dr Hochster noted that the study was terminated because of lack of benefit with this approach

Other ongoing trials awaiting data
> The results of the Japanese VEGA trial and CIRCULATE-US trial are much anticipated

ctDNA Updates and Integration in Clinical Practice (3/3)
Presented by Howard Hochster, MD



Key Insights
ctDNA Updates and Integration in Clinical Practice



ctDNA Updates and Integration in Clinical Practice (1/2)
ctDNA assessment in clinical trials and clinical practice
> There are strong prognostic ctDNA data (CIRCULATE-JAPAN from the GALAXY study, 

BESPOKE CRC study, DYNAMIC study, real-world evidence) demonstrating that 
patients who are ctDNA negative will have significantly better outcomes than patients who 
are ctDNA positive

– While recognizing the potential of ctDNA, experts cautioned that it should not be 
seen as a competing prognosticator for TNM staging or CEA levels, but rather 
complementary to what is already used in clinical practice

> Additionally, the data also reflect the predictive component of ctDNA assessment in 
making informed decisions regarding the use or omission of adjuvant treatment for 
patients who are ctDNA positive 

> Experts debated whether more data are needed at this point, given the consistency of 
the ctDNA/prognosis correlations (with the exception of the COBRA study, which is 
considered “uninformative”) 

– Japan is leading the way with 2 phase III randomized studies assessing the 
potential role for ctDNA analysis: the VEGA trial and the ALTAIR trial, with data 
that will be presented at ESMO 2024; the results may provide more definitive 
answers regarding the use of ctDNA positivity in guiding treatment decisions 

Dr Hochster:
I personally was very impressed with the 
survival data on DYNAMIC. That’s what I’ve 
been looking forward to with the ctDNA, is 
that we don’t have to keep overtreating 
patients.

“

“



ctDNA Updates and Integration in Clinical Practice (2/2)
ctDNA assessment in clinical trials and clinical practice (cont.)
> It was noted that in the US, ctDNA assessment is already used in the clinic. It is very valuable in aiding adjuvant treatment decisions for 

patients with stage II colon cancer, although there is hesitation for those with stage III or high-risk stage II disease who are ctDNA negative, 
as patients may relapse if adjuvant chemo is withheld

> It will be important to determine which assays to use, as “lab-run” tests may have very different results from those commercially available. It 
was also noted that tumor-agnostic ctDNA  tests do not perform as well as tumor-informed tests, and as ctDNA tests improve over time, 
more data will be needed to ensure the evolving technology is optimally used

> Experts believe that guidelines are needed to steer physicians in the use of adjuvant therapy for ctDNA-positive patients. Specifically, they 
noted that the following parameters are currently unclear

– How to follow up with patients and how often to test for ctDNA 
– How to treat patients who are ctDNA negative
– How to treat patients who remain ctDNA positive following adjuvant therapy
– How to treat patients who remain ctDNA positive but do not experience relapse (by imaging with CT scan)
– What to do if a patient who is ctDNA negative becomes ctDNA positive

> An important question that remains is the design of trials that test the efficacy of different adjuvant treatments on the basis of the ctDNA 
levels of patients, rather than trials that test the ctDNA assays



Rectal Cancer



Highlights From Recent Congresses  

Immunotherapy in locally advanced rectal cancer (LARC) 
> There are numerous studies investigating immunotherapy in LARC
> However, these studies are very heterogeneous, both in endpoints and numbers of 

patients, single institution vs multi-institution, and the different endpoints of pCR or 
clinical complete response (cCR)

Dostarlimab (MSI-H)
> The update from the trial with this anti–PD-1 in MSI-H patients with LARC was 

presented at ASCO (Cercek A, et al. Abstract LBA3512); N = 48 patients
> 42 patients (87.5%) had cCR at 12 mo of follow-up, and no grade 3 or 4 toxicities 

were reported
> Dr Ciombor does not believe this is a better drug than other anti–PD-1s, but rather 

that these are early single-institution data. The global AZUR-1 will show how 
patients do globally

Nivolumab + ipilimumab (MSI-H)
> The EA2201 study (Ciombor KK, et al. ESMO GI 2024. Abstract 242MO) is 

investigating neoadjuvant nivo + ipi and short-course radiation therapy (SCRT) in 
patients with MSI-H LARC (N = 14). pCR + cCR primary endpoint was 57%, and 
the 3 patients who underwent surgery had a pCR

> No new safety signals were observed related to immunotherapy or radiation therapy
> As a next step, the study has been redesigned, giving 4 cycles of up-front nivo + ipi, 

then allowing further modalities of therapy if needed  

Rectal Cancer (1/3)
Presented by Kristen Ciombor, MD

Dostarlimab

Nivo + ipi – EA2201



Highlights From Recent Congresses  

Nivolumab + regorafenib (MSI-H or MSS)
> The REGINA trial (Sclafani F, et al. ESMO GI 2024. Abstract LBA2) is 

investigating neoadjuvant regorafenib, nivolumab, and short-course 
radiotherapy in stage II–III rectal cancer 

> The majority of the toxicity observed preoperatively may have been due to 
regorafenib, and the regorafenib dose will be decreased in the second 
stage of the trial

> Of the 30 patients with MSS disease, 16.7% had a cCR and opted for 
watch and wait, and 80% had surgery

Total mesorectal excision (TME)
> The TaLaR trial (Kang L, et al. ASCO 2024. Abstract 3516) compared the 3-

year DFS of transanal vs laparoscopic TME (taTME vs laTME) in patients 
with rectal cancer

> The 3-year DFS of taTME was not inferior to laTME (82% vs 79%, 
respectively), and the 3-year OS was similar (93% vs 91%, respectively)

Rectal Cancer (2/3)
Presented by Kristen Ciombor, MD

Nivolumab + regorafenib + SCRT – REGINA 

TaLaR trial 



Highlights From Recent Congresses  

Total neoadjuvant treatment (TNT)
> In the phase III trial TNTCRT (Wang X, et al. ASCO 2024. Abstract LBA 3511), patients with high-risk LARC received TNT with long-course 

radiation (LCRT) + CAPOX followed by TME, or neoadjuvant chemoradiotherapy, NCRT (LCRT + capecitabine) followed by TME and 
adjuvant CAPOX

> DSF favored the TNT arm vs the NCRT arm (76.8% and 67.9%, respectively), but OS probability was not different between treatment arms 
(89.8% vs 88.2%, respectively)

> Dr Ciombor noted a lot of TNT is administered in the US. However, it is not typically CAPOX with radiation; instead, capecitabine-based 
radiation is very common

Rectal Cancer (3/3)
Presented by Kristen Ciombor, MD

TNTCRT



Key Insights
Rectal Cancer 



Rectal Cancer (1/3)
Total neoadjuvant therapy (TNT) in MSS rectal cancer
> It was noted that both in the US and Europe, many academic institutions have adopted the TNT approach for patients with rectal cancer, 

independent of the risk factors, although one consideration for its use may be where the tumor lies in the rectum; for example, for low-lying 
rectal tumors, TNT is commonly used. It was observed that in the US, the surgical community may have contributed to its widespread 
adoption

> Extensive use of TNT means many patients may be overtreated, and it is very important to define stratification factors (eg, guided by MRI, 
and even ctDNA assessment) to tailor treatment intensity 

– Older patients who would have once received 5-FU + radiation now receive TNT, and the question is whether this represents 
overtreatment of this patient population

– The same is true for younger patients, who may also be overtreated, when surgery and quality-controlled imaging surveillance may
suffice

– In France, the PRODIGE 23 regimen (TNT with mFOLFIRINOX or FOLFOX for frail patients) is largely used for patients with T3 or T4, 
without adjuvant treatment, and there is a trend toward organ preservation

– High-risk, fit patients likely benefit from more-intensive TNT regimens, such as FOLFIRINOX (PRODIGE 23 regimen) than from 
doublet chemotherapy, although the question remains whether they should receive chemoradiation first or chemotherapy first as an
induction regimen

> For patients with intermediate- or low-risk disease, the issue is whether radiotherapy can be avoided, and organ preservation achieved. The 
latter is particularly important for younger patients, older, frail patients, or patients with low-lying tumors. Particularly for young patients who 
may opt for organ preservation, they need to be very well informed of what it entails, including the follow-up

> The choice of neoadjuvant chemotherapy or neoadjuvant chemoradiation (PROSPECT trial) depends on MRI-guided decisions regarding 
lateral lymph nodes and extramural vascular invasion positivity, which help determine the risk of systemic relapse and the circumferential 
resection margin, which is a predictor of local recurrence



Rectal Cancer (2/3)
Total neoadjuvant therapy (TNT) in MSS rectal cancer
> Regardless of the common use of TNT at many institutions, there is a general sentiment of an ongoing paradigm shift where treatment of 

patients with rectal cancer is being individualized (eg, depending on where the tumor lies in the rectum, if the tumor is MSI-H, if the patient is 
young and fit or older and frail), which can help determine the use of chemotherapy, the use of radiation, and whether to perform surgery 

– Individualizing treatment requires a multidisciplinary tumor board with good surgeons, and quality MRIs and imaging
– Physician education on the data available and the different treatment modalities is important
– An adaptation period is likely necessary for physicians to familiarize themselves with the new data and the different treatment 

modalities for their patients 
> More younger patients with rectal cancer who are being treated have access to a great deal of information and data. Therefore, it is 

important that physicians know the data and can discuss them with their patients
– The impact of social media and media on information that is not adequately reported (eg, media headlines reporting “miracle drug cures 

cancer” when referring to dostarlimab) means that physicians now need to know the data well to respond to questions from their patients

Neoadjuvant immunotherapy in MSI-H rectal cancer
> It was noted that the results of the study with dostarlimab of 100% clinical complete response (Cercek A, et al. ASCO 2024. Abstract 

LBA3512) are based on a single-institution experience in a highly selected patient population of only 48 patients, and these results might not 
be replicated in a multicenter trial. Additionally, the ctDNA assessment period in the trial (currently at 17.9 mo) needs to be longer to capture all 
the local and distant recurrences for the disease, and to understand the long-term outcomes 

> The EA2201 study (Ciombor KK, et al. ESMO GI 2024. Abstract 242MO) will determine whether using a doublet immunotherapy regimen of 
ipilimumab + nivolumab is better than using single-agent dostarlimab, and although the results for the latter are very good, experts 
expressed caution regarding a single-institution experience and a highly selected patient population



Rectal Cancer (3/3)
Neoadjuvant immunotherapy in MSI-H rectal cancer (cont.)
> Experts agreed that before evaluating new drugs, it is important to determine how to 

optimally use the drugs currently under investigation, how to integrate ctDNA for follow-
up, and how to use high-quality imaging to improve diagnosis and treatment 
assessments

– Nonetheless, experts agreed that new drugs are still needed to lower the toxicity 
of chemoradiation and radiation, and to get patients to observation and organ 
preservation

– The NRG-GI002 multiarm trial evaluating TNT, TNT + pembrolizumab, or TNT + 
veliparib was provided as an example of a study testing new drugs in the 
neoadjuvant setting, but the question remains how these agents will be 
integrated into the treatment paradigm of rectal cancer

ctDNA in rectal cancer
> Data from the AGITG DYNAMIC-Rectal study are considered confirmatory of the 

prognostic and predictive role of ctDNA in patients with rectal cancer, although the 
study had a small patient sample

Dr Dotan:
[On the treatment of rectal cancer] I think 
the challenge is that there’s such 
heterogeneity in how we treat these patients 
that it’s really hard to figure out how to even 
test new drugs in these situations.

“

“



Gastroesophageal Junction 
and Gastric Cancer



Highlights From Recent Congresses

Early setting of esophageal and GEJ cancers
> Before ASCO 2024, neoadjuvant chemoradiation followed by 

resection and adjuvant nivolumab was standard for esophageal 
cancer; for gastric cancer, the FLOT regimen (fluorouracil, 
leucovorin, oxaliplatin, and docetaxel) was standard

− The ESOPEC trial (Hoeppner J, et al. ASCO 2024. Abstract 
LBA1) showed superiority with FLOT over chemoradiation for 
resectable esophageal adenocarcinoma, with better mOS of 
66 vs 37 mo (HR was 0.70) 

> The EA2174 study (Eads JR, et al. ASCO 2024. Abstract 4000) did 
not show improvement in pathologic complete response (pCR) rates 
with the addition of neoadjuvant nivolumab to perioperative 
chemoradiation for esophageal and GEJ cancer (pCR was 21.0% vs 
24.8%, P=.27); OS data are awaited

Immunotherapies in early gastric and GEJ cancers
> There are multiple studies exploring the role of immunotherapy 

addition to FLOT: KEYNOTE-585 (pembrolizumab), DANTE 
(atezolizumab), and MATTERHORN (durvalumab)

− While pCR rates improved in these trials, OS benefits are 
currently uncertain, as KEYNOTE-585 failed to show survival 
benefit and data from the other trials are not mature

> pCR might not be the right surrogate endpoint to determine whether 
immunotherapies work in the early setting of esophageal and gastric 
cancers

GEJ and Gastric Cancer (1/3)
Presented by Nataliya Uboha, MD, PhD

ESOPEC trial: FLOT vs chemoradiation
OS benefit was observed in the ITT population

Shitara et al. Lancet Oncol. 2024;25(2):212-224.

KEYNOTE-585: Chemotherapy ± pembrolizumab
Improvement in pCR did not translate into improved EFS or OS



Highlights From Recent Congresses

Biomarkers in advanced gastric and GEJ cancers
> HER2, MMR, and PD-L1 are established biomarkers in the first 

line, and CLDN18.2 is emerging. A potential new target is FGFR2b

Immunotherapies in advanced gastric and GEJ cancers
> Immunotherapies are standard components of first-line therapies. 

The ARMANI study (Pietrantonio F, et al. ASCO 2024. Abstract 
LBA4002) showed improvement after FOLFOX induction followed 
by a switch to ramucirumab and paclitaxel vs continued FOLFOX 
+ 5-FU maintenance in terms of mPFS (6.6 vs 3.5 mo; HR 0.64) 
and OS (12.6 vs 10.4 mo; HR 0.75) in advanced gastric and GEJ 
cancers. However, grade 3 toxicities also increased (40.4% vs 
20.7%)

− The strategy of switching to ramucirumab and paclitaxel 
might have decreased applicability in the current era of 
biomarker-based treatments and immunotherapy

> In the RENAISSANCE study (Al-Batran S-E, et al. ASCO 2024. 
Abstract LBA4001), resection did not improve OS in 
oligometastatic gastroesophageal adenocarcinoma. High surgical 
complications and mortality were reported in the surgery arm

GEJ and Gastric Cancer (2/3)
Presented by Nataliya Uboha, MD, PhD
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RENAISSANCE trial: FLOT ± surgery in the front line
Resection did NOT improve OS in patients with limited metastases

� ╗σ 7ك
[ xá ±
Äلا � كك�ك

� ╗σ �ك ك
[ xá ♣╗¾ě╗╩©كưك±

Äلا � كك�ك
±ňσ كل╤τ¾◘¾كτ╤ňΓ╩ك¾
σ →τ╤Ń╛ك� � 9ك f�ك

ل�ك ل�كلكك�كللك ل�كك�كللك §ك ╩Ï τ ╤ňΓ¾
�كلك للكل�كلك� للك~كككككك�ل ¾×ňÏ τ
ل�ك للكل�كلكك� �كك�يكلل §ك ╩Ï τ ╤ňΓ¾

x→ěك• Ï τ Źك╔كم╤╛¾±ك� ككلك
ň→τ╤╗→╔→╗¢ك♠→9 Ï Γكc Ï ℅Ï ╗× ~ →×¾Γككم
c Ï ℅Ï •ك×╗ Ï ╤ň→لاك� 9ك f�لكالكيل�لك╔ك�لكل ككلك

 � ð→σك╔→ي╤╛→╔كň╤Ń☺ك ╔ΓňðÏ ╤ň→τ╛
 � ♣╗¾ě╗╩╛ي¾╗ك×¾╗ň╩╖¾╗ك
 � Ï×يك σك♣ →╗╤Ï Γň╤♣

[ xá ♣╗¾ě╗╩©كưك±
[ xá ±

Lower subsequent treatment in surgery cohort: 
52% in Arm A vs. 82% Arm B.



Highlights From Recent Congresses

Emerging agents in gastric and GEJ cancers
> Recent updates showed activity with novel agents in early-phase 

trials
− In the RATIONALE 305 trial (Serrano D, et al. ASCO 2024. 

Abstract 2605), tislelizumab showed promising OS data with 
concordance between CPS >1 and TAP score for first-line 
gastroesophageal adenocarcinoma

− The arm A1 of the EDGE-Gastric trial (Janjigian YY, et al. 
ASCO 2024. Abstract 433248) demonstrated promising 
responses with the zimberelimab + domvanalimab 
combination (anti–PD-1 + anti-TIGIT antibody) in a small 
patient cohort

− Early data with the anti-CCR8 antibody (LM-108) in 
combination with an anti–PD-1 antibody (Gong J, et al. 
ASCO 2024. Abstract 2504) suggest potential as a new 
treatment entity for gastric cancer

− Zolbetuximab, a claudin inhibitor, is awaiting approval; 
various novel immunotherapy methods are explored in 
recent studies including ADC, CAR T, and bispecific 
antibodies

GEJ and Gastric Cancer (3/3)
Presented by Nataliya Uboha, MD, PhD
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Evolving treatments of advanced gastroesophageal adenocarcinoma
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Early setting of esophageal and GEJ cancers
> The ESOPEC trial (Hoeppner J, et al. ASCO 2024. Abstract LBA1) demonstrated 

significant superiority of pre- and postoperative FLOT over preoperative 
chemoradiation followed by postoperative nivolumab in terms of PFS and OS

– On the basis of these results, experts recommended to offer neoadjuvant FLOT 
for patients who can tolerate the combination

– Postoperative nivolumab was only used for patients who did not have a pCR, so 
currently there is no clarity about adjuvant nivolumab usage in this setting

– The high rate of patients not completing chemoradiation treatment due to AEs, 
compared with previous trials, implies it may have limited utility in this setting. 
However, this could potentially be due to doctors lacking recent experience 
managing AEs associated with chemoradiation, leading to suboptimal 
management

– Immunotherapy maintenance was not used for general patients in this trial. 
Experts are awaiting long-term survival updates from the randomized CheckMate 
577 trial with adjuvant nivolumab, which included immunotherapy maintenance, 
to clarify its role

• An expert mentioned anecdotally a patient from the CheckMate 577 trial 
who exhibited a characteristic side effect profile and achieved 5-year 
survival

GEJ and Gastric Cancer – Early Setting (1/2)

Dr Arnold:
This really redefining the landscape of 
upper GI cancer, because at least we do no 
radiation anymore.

“ “
Dr Taieb: 
[On the lack of long-term efficacy data such 
as OS] I’m not sure though, because in 
FLOT, currently the signals we have had in 
pathological complete response are good, 
but we don’t have any good signal of 
efficacy and that the studies were not 
designed for a specific subgroup.

“

“



Early setting of esophageal and GEJ cancers (cont.)
> Due to the more difficult-to-manage safety profile of FLOT, chemoradiation remains the preferred choice for frail patients. However, some 

experts have expressed a preference for omitting radiation and using dose-reduced FOLFOX (folinic acid + fluorouracil + oxaliplatin) or FLO 
(without platinum) for frail patients

– Experts recommended that the next step in academic research should focus on using FOLFOX vs chemoradiation for frail patients
> In the ECOG-ACRIN EA2174 study (Eads JR, et al. ASCO 2024. Abstract 4000), the addition of nivolumab to chemoradiation therapy to 

preoperative esophageal and GEJ cancers did not improve pCR, and surgery-related outcomes are under evaluation. Currently, there are 
no data available to support immunotherapy usage in the preoperative setting

– pCR seems not to be a good predictor of survival outcomes, as seen in KEYNOTE-585 trial with the addition of pembrolizumab to 
chemotherapy

– There are immunotherapy and chemotherapy trials ongoing in this setting that showed pCR improvement (DANTE with atezolizumab,
ASCO 2024. AbstractTPS4184; MATTERHORN with durvalumab: Janjigian YY, et al. ASCO GI 2024. Abstract LBA246); however, the 
survival data are not yet mature

> Currently, adjuvant nivolumab is routinely given to patients independent of CPS status 

GEJ and Gastric Cancer – Early Setting (2/2)



Molecular testing in advanced gastric and GEJ cancers
> Treatment decisions made in the frontline setting consider microsatellite instability 

status, HER2 expression, and CPS based on standard biomarker tests. Recent clinical 
developments identified additional emerging biomarkers in gastric and GEJ cancers, 
suggesting that CLDN18.2 and FGFR2b should soon be included in this list

– It is expected that pathologic evaluation will get more complex for gastric and 
GEJ cancers and could confound effective treatment selection, especially for 
patients with multiple markers

> Experts noted that PD-L1 status is an unreliable biomarker with great variety in 
pathologic evaluation, and they explained the change in practice from using 
immunotherapies for patients >1 CPS instead of >5 CPS across Europe and the US

> In contrast to PD-L1, CLDN18.2 testing seems to be highly feasible due to its more-
pragmatic pathologic evaluation

– The convenience of a simpler staining process for pathologists, together with a lower 
positivity threshold, is expected to result in early adoption and confidence in use

– Experts have noted that local pathologists have already begun to adopt this practice

GEJ and Gastric Cancer – Molecular Testing

Dr Prager:
We will need to sort out what combinations 
is useful for this patient and what sequence. 
So, I think we will see a tsunami of new 
data coming within the next few months, 
and this will probably also solve the 
question about thresholds of PD-L1 
expression. So this might change the 
landscape as well.

“
“

Dr Uboha:
When you look on studies with pembrolizumab, nivolumab, or atezolizumab, they’ll all use different scoring system, different 
antibodies. And yet in our guidelines, we rely on the Clone 22C3, even though the nivolumab study used a different clone, and the 
tislelizumab study, which is not approved yet, but used a different scoring method. So it’s confusing.

“ “



Immunotherapies and surgery in advanced gastric and GEJ cancers
> In the ARMANI trial (Pietrantonio F, et al. ASCO 2024. Abstract LBA4002), FOLFOX induction followed by maintenance switch to 

ramucirumab + paclitaxel provided superior survival vs continued FOLFOX and fluorouracil maintenance in HER2-negative advanced 
gastric or GEJ cancer, but with an increased rate of grade 3 toxicities

– Since the start of the study, standard therapies changed, which makes interpretation of trial results with an old control arm more 
challenging

> The RENAISSANCE study (Al-Batran S-E, et al. ASCO 2024. Abstract LBA4001) showed no benefit of surgery for patients with 
oligometastatic disease

– The trial was entirely negative, with no subgroup showing clear benefits. It was observed that the rate of resection of all sites was low, 
and the rate of re-surgery was higher than expected in the study, which may be the reason for the negative outcomes

– Experts discussed that the selection process, particularly the 4-month timing and patient criteria, could have been more optimal. They 
emphasized that these findings support their usual practice of not recommending surgery except for patients with peritoneal 
involvement

GEJ and Gastric Cancer – Advanced Setting (1/2)



Emerging agents in gastric and GEJ cancers
> In the RATIONALE 305 trial (Serrano D, et al. ASCO 2024. Abstract 2605), tislelizumab 

added to chemotherapy showed a promising OS benefit for patients with >1 CPS in 
advanced gastric and GEJ cancer

> The arm A1 of the EDGE-Gastric trial (Janjigian YY, et al. ASCO 2024. Abstract 
433248) demonstrated promising responses with the zimberelimab + domvanalimab 
combination (anti–PD-1 + anti-TIGIT antibody) in a small patient cohort

– Experts cautioned against launching a phase III trial on the basis of these data 
due to limited patient numbers, lack of long-term survival data, together with 
previous disappointments with TIGIT inhibitors in other indications. In the 
discussion, they acknowledged the potential competitive benefit of a first-in-class 
approval for the company that is ready to launch a large trial quickly on the basis 
of these data when funds are available

– It was mentioned that the differences in the Fc-silent segment in novel anti-TIGIT 
antibodies could prove beneficial over the first anti-TIGIT inhibitors in clinical 
practice with a more manageable safety profile

> Claudin inhibitors, while promising, present a less-tolerable safety profile and increase 
the complexity of treatment decisions in the frontline setting with the required biomarker 
test

> Early data with the anti-CCR8 antibody (LM-108) in combination with an anti–PD-1 
antibody (Gong J, et al. ASCO 2024. Abstract 2504) suggest potential as a new 
treatment entity for gastric cancer

GEJ and Gastric Cancer – Advanced Setting (2/2)

Dr Uboha:
In the phase III study that’s now enrolled, 
the good news is it’s going to have the 
appropriate control, FOLFOX-nivo, so we 
won’t have to argue whether it’s comparing 
to current standards, like some of the other 
studies where the control was only chemo.

“

“



Hepatocellular Carcinoma 



Highlights From Recent Congresses

Immunotherapies in frontline HCC treatment
> Immunotherapy-based doublets are standard of care in front line with atezolizumab + 

bevacizumab (anti-VEGF inhibitor) or durvalumab + tremelimumab (anti-CTL4 
inhibitor). Lenvatinib is a standard for patients with contraindications to immunotherapy

− The CheckMate 9DW study (Galle PR, et al. ASCO 2024. Abstract LBA4008), 
with nivolumab and ipilimumab vs lenvatinib or sorafenib, showed improved OS 
(23.7 vs 20.6; HR 0.79) and a notable separation of survival curves after 2 years. 
An increased toxicity was observed due with 3-mg ipilimumab

− Patient selection and the challenges posed by VP4 involvement gain importance 
in the frontline setting, where multiple trials are ongoing with immunotherapy 
doublets (CARES-310, LEAP-002, and COSMIC-312 studies)

Systemic therapies in early HCC
> The role of medical oncologists is evolving in the early stages of HCC treatment due to 

the impact of systemic options, immune therapies, and targeted agents
− In the early setting, the IMbrave050 study (Chow P, et al. AACR 2023. Abstract 

CT003), with adjuvant atezolizumab + bevacizumab, showed recurrence-free 
survival benefit in an interim analysis, pending final analysis and survival data

− The EMERALD-1 study (Chan SL, et al. ASCO 2024. Abstract 4122) showed 
that the addition of durvalumab to transarterial chemoembolization (TACE) 
improved PFS

Future directions
> There are several large phase III trials with adjuvant immunotherapies in the early 

setting, and with locoregional therapy (TACE, transarterial radioembolization [TARE]) + 
immunotherapy combinations in the advanced setting of HCC

HCC
Presented by Tanios Bekaii-Saab, MD, FACP 

CheckMate 9DW trial: Ipilimumab-nivolumab vs lenvatinib 
or sorafenib OS benefit with ipilimumab-nivolumab vs 

lenvatinib or sorafenib 

PD-(L)1 inhibitor and VEGF inhibitor doublets are 
explored in HCC
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HCC – Early Setting (1/2)
Systemic therapies in early HCC
> In the EMERALD-1 study (Chan SL, et al. ASCO 2024. Abstract 4122), durvalumab + 

tremelimumab in addition to TACE showed PFS benefit. However, experts are awaiting 
OS data from longer follow-up

– It was noted that symptom control is also increased with the usage of liver-
directed therapy 

> Experts mentioned that data from early HCC trials indicate that systemic adjuvant 
approaches demonstrate tumor control activity. However, they highlighted that a 
significant survival benefit proven in clinical trials is required for the implementation in 
clinical practice

– In the IMbrave050 study (Chow P, et al. AACR 2023. Abstract CT003), the 
combination of atezolizumab and bevacizumab demonstrated improved 
recurrence-free survival rates. However, due to the convergence of the curves at 
a later stage, experts have advised caution when interpreting the clinical data 
without a longer follow-up period and survival data

Dr Bekaii-Saab:
These immunotherapy-based therapies, 
which come the risks and costs, you really 
have to show that giving them early not only 
delays cancer recurrence but also improves 
overall survival. Otherwise, ultimately, you 
just wait for the recurrence and treat it.

“

“
Dr Bekaii-Saab:
The EMERALD-1 study was positive, showing that PFS with durva-bev + TACE was better than placebos + TACE, effectively 
doubling PFS. While OS is crucial, especially in Europe, PFS is very important because controlling symptomatic tumors and 
prolonging symptom-free time can greatly benefit patients.

“ “



HCC – Early Setting (2/2)
Immunotherapies in frontline HCC treatment
> In general, immunotherapy doublets are recommended for most patients with 

advanced HCC in the front line, with atezolizumab + bevacizumab or durvalumab + 
tremelimumab when feasible

> Data from the CheckMate 9DW trial (Galle PR, et al. ASCO 2024. Abstract LBA4008) 
of 3-mg ipilimumab + 1-mg nivolumab demonstrate that the regimen may be another 
option for patients. However, its adoption may be restricted by the increased toxicity 
due to the high dose of ipilimumab

– It was noted that the high survival rates in both the treatment and control arms 
underline the improvement of salvage therapies in HCC when compared with 
earlier HCC trials

– Experts noted that, considering the high cost of the combination, payors may be 
less inclined to sponsor this treatment

– This combination is not expected to change clinical practice considering the 
toxicity profile of 3-mg ipilimumab and high cost of the combination. There will be 
a niche of VEGF inhibitor-ineligible patients, who require high response rates, 
receiving this regimen

Dr Taieb:
It’s not so clear where we are going to put 
the nivo-ipi, except if our payors decide that 
nivo-ipi is the new standard if we want a 
doublet.

“ “



HCC – Advanced Setting (1/3)
Treatment for immunotherapy-ineligible HCC 
> Experts expressed their concern that, for patients with newly diagnosed HCC who are 

ineligible for immunotherapy, efficacious treatment continues to be a challenge. This is 
particularly true for patients generally excluded from clinical trials because of impaired 
liver function, comorbidities, or a high Child-Pugh B score

– The use of sorafenib is decreasing in the frontline setting, and lenvatinib is being 
reserved for patients who cannot use immunotherapy doublets because of 
comorbidities or frailty. It was also noted that some patients prefer lenvatinib to 
avoid the frequent hospital visits required for immunotherapy doublets

– For a borderline patient who has been on clinical trials and is now off treatment, 
with a good performance status and response after a longer follow-up, some US 
experts would prefer lenalidomide, which European experts mentioned 
locoregional treatment (eg, radioembolization) as preferred, especially when the 
patient is older and does not want to go to the hospital

> One definitive recommendation from global experts is to eliminate exclusion criteria 
across all indications that are based on HPV and HCV status. This is based on the 
data that these patients were included in HCC trials and did not exhibit a negative 
prognosis

Dr Hochster:
In HCC, unlike the rest of GI oncology, so 
much depends on the patient and the 
patient factors. You have a lot of issues 
dealing with cirrhotic patients with HCC. For 
people who may listen to this from pharma, 
I want to put in a plea to get more real-world 
eligibility. You can’t have ineligibility criteria 
like a high platelet cutoff, you can’t have a 
high liver function test cutoff, if you want to 
get people with bad livers on a clinical trial.

“
“



HCC – Advanced Setting (2/3)
Liver-directed therapies in HCC
> In general, it was noted that liver-directed therapy, including solid organ transplantation 

and locoregional therapies, is an evolving field. There is increasing interest in the 
interconnected usage (so-called intersectionality) of systemic and locoregional 
therapies. HCC patient presentation may occur in different clinical settings, and 
diagnosis can be made by different specialties; predominantly, surgeons are involved 
first in diagnosis and initial treatment

– As a consequence of promising results with systemic approaches, in some 
countries, there is an increasing trend toward reducing locoregional treatment, 
and patients are likely to consult an oncologist earlier, because other specialists 
are aware of the data and refer patients earlier

– It was noted that in Europe, patients tend to see oncologists earlier than in the 
US. However, in some countries such as France, referrals to oncologists and 
usage of systemic therapies are postponed unless surgery or locoregional 
treatment is not considered

– In the US, TARE is preferred over TACE, but there are no clinical data with TARE 
in combination with immunotherapies

Dr Prager:
It’s so valuable to have tumor control and 
symptom control, not only in the pre-
transplantation setting, but also in the late-
stage and advanced setting, that I think we 
have an increased use of all of the liver-
directed treatments.

“

“



HCC – Advanced Setting (3/3)
HCC treatment in second line and beyond
> Experts expressed the urgent need for clinical studies in the post-immunotherapy 

doublet space to guide optimal treatment selection in the second-line setting
> It was noted that second-line treatment for HCC remains an unmet need, as the 

available treatment options are established for patients who previously received 
sorafenib, which is no longer used in the frontline setting

> Challenges include lack of biomarker for treatment decisions, a high proportion of 
patients without response patients, and the lack of data in patients with impairments or 
comorbidities because of the exclusion of those with comorbidities or impaired liver 
function from most clinical trials

Dr Bekaii-Saab:
The problem is, when we do Child-Pugh 
B7/8 studies, I mostly see Child-Pugh B 
patients in my clinic. These patients almost 
never qualify for these studies, because the 
entry criteria are so stringent that those with 
compromised liver function do not make it 
into these studies.

“

“



Gastroenteropancreatic 
Neuroendocrine Tumors



Highlights From Recent Congresses 

PRRT and the NETTER-2 trial 
> NETTER-1 established peptide receptor radionuclide therapy 

(PRRT) as a second-line treatment after progression with SOC 
octreotide

> The recent NETTER-2 study (Singh S, et al. ASCO 2024. Abstract 
LBA588) investigated Lu177-dotatate PRRT as first-line therapy 
for well-differentiated GEP-NETs. It included patients with high 
mitotic index, who were 2:1 randomized to receive PRRT with 
standard-dose octreotide vs the control arm of double-dose 
octreotide

> This PRRT significantly improved median PFS (hazard ratio of 
0.276, 23 mo vs 8.5 mo for high-dose octreotide) and increased 
the ORR (42% vs 9%)

> Among AEs of special interest, grade 3/4 leukopenia, anemia, and 
thrombocytopenia occurred in ≤3 patients each in the PRRT arm, 
and hematologic toxicity did not appear to be cumulative

> The study allowed crossover and re-treatment, which is important 
now as physicians commonly see patients with disease 
progression after PRRT 

> There is a lot of potential with PRRT, with several targets in 
development in addition to somatostatin receptors (the target for 
dotatate)

GEP-NETs 
Presented by Howard Hochster, MD
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GEP-NETs (1/2)
PRRT as frontline therapy 

The NETTER-2 trial data on Lu177-dotatate (Singh S, et al. ASCO 2024. Abstract LBA588) is compelling, suggesting it may soon be the 
primary therapy for grade 2 or 3 GEP-NETs. However, the long-term safety management of this therapy necessitates further exploration
> Long-term therapy with Lu177-dotatate raises concerns about nephrotoxicity. Additionally, the risk of developing myelodysplastic syndrome 

(MDS), while not well documented, is a concern. Therefore, it is recommended that surveillance with blood tests should be conducted to 
monitor for potential signs of MDS in future trials

> The data indicate that different patient subgroups (grade 2 and grade 3 GEP-NETS, or tumor origin) have similar PFS and OS. This could 
potentially lead to FDA and EMA approval for a broader patient group. However, it is important to note that the control treatment was not 
optimal for each subgroup, as SOC therapy varies by tumor origin

> Overall, the experts welcome these data, as they will allow more patients to be treated with PRRT and reduce reimbursement challenges 
that some of the experts have encountered 

Dr Prager:
We used it [PRRT] as a second-line approach. I think 
now, as we have the NETTER-2 data, we shifted more 
to a baseline approach in our patient[s]. It’s good to see 
that all the subgroups from different organ origins seems 
to have the same benefit, whether it’s pancreatic or 
nonpancreatic, and this is something which is confirming 
that this can be used as a frontline treatment in our 
patients. 

“

“

Dr Uboha:
I think this data was good to see, and I think it allows us 
to use PRRT in first line, because here we struggle with 
insurance approvals because it’s an expensive 
treatment, and patients had to have tumors that 
progressed on octreotide to qualify. So for me, it just 
gives me liberty to choose who needs it in first line, 
because as we all know, there are some patients who 
need zero treatments.

“

“



GEP-NETs (2/2)
Individualized treatment decisions are important 

PRRT is widely used in the US and Europe, primarily as a second-line therapy, but 
with the NETTER-2 trial results, Lu177-dotatate will likely be approved for frontline use
> The experts find the set-up, administration, and safety precautions for the hospital 

similar to other radiotherapy treatments currently in use  
> Not all patients will receive frontline PRRT, but having multiple therapy options 

available for all subgroups of patients allows flexibility for the physicians when deciding 
treatment

– For example, capecitabine and temozolomide (CAPTEM) will still be an important 
treatment, as it produces responses more quickly than PRRT. Some experts will 
use CAPTEM or hormone therapy first (eg, with endocrine pancreatic tumors) 
before switching to PRRT to gain the longer PFS benefit 

> Although several US experts will successfully use rechallenge for patients whose 
disease progresses once, this is often an uphill battle with payors to approve 
reimbursement 

Dr Bekaii-Saab:
CAPTEM still has a role, I think, for patients 
who are very symptomatic, and you want a 
quick response, perhaps this would be a 
more reasonable option; with Lutathera 
[Lu177-dotatate], it takes a little while. 
Target radiation, there’s quite a bit going on 
in the field. It’s a very exciting field. 

“
“



Pancreatic Cancer 



Highlights From Recent Congresses 

The role of radiation in early disease: NRG/RTOG 0848 trial
> NRG/RTOG 0848 (Abrams RA, et al. ASCO 2024. Abstract 4005) 

compared the efficacy of adjuvant chemotherapy with or without 
chemoradiation in patients with resected disease

> The trial failed to meet its primary endpoint for OS; similarly, there was no 
difference in disease-free survival between the 2 arms

> However, a subgroup analysis unexpectedly found that node-negative 
patients had a significant improvement in their OS when chemoradiation 
is added to chemotherapy 

The role of radiation in early disease: GABARNANCE trial 
> GABARNANCE (Ikeda M, et al. ASCO 2024. Abstract LBA4014) is an 

Asian study comparing the addition of chemoradiation to neoadjuvant 
therapy for pancreatic cancer. Patients were randomized to receive either 
gemcitabine + nab-paclitaxel (gem-nab-P) followed by surgery and 
adjuvant S-1, or chemoradiation with S-1 followed by surgery and 
adjuvant S-1

> No statistically significant difference was observed between the groups. 
The OS and PFS curves cross, indicating a potential subgroup benefiting 
from radiation

Pancreatic Cancer – Early Setting 
Presented by Efrat Dotan, MD

NRD/RTOG 0848 trial

GABARNANCE trial 



Highlights From Recent Congresses 

The PASS-01 trial 
> The PASS-01 trial (Knox JJ, et al. ASCO 2024. Abstract LBA4004) 

evaluated 2 SOC chemotherapy regimens, modified FOLFIRINOX and 
gem-nab-P, but also explored high-content molecular profiling, 
chemotherapy sensitivity signatures, GATA6, and other putative biomarkers 
as predictors of response to chemotherapy

> Although these are early data and still maturing, OS and PFS outcomes are 
poor and much lower than expected

> The primary median PFS outcome was quite poor, with nab-paclitaxel at 5.5 
mo and modified FOLFIRINOX at 4 mo, lower than expected 

The GIANT trial
> GIANT (Dotan E, et al. ASCO 2024. Abstract 4003) aimed to define the 

optimal treatment approach for vulnerable older adults with newly 
diagnosed metastatic PDAC

> Vulnerability was defined by a screening geriatric assessment 
demonstrating mild abnormalities in functional status, comorbidities, 
cognition, or age ≥80 yr

> There was no difference in OS or PFS between arms, PS 0 and 1; there 
was a large drop-off rate early on, and only 72% of patients were able to get 
more than 2 doses of chemotherapy

> When reanalyzed to include patients who received >1 dose of 
chemotherapy, median OS was 8 mo, which is a more expected result 

Pancreatic Cancer – Metastatic Setting (1/2)
Presented by Efrat Dotan, MD

PASS-01 trial

GIANT trial



Highlights From Recent Congresses 

OPTIMIZE-1
> OPTIMIZE-1 (Mercadé TM, et al. ESMO GI 2024. Abstract 280MO), 

a single-arm multicenter phase Ib/II study, had an impressive 
median OS of 14.9 mo with the addition of novel CD4 agonist 
mitazalimab to modified FOLFIRINOX 

> The efficacy evaluable population (n=57) had an ORR of 40.4% 
(see table) with 1 complete responder

> The median PFS was 7.7 mo, and median DOR was 12.5 mo 
> The most common grade ≥3 AEs were neutropenia (25.7%), anemia 

(11.4%), hypokalemia (15.7%) and thrombocytopenia (11.4%)
> After the initial injection, tumor biopsies assessed CD4 and CD8 

levels, showing a clear correlation between high CD4 count and 
outcomes. This could potentially serve as a biomarker to identify 
tumors responsive to immune-modulating agents

Pancreatic Cancer – Metastatic Setting (2/2)
Presented by Efrat Dotan, MD

OPTIMIZE-1 trial
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Pancreatic Cancer (1/3)
Moving past chemotherapy 

The debate over the use of gem-nab-P or FOLFIRINOX as the preferred SOC 
continues, with no trial or real-world evidence demonstrating the superiority of 
either regimen. This excludes the JCOG1611-GENERATE study for Japanese 
patients
> Interestingly, phase III NAPOLI-3 reported significantly improved responses with 

NALIRIFOX compared with gem-nab-P, but this is often overlooked when discussing 
treatments, as gem-nab-P and FOLFIRINOX are well-established therapies 

– It was noted that there is a randomized trial (PRODIGE 4/ACCORD 11) showing 
for FOLFIRINOX reduces quality of life impairment compared with gem-nab-P

> It is important to note that while the efficacies of gem-nab-P and FOLFIRINOX are 
similar, their safety profiles differ. With 3 regimen options now available, a more 
individualized approach to treatment should be considered. However, experts are keen
to transition beyond chemotherapy in the future. This reflects the evolving landscape of 
oncology treatment practices

– While the experts were happy to have 3 frontline options, there has not been a 
major paradigm shift in the treatment landscape, and more work is needed to 
improve response and prolong survival 

Dr Prager:
When it comes to these 3 options we have 
in first line, we can make individual 
decisions. So, especially in patients not 
eligible for a triple combination like 
FOLFIRINOX or NALIRIFOX, like ECOG-2 
patients, elderly patients, we still might go 
for gem-nab-PXL; that’s what we are doing. 
For those patients fit for a triple 
combination, I agree with Tony [Bekaii-
Saab], there is a superiority, at least even if 
it’s a minor superiority of NALIRIFOX 
compared to GnP.

“
“



Pancreatic Cancer (2/3)
Limited advancements in PDAC

The landscape of phase I–II studies has been met with a degree of skepticism due to past failures in phase III trials. Unless the data 
are particularly striking, these studies often fail to generate much excitement
> The stagnation in the PDAC space is a source of frustration, with chemotherapy treatments remaining the standard for decades with little 

improvement in survival
> OPTIMIZE-1 (Mercadé TM, et al. ESMO GI 2024. Abstract 280MO), investigating CD40 agonist mitazalimab, has been commended for 

collecting immune activation data as part of its trial design. It represents an attempt to be more selective and to understand the underlying 
mechanisms of action for novel agents

– Unfortunately, the safety data indicate a high toxicity level for mitazalimab. This underscores the complexity and challenges in
advancing oncology treatments

> While there have been significant strides in the development of immunotherapy approaches for a range of cancers, their clinical utility in 
PDAC has been less effective. The optimal combination partner may be yet identified that improves clinical responses, but some experts 
think that too many years and too much money have been invested on immunotherapy and it is time to focus on novel approaches

Dr Dotan:
I think what was interesting for me in this phase I trial 
[OPTIMIZE-1], the combination with modified FOLFIRINOX, 
which we don’t see very often. I think, hopefully, this leads 
the way, at least it sounds like with the biomarker testing, 
they’re making at least some more attempt to be more 
selective and understand the mechanism and how this drug 
really works.

“

“

Dr Prager:
We are talking about pancreatic cancer, and pancreatic 
cancer is a cemetery for researchers and pharmaceutical 
companies spending a lot of money with, unfortunately, a lot 
of negative trials. But I think these novel approaches is that 
what we need. So far, we are still using chemotherapy in our 
patients in the year 2024, when in other solid tumors, we are 
smarter and have better targeted treatments available.

“

“



Pancreatic Cancer (3/3)
Potential for biomarker-directed therapy

Although having success in other cancers, several targeted approaches have failed 
in PDAC, for example anti-EGFR and anti-VEGF drugs. However, newer targeted 
approaches such as those targeting CD73 and CLDN18.2, which are highly 
expressed in PDAC, are under investigation
> The experts hope that antibody-drug conjugates (ADCs) may be more successful than 

immunotherapy in PDAC, and CLDN18.2 ADCs have produced some preliminary but 
encourages responses 

> The ongoing phase I/Ib ARC-8 trial (Wainberg ZA, et al. ASCO 2024. Abstract 665) was 
noted by an expert for a median OS of 19.4 mo with quemliclustat (CD73 inhibitor) in 
combination with gem-nab-P ± zimberelimab. Additionally, an analysis was performed 
to compare the all-pooled cohort with a synthetic control arm (SCA), focusing on 
patient characteristic disparities in the study cohorts. The SCA consisted of historical 
clinical trial data from patients treated with gem-nab-P, with baseline characteristics 
matched to those of ARC-8 participants

– This analysis found a 37% reduction in the risk of death for the ARC-8 patients vs 
the SCA

> Several experts expressed great excitement over the potential of RAS inhibitors in 
treating PDAC and noted published data with KRAS G12C inhibitors, adagrasib and 
sotorasib. Pan-KRAS and RASA-ON inhibitors have potential in a larger patient 
population 

> The design of the PASS-01 trial (Knox JJ, et al. ASCO 2024. Abstract LBA4004) with 
biomarker-directed therapy for deciding FOLFIRINOX vs gem-nab-P in patients with de 
novo PDAC was intriguing. Nevertheless, this disease area currently lacks identified 
and classified biomarkers of response 

Dr Bekaii-Saab:
There’s data with adagrasib and sotorasib 
published. There’s also siltuximab in NRG1 
fusion-positive patients. It’s very obvious
that if you can find the target, you will make 
a difference in those patients. But those 
targets so far, at least, have been pretty 
rare, until we see more like the pan-RAS 
inhibitors, the G12Ds that are being 
developed. Of course, we’re going to move 
away from chemotherapy ultimately, I hope, 
but the reality is right now, as depressing as 
it is, we need to be honest about the 
discussions with the chemotherapy 
backbones. 

“
“



Biliary Tract Cancer



Highlights From Recent Congresses 

Current practices
> The TOPAZ-1 trial (Gardini AC, et al. ESMO GI 2024. Abstract 293P) 

examined the benefit of adding durvalumab to gemcitabine and cisplatin
> 3-yr update was presented at ESMO GI showing curve separation after 

6 mo, with a 24-mo difference of 22.9 vs 13.1 mo
– OS with a 2-yr follow-up was 12.8 mo, and at 3 yr, OS was 12.9, 

confirming that there are some patients having a long-term benefit
– However, in many European countries, reimbursement is based 

on the magnitude of benefit, and the ESMO clinical benefit scale 
will likely downgrade the TOPAZ-1 trial from grade 4 to grade 1, 
as the overall magnitude of benefit decreased at 3 yr

> For patients ineligible for immunotherapy, a nonrandomized phase I/II 
trial assessed gemcitabine, oxaliplatin, and nab-paclitaxel as first-line 
treatment for 67 patients with advanced BTC (Rimassa L, et al. ESMO 
GI 2024. Abstract 285P)

– Median PFS was 6.3 mo, and median OS was 12.4 mo 
– This combination has a manageable toxicity profile, with 

neutropenia below 20%

Biliary Tract Cancer (1/3)
Presented by Gerald Prager, MD

TOPAZ-1 trial 



Highlights From Recent Congresses 

Improving responses with targeted agents
> Several potential druggable targets have been identified, and targeted 

agents may have better responses than chemotherapy ± PD-L1 
inhibitor, especially dual-targeting approaches for co-mutations

– Targeting FGFR has had some success, with the FDA granting 
accelerated approval for futibatinib 

> Targeting HER2 in BTC is also under investigation with ADCs or 
bispecifics such as trastuzumab deruxtecan or zanidatamab

– HERIZON-BTC-01 phase IIb trial (Pant S, et al. ASCO 2024. 
Abstract 4091) showed that zanidatamab produced a median OS 
of 15.5 mo and a median duration of response of 14.9 mo

– DESTINY-PanTumor02 (Oh D-Y, et al. ASCO 2024. Abstract 
4090) found that trastuzumab deruxtecan  produced a response 
rate of 22% in all patients with BTC; this was increased to 56.3% 
in the HER2 IHC3+ group. Patients with low HER2 expression 
had low response rates 

Biliary Tract Cancer (2/3)
Presented by Gerald Prager, MD

DESTINY-PanTumor02 trial

HERIZON-BTC-01 2 trial



Highlights From Recent Congresses 

Improving responses with targeted agents
> Another approach being investigated in a phase II trial is 

tyrosine kinase inhibitor sitravatinib (Yoon J, et al. ASCO 2024. 
Abstract abstract 4018) and PD1 inhibitor tislelizumab. The 
primary endpoint was met, with a disease control rate of 65.1% 
in all population. ORR was 20.5% in unselected per-protocol 
population, and PFS was 4.93 mo

> In an exploratory analysis, patients with homologous 
recombination deficiency (HRD) detected by baseline tissue 
NGS (frequency 18.5%) showed higher ORR (60% vs 13.6% for 
non-HRD patients)

Biliary Tract Cancer (3/3)
Presented by Gerald Prager, MD

Phase II study of sitravatinib in combination with tislelizumab 
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Biliary Tract Cancer (1/3)
Moving past chemotherapy 

The SOC is currently gemcitabine-cisplatin (GemCis) or gemcitabine-oxaliplatin 
(GemOx) + PD-1 inhibitor (durvalumab or pembrolizumab). Although there is likely 
no significant difference between GemOx and GemCis, it is important to note that 
GemCis has the backing of data from a phase III randomized trial. Thus, some 
experts reserve GemOx for patients ineligible for cisplatin
> In terms of response, triplet chemotherapy has been demonstrated to be more 

effective, as evidenced by the comparison between modified FOLFIRI and GemCis in 
the PRODIGE 38 AMEBICA trial

However, the focus is shifting away from chemotherapy. The intensification of 
chemotherapy regimens has not yielded substantial benefits. BTC presents several 
druggable targets that warrant exploration 
> While one expert has been disappointed thus far with targeted approaches, they still 

believe in their potential in this target-rich disease
> Another expert highlighted that FGFR inhibitors, targeting HER2, and pan-RAS 

inhibitors have all had response rates of over 40%, with responses lasting up to a year, 
albeit in some trials with a small number of patients. They also noted that dual-targeting 
approaches may be needed for a synergistic effect in patients with co-mutations 

> Sequencing will need to be considered as the treatment landscape moves toward 
targeted agents 

Dr Taieb:
I would say that I don’t think there is a big 
difference between GemOx and GemCis, 
but GemCis was in a randomized phase III 
trial that validated it. We do GemOx in 
patients not eligible for cisplatin for 
whatever reason, limited renal function, so 
stuff like that. . . . I think intensification of 
chemotherapy doesn’t seem to be the good 
way to proceed as compared to pancreatic 
cancer or colorectal cancer for some 
patients. And we expect a lot from these 
targeted agents.

“
“



Biliary Tract Cancer (2/3)
PD-L1

The TOPAZ-1 trial (Gardini AC, et al. ESMO GI 2024. Abstract 293P) did not meet the 
anticipated results, failing to produce a durable sustained response in the majority 
of patients
> The incorporation of durvalumab or pembrolizumab into the chemotherapy backbone 

seems to benefit a subset of patients (approximately 20%). However, there is currently 
no biomarker available to identify these responders

> Despite the limited benefit, the combination of chemotherapy with a PD-1 inhibitor 
(durvalumab or pembrolizumab) is currently the SOC and is unlikely to be downgraded 
on the NCCN guidelines

– It was noted by the European experts that individual European countries may 
reconsider or renegotiate reimbursement due to the lack of a significant long-term 
benefit 

– The addition of a PD-1 inhibitor may have been disappointing, but the glimmer of 
response is encouraging, unlike the lack of responses observed with PDAC, so 
there is the hope for future advancements in making the disease more 
responsive to immunotherapy 

Dr Uboha:
I agree with the comments about the futility 
of intensification of chemotherapy in first 
line. I was also very disappointed to see the 
TOPAZ results. I think even if you look at 
subgroup analysis, there’s just not a lot of 
patients who are benefiting. I personally 
have not had much luck with this regimen. 
Once they stop chemotherapy, disease 
quickly progresses. However, it gives me 
hope that there’s a glimpse of activity of 
immunotherapy in this disease. It gives me 
hope that maybe we can add something to 
make this disease more immunotherapy-
sensitive, maybe.

“
“



Biliary Tract Cancer (3/3)
Clinical Trials

Conducting trials in the US and Europe has proven challenging for experts, 
particularly because late-line therapies are readily available and government 
agencies are less eager to fund clinical trials
> This situation is further complicated by regional disease differences, such as the higher 

prevalence of HER2 in Eastern BTC disease populations
> Even with targeted agents, optimizing the treatment strategy—finding the right 

combination of partners and dosing schedule—poses a complex task for this rare 
disease

> There are often issues with obtaining adequate tissue for NGS biomarker testing after 
initial diagnostic testing. Larger centers struggle with testing in time for treatment 
decisions, a problem likely exacerbated in smaller centers. ctDNA could potentially 
address some of these issues, but testing sensitivity needs to be improved and then 
standardized

Dr Dotan:
We’re starting to see these treatments 
started in the community. We’re starting to 
see these people come less for trials 
because there’s a drug that the doctors can 
use in the community. It’s becoming harder 
and harder to get patients on trials. The 
landscape has changed a lot, which it’s 
great that we have options, but these trials 
are very, very difficult to accrue. So, I think 
maybe we need to bring them to the 
community, the trials.

“
“
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