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Meeting Snapshot
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Meeting Agenda (1/2)
Time (MST/CEST) Topic Speaker/Moderator
8.00 AM – 8.05 AM/17.00 – 17.05 Welcome and Introductions Tanios S. Bekaii-Saab, MD

8.05 AM – 8.15 AM/17.05 – 17.15 Metastatic Colorectal Cancer (mCRC) – Including 
Targeted Therapy Julien Taieb, MD, PhD

8.15 AM – 8.25 AM/17.15 – 17.25 Discussion All

8.25 AM – 8.35 AM/17.25 – 17.35 Microsatellite Stable (MSS) and High Microsatellite 
Instability (MSI-H) CRC Dirk Arnold, MD, PhD

8.35 AM – 8.50 AM/17.35 – 17.50 Discussion All

8.50 AM – 8.55 AM/17.50 – 17.55 Key Takeaways Julien Taieb, MD, PhD, and 
Dirk Arnold, MD, PhD

8.55 AM – 9.05 AM/17.55 – 18.05 Rectal Cancer Cathy Eng, MD, FACP, FASCO

9.05 AM – 9.15 AM/18.05 – 18.15 Discussion All

9.15 AM – 9.20 AM/18.15 – 18.20 Key Takeaways Cathy Eng, MD, FACP, FASCO

9.20 AM – 9.25 AM/18.20 – 18.25 BREAK



Meeting Agenda (2/2)
Time (MST/CEST) Topic Speaker/Moderator
9.25 AM – 9.35 AM/18.25 – 18.35 Gastric and Gastroesophageal Junction (GEJ) Cancers Nataliya Uboha, MD, PhD

9.35 AM – 9.50 AM/18.35 – 18.50 Discussion All

9.50 AM – 9.55 AM/18.50 – 18.55 Key Takeaways Nataliya Uboha, MD, PhD

9.55 AM – 10.05 AM/18.55 – 19.05 Pancreatic Cancer and Biliary Tract Cancer Philip A. Philip, MD, PhD, 
FRCP, FABC

10.05 AM – 10.20 AM/19.05 – 19.20 Discussion All

10.20 AM – 10.25 AM/19.20 – 19.25 Key Takeaways Philip A. Philip, MD, PhD, 
FRCP, FABC

10.25 AM – 10.40 AM/19.25 – 19.40 Hepatocellular Carcinoma (HCC) Alan Venook, MD, FASCO

10.40 AM – 10.55 AM/19.40 – 19.55 Discussion All

10.55 AM – 11.00 AM/19.55 – 20.00 Key Takeaways Alan Venook, MD, FASCO

11.00 AM/20.00 Summary and Closing Remarks Tanios S. Bekaii-Saab, MD



Congress Highlights
mCRC – Including Targeted Therapy



Sotorasib (soto), panitumumab (pani) and FOLFIRI in the first-line (1L) setting for KRAS G12C–
mutated metastatic colorectal cancer (mCRC): Safety and efficacy analysis from the phase 1b 
CodeBreaK 101 study
Siena S, et al. Abstract 505O

BACKGROUND
> In the phase Ib CodeBreaK 101 (NCT04185883) study, the addition of soto + pani to 

FOLFIRI demonstrated an acceptable safety profile and a promising response rate of 
60% for pts with previously treated KRAS G12C-mutated mCRC. The safety and 
efficacy of sotorasib, panitumumab, and FOLFIRI in treatment-naive pts with KRAS 
G12C-mutated mCRC were presented

OUTCOME
> Manageable TRAEs were consistent with safety profiles of panitumumab, sotorasib, 

and FOLFIRI
> There were no fatal TRAEs, but 58% of pts experienced grade ≥3 TRAEs, 88% had 

TRAEs leading to dose reduction/interruption, and 18% had TRAEs leading to 
discontinuation

> Efficacy data are promising, with ORR 78% and DCR 95% at median f/u of 6.7 mo

EXPERT CONCLUSIONS
> “Promising efficacy data for the phase I clinical trial; we need to see what are the long-

term results, and of course, to generate a bit more of evidence with a comparator arm 
that may come in the future”

> “CodeBreaK 301, a phase III study, is currently enrolling to evaluate this combination in 
first-line mCRC against standard of care”



Encorafenib + Cetuximab (EC) + FOLFIRI for BRAF V600E-Mutant Metastatic Colorectal Cancer 
(mCRC): Updated Results From the BREAKWATER Safety Lead-In (SLI)
Tabernero J, et al. Abstract 515MO

BACKGROUND
> Currently, there are no specifically targeted first-line (1L) tx for BRAF 

V600E-mutant mCRC. BREAKWATER (NCT04607421) is evaluating 
EC ± chemotherapy (chemo) vs SOC chemo in pts with previously 
untreated BRAF V600E-mutant mCRC. The updated results (≈28 mo 
after the last pt was enrolled) from the EC + FOLFIRI cohort of the 
SLI, including the final pharmacokinetic data, were reported

OUTCOME
> FOLFIRI was not chosen for phase III because of the interaction 

between CYP3A and SN38 (28% decrease of availability of SN38)
> ORR was 83.3% in 1L and 44.4% in 2L. mPFS in 2L was 12.6 mo 

and mOS was 19.7 mo
> There was a clinically meaningful median follow-up time of 31.1 mo
> There were no major safety signals; chemo and BEACON had side 

effects but no real increase

EXPERT CONCLUSIONS
> “This is a promising combo. There is a cohort ongoing with much more patients planned to be included in. And I think it’s very important also 

pragmatically, because in the future we may have, for example, patients coming to us with a BRAF-mutant tumor. They have received FOLFOX 
and relapsed quite quickly after the adjuvant setting. And we will be very pleased to have some data with FOLFIRI for these patients”



Zanidatamab (Zani) + Chemotherapy (CT) in First-Line (1L) Human Epidermal Growth Factor 
Receptor 2-Positive (HER2+) Advanced/Metastatic Colorectal Cancer (mCRC)
Rha SY, et al. Abstract 516MO

BACKGROUND
> Anti-HER2 targeted therapy is something that is being explored more in mCRC 

including T-DXd, tucatinib + trastuzumab, and zanidatamab monotherapy. There are no 
data on the combination of these new molecules with chemotherapy. Zanidatamab is a 
humanized bispecific mAb. This phase II trial evaluated DLTs, AEs and SAEs, 
laboratory abnormalities, and dose reductions for zanidatamab + chemotherapy in 1L 
HER2-positive mCRC

OUTCOME
> It is difficult to draw conclusions with just 6 and 7 pts in each arm, but there were 0 AEs 

leading to discontinuation and 2 SAEs, including 1 with a higher dose of chemo than 
intended. The most frequent AEs were diarrhea (23%, G3-4, 2 DLT), infusion-related 
reaction (30%, no G3-4), and ejection fraction decrease (23%)

> 10/11 pts demonstrated ORR. The median duration of follow-up was 15.9 mo. Median 
DOR/PFS was not reached

> Further follow-up for these outcomes analyses is needed

EXPERT CONCLUSIONS
> “Efficacy results are quite impressive. What you can see here also is that the 

tolerability of zanidatamab seems very good. And most of the toxicity seen were 
probably linked to the chemotherapy rather than to the drug”

> “Promising things that need further development, again”



Amivantamab plus FOLFOX or FOLFIRI in metastatic colorectal cancer: Results from OrigAMI-1, 
an open-label, phase 1b/2 study
Pietrantonio F, et al. Abstract 513MO

BACKGROUND
> Amivantamab (ami), an EGFR-MET bispecific antibody with immune cell-directing 

activity, has shown promising monotherapy activity in R/R mCRC. With its unique 
MOA, ami may offer improved efficacy and manageable safety when combined 
with FOLFOX or FOLFIRI. Data from the OrigAMI-1 study were presented

OUTCOME
> Median follow-up was 7.3 mo (1.1-14.4.); ORR was 64% among pts on 1L therapy 

and 44% among pts on 2L therapy
> Overall ORR was 49% (95% CI, 33-65), median DOR was 7.4 mo (95% CI, 5.6-

NE), time to response was 8.3 wk, DCR was 88% (95% CI, 75-96), mPFS was 7.5 
mo (95% CI, 7.4-NE), and 5 received curative-intent surgery, with 2 more scheduled

> There were no safety signal side effects of FOLFOX and FOLFIRI
> Amivantamab + FOLFOX or FOLFIRI showed rapid and durable antitumor activity, 

with curative potential and a manageable safety profile. Phase III trials are 
planned in the 1L and 2L

EXPERT CONCLUSIONS
> “It seems that antigen activity is there. The tolerability of this drug was not so good, especially for infusion-related reaction, but there is a 

subcutaneous formulation that can be used and seems much better tolerated. And that will probably be the one developed in the future, we 
will see”



Randomized Phase III trial of Ramucirumab in combination with TAS102 (Trifluridin/Tipiracil) vs. 
TAS102 monotherapy in heavily pretreated metastatic colorectal cancer: The RAMTAS/IKF643 
trial of the German AIO (AIO-KRK-0316)
Kasper-Virchow S, et al. Abstract LBA25

BACKGROUND
> RAMTAS, an open-label, multicenter, randomized phase III trial, evaluated a novel 

combination of trifluridine/tipiracil + ramucirumab in a 1:1 trial by using the same 
strategy of sustained angiogenic inhibition as previous studies, and the same primary 
endpoint. Importantly, trifluridine/tipiracil alone is no longer SOC, after results from the 
SUNLIGHT study

OUTCOME
> The addition of ramucirumab to trifluridine/tipiracil did not improve OS (7.46 vs 7.06; 

HR [95% CI] 0.871 [0.7-1.073]; P=.19); the primary endpoint was not met 
> Statistically significant increase in PFS (2.37 vs 2.07; HR [95% CI] 0.77 [0.63-0.95]; 

P=.01) and DCR (39.4 vs 31.6; P=.033)
> There was an increase in grade ≥3 TRAEs (56% vs 37% control) and severe 

neutropenia (32% vs 22% control)
> There was a high increase in dose-reduction rate (50%) with the addition of 

ramucirumab to trifluridine/tipiracil

EXPERT CONCLUSIONS
> “We have 2-plus months additional PFS in these patients, though statistical 

significance is not reached here”
> “Ramucirumab will not go in the third-line setting as an alternative to bevacizumab, and 

the SUNLIGHT regimen would probably stay the standard in this situation”



Third line rechallenge with cetuximab (Cet) and irinotecan in circulating tumor DNA (ctDNA) 
selected metastatic colorectal cancer (mCRC) patients: the randomized phase II CITRIC trial
Santos Vivas C, et al. Abstract 511MO

BACKGROUND
> To counteract the therapeutic resistance after progression on irinotecan and oxaliplatin, 

nonrandomized clinical trials have pointed toward the potential efficacy of anti-EGFR 
rechallenge strategies in pts with RAS wildtype mCRC, molecularly selected via liquid 
biopsy. Considering this clinical context, CITRIC, a multicenter, randomized, open-
labeled, phase II study, was designed

OUTCOME
> PFS was 4.41 mo for cetuximab + irinotecan (95% CI, 2.89-5.93) vs 2.24 mo for 

investigator’s choice (95% CI, 0.79-3.68). ORR was 12.9% for cetuximab + irinotecan 
(95% CI, 3.6-29.8) vs 0% for investigator’s choice. DCR was 74.2% for cetuximab + 
irinotecan (95% CI, 55.4-88.1) vs 44.4% for investigator’s choice (95% CI, 25.5-64.7)

> Efficacy and safety results are encouraging for preliminary data, but need further 
development

EXPERT CONCLUSIONS
> “There is an advantage [in overall survival], though the P value is not reached. Maybe 

the power of the study was not so good, basically, because less than 30 patients were 
in the control arm and 31 in the experimental arm”



Key Insights
mCRC – Including Targeted Therapy



mCRC – Including Targeted Therapy 
First-line treatment of mCRC
> Combined targeted therapies that have shown activity without chemo in later lines, eg, 

sotorasib + panitumumab, encorafenib + cetuximab, are now being investigated in 
combination with chemo in the frontline setting. The hope is that eventually these 
combined targeted therapies can be used without chemo in the front line 

> RAS targeting
– An important question is whether moving targeted therapies up-front (eg, 

sotorasib, adagrasib) that target the RAS pathway changes the course of the 
disease, and if this would translate into longer-term benefit for patients 

• For example, in the CALGB/SWOG 80405 or FIRE-3 studies, where 
frontline treatment with anti-EGFR or anti VEGF antibodies was 
administered for 8-10 months, the separation of the OS curves favoring the 
biologics was only observed at 2 years, suggesting the natural history of 
the disease was altered early on

– Although still early, data from the CodeBreaK 101 study (505O) of sotorasib, 
panitumumab, and FOLFIRI in patients with KRAS G12C mutations are 
promising. However, the treatment landscape in this space is becoming crowded 
with other targeted therapies such as anti–pan-RAS agents

> BRAF targeting
– If the safety lead-in data from the BREAKWATER study (515MO) continue in the 

same range, the combination encorafenib + cetuximab + FOLFIRI will likely be 
incorporated into clinical practice in the first- or second-line setting

Dr Venook:
I think the question is, I think, biologically, 
does it matter if you can inhibit RAS early 
on, do you change the course of the 
disease? That would be the theory behind 
moving sotorasib or adagrasib up to first 
line. . . . There may be a biological switch 
that goes on or off early on and changes the 
natural history of the disease. So I think, to 
me, using RAS early on, for example, might 
be the highest yield. That, to me, might be 
the good area to investigate.

“
“



mCRC – Including Targeted Therapy 
First-line treatment of mCRC
> HER2 targeting

– Considerations when deciding which HER2-directed therapies to select in the 
frontline setting may be the cost and the financial toxicity of the drugs. For 
example, zanidatamab is used alone with chemo, whereas tucatinib is used in 
combination with trastuzumab. For now, both have demonstrated similar efficacy 
in the later-line setting

– In the real world, <2% of patients with HER2-positive mCRC tumors are eligible 
for clinical trials investigating anti-HER2 targets (in France it has been a 
challenge to enroll patients in the MOUNTAINEER trial), and the question is 
whether adding more anti-HER2 agents (eg, zanidatamab) in this space makes 
sense

– An important question that needs to be addressed, likely in investigator-initiated 
trials, is the optimal sequencing strategy of HER2-targeted therapies with 
tucatinib, zanidatamab, and T-DXd, as they all have different modes of action, 
and T-DXd has a possible role in overcoming HER2 resistance. In any case, it 
will be a long time before sequencing trials can take place, as evidence from the 
first-line trials is needed first

Dr Taieb:
I think the best centers in Europe have 3 
patients maximum in the MOUNTAINEER 
trial, and most of them only 1 or 0, so I 
would say if this HER2 amplified is 
supposed to be 4%, I think in practice less 
than 2% are eligible for clinical trials, so it’s 
going to be challenging.

“
“



mCRC – Including Targeted Therapy
Later-line treatment of mCRC
> EGFR and MET targeting

– Data from the phase Ib/II OrigAMI-1 trial (513MO) of the anti–EGFR-MET 
bispecific antibody amivantamab in the second line are considered impressive, 
with an ORR of 44%; although the follow-up time is still short, the data warrant 
further investigation

– The anti-EGFR component of the drug is interesting for overcoming resistance to 
prior anti-EGFR agents

– Infusion reactions remain a concern with this agent, although if the data remain 
favorable, it is believed this AE will be manageable with more experience using 
the drug

> Trifluridine/tipiracil ± VEGFR2 target
– Data from the phase III RAMTAS trial (LBA25) with trifluridine/tipiracil ±

ramucirumab are considered disappointing in comparison with the data from the 
SUNLIGHT trial (trifluridine/tipiracil ± bevacizumab); 

• Although the patient population in the RAMTAS trial was more heavily 
pretreated that in the SUNLIGHT trial, the OS data are very different, and it 
was noted the only feasible explanation is that ramucirumab is not working 
in this setting

– Trifluridine/tipiracil + bevacizumab remains a preferred treatment regimen in the 
third line; data from the SUNLIGHT trial are also corroborated by real-world 
evidence (French experience with 150 out of 300 patients) 

> Rechallenge with anti-EGFR
– Efficacy data from the phase II CITRIC trial of third-line rechallenge with cetuximab 

and irinotecan (511MO) confirm what is already observed in clinical practice

Dr Taieb:
In Europe, many national agencies are 
asking for real-world data after the 
registration. And we are currently producing 
them. We have already 150 patients treated 
with SUNLIGHT, and the outcome in daily 
practice is the same as in the trial. We are 
waiting to have 300, so it’s not finished. 
Maybe it will change a bit, but I’m not sure 
that we have to put some discredit on 
SUNLIGHT because of RAMTAS.

“
“



Congress Highlights
MSS and MSI-H CRC



The efficacy and safety of ivonescimab with or without ligufalimab in combination with 
FOLFOXIRI as first-line (1L) treatment for metastatic colorectal cancer (mCRC)
Deng Y, et al. Abstract 514MO

BACKGROUND
> Ivonescimab is a tetrameric bispecific antibody that targets PD-1 and VEGF and has 

the potential to produce synergistic antitumor effects through both pathways via 
cooperative binding. Ligufalimab is a novel humanized IgG4 mAb that targets CD47 
and may enhance antitumor activity when combined with ivonescimab. This phase II 
trial assessed the ORR and AEs of ivonescimab + ligufalimab + chemotherapy in pts 
with previously untreated mCRC

OUTCOME
> ORR was 81.8% with ivonescimab + FOLFOXIRI and 88.2% with 

ivonescimab + ligufalimab + FOLFOXIRI. DCR was 100% in both arms
> Median PFS was not reached in either group. Estimated 9-mo PFS 

rates were 81.4% (95% CI, 52.1-93.7) with ivonescimab + 
FOLFOXIRI and 86.2% (95% CI, 55.0-96.4) with ivonescimab + 
ligufalimab + FOLFOXIRI

> More TRAEs were seen with the addition of ligufalimab

EXPERT CONCLUSIONS
> “ I think it is promising, but again, we need the confirmation of this 

data in the future”



Neoadjuvant immunotherapy in locally advanced MMR-deficient colon cancer: 3-year disease-
free survival from NICHE-2
Chalabi M, et al. Abstract LBA24

BACKGROUND
> Pts with MMR-deficient (dMMR) colon cancer have limited benefit from SOC chemotherapy, 

with recurrence rates of up to 40% in stage 3. NICHE-2 previously showed a 99% pathologic 
response rate, including 95% major pathologic responses (MPR) and 68% pathologic complete 
response (pCR). Presented were the previously unreported primary endpoint of 3-yr DFS

OUTCOME
> Median f/u from registration was 37.9 mo (9.1-84.4) and after surgery was 36.5 mo (7.8-

83.4); 3-yr DFS was 100%
> Baseline ctDNA was detected in 92% of pts; 45% of pts had cleared ctDNA after only 1 cycle
> Presurgery ctDNA clearance was observed in 94% of pts with a pCR and 70% with an MPR
> All pts were ctDNA negative at the MRD time point

EXPERT CONCLUSIONS
> [NICHE 2 compared with NICHE 3] “No difference in terms of efficacy as this readout is 

concerned. Some slight differences in toxicity with a slightly better tolerability for the anti-
LAG3, anti–PD-1 combination”

> “They are reporting a 3-year disease-free survival. This led to applause. I don’t know why, 
because if you have 98% of pathologic responses and then also remove the tumor, because 
none of them is progressing after 3 years, that’s not really a surprise. And if we look on the 
3-year disease . . . nearly 50% have not yet reached the t3-year. So, how can we talk about 
3-year overall survival if only about 50% have reached that margin?”



Neoadjuvant nivolumab (nivo) plus relatlimab (rela) in MMR-deficient colon cancer: Results of 
the NICHE-3 study
De Gooyer PG, et al. Abstract 503O

BACKGROUND
> Immune checkpoint inhibitors (ICI) have shown unprecedented responses in 

MMR-deficient (dMMR) colorectal cancers. In the NICHE-2 study, major 
pathologic responses (MPR) and pathologic complete responses (pCR) 
were observed in 95% and 68% of pts, respectively, following a short 
neoadjuvant regimen of nivolumab-ipilimumab. Data from NICHE-3, which 
investigated the efficacy and safety of nivo-rela in locally advanced 
resectable dMMR colon cancer (CC), were presented

OUTCOME
> Pathologic response was observed in 96% of pts and included 91% MPR 

and 68% pCR 
> Grade 3-4 irAEs were observed in 10% of pts and led to delay of surgery in 

3 pts
> Endocrinopathies requiring long-term suppletion occurred in 24% of pts and 

consisted of hypothyroidism (17%) and adrenal insufficiency (8%)

EXPERT CONCLUSIONS
> “The conclusion of the Dutch authors is quite clear. Therefore, I put it to you: first-line, neoadjuvant immunotherapy should become standard 

of care for locally advanced dMMR colon cancer. And we will see how we see this and how we assess this”



IMHOTEP Phase II trial of neoadjuvant pembrolizumab in dMMR/MSI tumors: results of the 
colorectal cancer cohort
De la Fouchardiere C, et al. Abstract 504O

BACKGROUND
> Pembrolizumab (P) is approved in metastatic dMMR/MSI CRC 

Neoadjuvant immunotherapy has also shown promising 
preliminary results in early stages, and data from the multicenter, 
single-arm IMHOTEP trial were presented

OUTCOME
> 93.5% of pts underwent surgery, with 100% R0 resections
> Median time to surgery was 6.8 wk (5.6-21.6) 
> For the 5 pts who did not undergo surgery, the reasons were 

pt/medical decision
> pCR (ypT0N0) rate for all CRC was 46.0% after 1 pembro cycle 

and 68.2% after 2 cycles (P=.034); colon was 46.7% after 1 cycle 
and 77.8% after 2 cycles; rectal was 40% after 1 cycle and 25% 
after 2 cycles

> TRAEs grade ≥3 were observed in 9.2% of pts

EXPERT CONCLUSIONS
> “When we look on monotherapy of checkpoint inhibitors, longer treatment seems to be more beneficial. I think that’s the key finding for me, for 

the moment, from this trial”



Pembrolizumab in combination with CAPOX and bevacizumab in patients with microsatellite 
stable metastatic colorectal cancer and a high immune infiltrate: preliminary results of FFCD 
1703 POCHI trial
Tougeron D, et al. Abstract 502O

BACKGROUND
> About 15% of pMMR/MSS CRCs are infiltrated by TILs and may be sensitive to ICIs. 

The multicenter, single-arm POCHI study evaluated the efficacy of pembrolizumab with 
CAPOX and bev as 1L treatment of unresectable pMMR/MSS mCRC with a high 
immune infiltrate (CD3+ and/or CD8+ T cells), defined by at least 1 positive immune 
score (Immunoscore® and/or TuLIS) on primary tumor resection specimens. The 
preliminary results were reported

OUTCOME
> Response rate was 75% and DCR was 96%
> 21% had complete response and 54% had partial response
> 21% had stable disease and 4% had progressive disease
> No correlation was observed between TMB and response to treatment
> Median f/u was 17 mo and 44% were still on treatment; median DOR was 12.7 mo
> 52% of pts had at least one grade 3-4 TRAE
> PFS at 12 mo is 57.9%

EXPERT CONCLUSIONS
> “Maybe this is pointing into . . . the direction of a good biomarker selection for these 

patients”
> “I think the correlation here with tumor mutation burden may be an additional signal of 

information, but not as strong as the biomarker selection by the Immunoscore”



Key Insights
MSS and MSI-H CRC



MSS and MSI-H CRC
MSS tumors
> Data from the POCHI trial (502O) of patients with MSS advanced mCRC selected on 

the basis of immune infiltrates (Immunoscore assay) are very promising, although more 
data are needed; they will also be obtained from the Italian sites participating in the 
ongoing Atezo-TRIBE 2 trial

– With that said, the assay needs to be optimized, as the scores may be more 
accurate with biopsy specimens rather than surgical specimens

– Additionally, it appears the scoring needs to be obtained from the lymphocytes at 
the invasion sites outside the tumor and not inside the tumor

> Data from the phase II trial of ivonescimab (anti–PD-1 and anti-VEGF bispecific 
antibody) ± ligufalimab (anti-CD47; 514MO) are regarded as impressive, although 
caution was expressed, as such positive data are very preliminary

> Ultimately it will be important to better define subgroups of patients with MSS tumors, 
eg, patients with liver mets vs no liver mets, to personalize treatment and advance this 
field, instead of performing trials with multiple drugs plus chemo, at the cost of toxicity

Dr Philip:
I personally think that MSS also has to
move forward a better way of subclassifying 
the MSS. I think we have interesting data, 
but I think this is the plateau and the limit of 
what we can get. 
We can’t just add drugs and drugs and 
drugs, thinking that adding another 2, 3 
other drugs, it’s going to make a bigger 
difference. It may, but at the cost of side 
effects and the financial toxicity. We have 
been doing a lot with MSI-H, but MSS is 
more important in terms of the number of 
patients who have the disease. 
.

“
“



MSS and MSI-H CRC
MSI-H tumors
> It is important to elucidate the biological factors behind patients with early MSI-H CRC 

responding to immunotherapy, whereas patients with MSI-H mCRC do not
> The response rates in the NICHE-2 (LBA24) and NICHE-3 (503O) studies are 

impressive, and equally impressive is the 100% 3-year DFS reported in NICHE-3, 
where combination immunotherapy was more effective than monotherapy. One expert 
noted that the treatment regimen should be incorporated into treatment guidelines and 
clinical practice. However, some experts expressed caution

– More data are needed, and they should be multicenter rather than from a single 
Dutch institution

– In the NICHE trials, the pathologists reported on major and partial responses 
differently than what is done by other pathology departments, for example in 
France

– This group of patients generally do very well, so it is important to define the 
subgroups who may benefit the most from these treatments. For example, 
patients with T3N0 tumors are 95% curable with surgery and no chemotherapy, 
but it could be a consideration for patients with T4 tumors, which represented 
68% of the patient population in the NICHE-3 trial

> The ATOMIC trial in the adjuvant setting of atezolizumab and FOLFOX will also shed 
light on the role of immunotherapy on early-stage colon cancer; these data are also 
needed before considering neoadjuvant immunotherapy as SOC. However, it was 
noted that patients in the ATOMIC trial likely constitute a very-low-risk population

Dr Arnold:
In the localized MSI-high situation, 
checkpoint inhibitors work terrifically well. 
But despite all enthusiasm, we have to be a 
bit cautious, and we still haven’t defined the 
clinical platform where this has to be used. 
Whether we can skip or avoid resection and 
whether ctDNA may help us to define which 
patients really have and will stay in clinical 
complete response whilst having a 
pathologic complete response while the 
tumor is left in situ, that’s unclear and that 
we still have to see. 

“
“



Congress Highlights
Rectal Cancer



Organ preservation in early rectal adenocarcinoma: 5-year results of the randomized opera trial
Ben Dhia S, et al. Abstract 508MO

BACKGROUND
> The OPERA trial has shown that a contact X-ray brachytherapy 50kV 

boost with chemoradiotherapy (CRT) was able to increase the 3-yr 
rate of organ preservation (OP) for early rectal adenocarcinoma of 
low-mid rectum. The results at 5 yr were reported

OUTCOME
> Improved 3-yr organ preservation rate in the investigational arm (81% 

vs 59%, HR 0.36, P<.0026); more pronounced in T <3 cm (HR 0.07, 
P<.012)

> Improved 3-yr organ preservation (79% vs 56%, HR 0.4, P<.0039); 
<3 cm (93% vs 54%, HR 0.012, P<.006)

> Changed the SOC in France for T2N0 or Tx N+ (excl. T4) pts

EXPERT CONCLUSIONS
> “I do not have much to add because we do not use this technique in 

the United States”



Total Neoadjuvant Treatment (TNT) with Non-Operative Management (NOM) for Proficient 
Mismatch Repair Locally Advanced Rectal Cancer (pMMR LARC): First Results of NO-CUT Trial
Amatu A, et al. Abstract 509O

BACKGROUND
> TNT followed by rectal surgery (ReSu) is SOC in pMMR LARC. In pts with clinical 

complete response (cCR) after TNT, NOM consisting of intensive f/u can be proposed 
as an alternative to ReSu. NO-CUT is a multicenter, single-arm, phase II trial in pts with 
pMMR LARC (EudraCT 2017-003671-60) aimed at assessing if a) NOM jeopardizes 
distant relapse-free survival (DRFS); b) predictive biomarkers of cCR can be identified 
by multiomic analyses in tumor and blood samples. The first results were reported

OUTCOME
> The median follow-up was 27 mo, DRFS was 76.7%, and NOM (N=45) was 97.6%
> Organ preservation rate was 85% and all local recurrences were within 4-19 mo
> Significant correlatives include radio-omics, pathomics, ctDNA (predicted PFS), 

transcriptomics, etc

EXPERT CONCLUSIONS
> “The one thing that this trial was applauded for in regards to study design, it includes 

multiple correlatives, including radiomics, pathology, transcriptomics, genomics, and 
circulating tumor DNA”

> “There was some additional data, which was not obviously unexpected, that showed 
that circulating tumor DNA appears to correlate with progression-free survival”



Neoadjuvant Chemotherapy, Excision, and Observation for Early Rectal Cancer: The Phase II 
NEO Trial (CCTG CO.28) Results After Minimum 3 years Follow Up
Brown CJ, et al. Abstract 565P

BACKGROUND
> In early-stage rectal cancer, short-term results of neoadjuvant chemotherapy combined 

with transanal endoscopic surgery demonstrate promise as a strategy for organ 
preservation with acceptable early oncologic and functional outcomes. The results of 
the NEO trial with a minimum follow-up of 3 yr were presented

OUTCOME
> 3-yr DFS was 84.3% (95% CI, 72.0-91.5)
> 3-yr OS was 100% (95% CI, 100-100)

EXPERT CONCLUSIONS
> “Three-year overall survival thus far is 100% for the patients. As many of you know, this 

is now a phase III randomized study that is ongoing in the United States”



Key Insights
Rectal Cancer



Rectal Cancer
Locally advanced rectal cancer (LARC) 
> The technique of contact radiotherapy reported in the OPERA trial (508MO) is not used 

in the US, and in Europe there are a few sites in France, 4 in the UK, and 2 in Denmark
> France has very good and active cooperative groups of rectal cancer surgeons and 

radiotherapists that have produced a great deal of data in LARC. Currently, most 
centers rely on the PRODIGE 23 regimen. As a result, many patients are likely being 
overtreated, and there should be better ways to select the appropriate patients for this 
regimen

> Experts concurred that the treatment landscape for rectal cancer is presently very 
confusing

– In the US there are multiple ongoing studies, all addressing different treatment 
strategies for different locations on the rectum, and stages of the disease

– More coordinated studies around the world that would answer similar questions 
would be helpful. For example, a better patient-selection process to avoid 
overtreating patients is needed, with the aim for more-personalized care

Dr Venook:
It would be great if we could coordinate 
around the world and actually do studies 
that point in the same direction, or at least 
ask similar questions. Because so many of 
the studies are contradicting or overlapping 
with each other. I mean, any one patient, 
you could take 3 different approaches 
based on the current literature, and similarly 
you could put on multiple studies. I think 
we’ve made progress, but I’m not sure what 
to do for which patient, though, is the 
problem.

“
“



Rectal Cancer
LARC 
> Overall, the experts agreed the preference is to recommend organ preservation 

strategies for LARC with non-operative management by intensifying local therapy 
> Several points were made from the US perspective

– Non-operative local intensification strategies for organ preservation are still not 
recommended in the NCCN Guidelines

– Contact radiotherapy as per the OPERA trial (508MO) will likely not be adopted
– The US is trying to enroll patients to the phase III NEO trial (phase II data were 

presented [565P]) of neoadjuvant chemo, excision, and observation for early 
rectal cancer

– Funding in cooperative groups to conduct analysis on genomics, transcriptomics, 
radiomics is lacking, and these studies, like what was reported in the NO-CUT 
trial (509O), would provide information on which patients are most appropriate for 
which therapies

• Public-private partnerships to fund this type of study is a good strategy to 
move forward

Dr Eng:
I think our number 1 goal is really try and 
provide the best care for the patient, and 
organ preservation with non-operative 
management is the newest approach to try 
to help the quality of life of our patients, 
especially for our early-onset patients. . . .  
It’s very much multidisciplinary 
management, and obviously, I think this will 
continue to evolve, especially given the rise 
in rectal cancer amongst young adults.

“
“



Congress Highlights
Gastric and GEJ Cancers



A randomized phase III trial of perioperative chemotherapy (periop CT) with or without 
preoperative chemoradiotherapy (preop CRT) for resectable gastric cancer (AGITG TOPGEAR): 
final results from an intergroup trial of AGITG, TROG, EORTC and CCTG
Leong T, et al. Abstract LBA58

BACKGROUND
> In Western countries, the current SOC for resectable gastric cancer is periop CT. There 

is much interest in preop CRT, but comparison with periop CT alone is lacking. In 
TOPGEAR, authors hypothesized that adding preop CRT to periop CT would improve 
pCR rates and ultimately OS compared with periop CT alone

OUTCOME
> There was no survival benefit from CRT addition – median OS 46.4 mo preop CRT vs 

49.4 mo periop CT; 3-yr OS 55.1% preop CRT vs 57.7% periop CT; 5-yr OS 44.4% 
preop CRT vs 45.7% periop CT

> Increased pCR with CRT (16.8% preop CRT vs 8.0% periop CT) did not translate to 
better OS

> Periop chemo is standard E/GEJ/G adenocarcinoma

EXPERT CONCLUSIONS
> “The addition of chemoradiation did not have any significant improvement in R0 resection”
> “There is no survival benefit with chemoradiation addition, and in my opinion, this is not a surprising finding. Increase in pCR did not translate 

into better overall survival, and perioperative chemotherapy with FLOT is the standard treatment for both esophageal, GE junction, and gastric 
adenocarcinoma”



Modified FOLFOX plus/minus Nivolumab and Ipilimumab vs FLOT plus Nivolumab in patients 
with previously untreated advanced or metastatic adenocarcinoma of the stomach or 
gastroesophageal junction – Final Results of the IKF-AIO-Moonlight trial
Lorenzen S, et al. Abstract LBA59

BACKGROUND
> FOLFOX + nivolumab has become SOC for 1L therapy of pts with esophagogastric adenocarcinomas 

(EGA). AIO-STO-0417 (Moonlight) is a multicohort treatment optimization trial, evaluating: FOLFOX 
alone (Arm B) vs FOLFOX + nivolumab (nivo) and ipilimumab (ipi) administered in parallel (Arm A/A1) 
or sequentially (Arm A2) and FLOT + nivolumab (Arm C) for 1L treatment of metastatic or advanced 
inoperable HER2-negative EGA. The aim was to generate signals whether a) dual checkpoint 
inhibition or b) a triplet chemotherapy is beneficial in the context of nivolumab therapy for this disease

OUTCOME
> Arm A/A1 vs B: no difference in PFS in ITT (5.8 mo vs 6.6 mo; P=.734) and in PD-L1 CPS ≥1 (5.4 

mo vs 6.1 mo; P=.498). Arm A/A1 vs B: no difference in OS in ITT (10.1 mo vs 12.5 mo) and in PD-
L1 CPS ≥1 (9.2 mo vs 12.5 mo)

> Arm A/A1 vs A2: no difference in PFS (5.8 mo vs 4.0 mo; P=.093) or OS (10.1 mo vs 7.6 mo; 
P=.707). Arm C: PFS 7.0 mo, OS 14.6 mo

> Ipilimumab addition does not improve efficacy in 1L EGA; triplet chemotherapy backbone with FLOT 
+ IO is potentially more efficacious, but randomized data are needed

EXPERT CONCLUSIONS
> “Does ipi add so much toxicity that we are basically not seeing the benefit [when added to nivo]? This was a surprising result, in my opinion. 

However, the study was quite small. It’s a phase II study, and so definitive conclusions cannot be made”
> “What we can gather from this is that you can safely combine FLOT + nivo, but I am not sure that the signal we’re seeing here is better than what 

we can achieve with a doublet chemotherapy, and so to determine that, certainly randomization, doublet vs triplet + IO in a first-line setting would 
be warranted”



Phase 3 study of SHR-1701 versus placebo in combination with chemo as first-line (1L) therapy 
for HER2-negative gastric/gastroesophageal junction adenocarcinoma (G/GEJA)
Peng Z, et al. Abstract LBA60

BACKGROUND
> SHR-1701 is a bifunctional fusion protein composed of IgG4 mAb against PD-L1 fused 

with the extracellular domain of the TGF-β receptor II. Authors aimed to assess the 
addition of SHR-1701 to standard chemo in pts with previously untreated, unresectable 
locally advanced or metastatic HER2-negative G/GEJA

OUTCOME
> ORR was 53.4% vs 32.8% in ITT and 56.5% vs 32.7% in PD-L1 CPS ≥5
> DOR was 8.5 mo vs 5.3 mo in ITT and 10.2 mo vs 5.1 mo in PD-L1 CPS ≥5
> This is an active agent and no new safety signals were reported
> It is unclear whether bispecific is better than anti–PD-1 alone; randomization against 

anti–PD-1 + chemo is needed

EXPERT CONCLUSIONS
> “The problem is that we can’t differentiate from the study the contribution of whether 

this drug is better than nivo. . . . We cannot differentiate from the results presented 
whether this is better than just anti–PD-1 agent”

> “You also cannot generalize this study to the population we see in Western countries 
and US. This was a study that was done exclusively in China”



Final overall survival for the phase 3, KEYNOTE-811 study of pembrolizumab plus trastuzumab 
and chemotherapy for HER2+ advanced, unresectable or metastatic G/GEJ adenocarcinoma
Janjigian YY, et al. Abstract 1400O

BACKGROUND
> In a prior analysis of the phase III KEYNOTE-811 study (NCT03615326), 1L 

pembrolizumab (pembro)-trastuzumab and chemo provided superior PFS, 
and improved ORR with durable responses vs placebo-trastuzumab and 
chemo in unresectable, HER2-positive mG/GEJ cancer, notably in PD-L1 
CPS ≥1 tumors; OS was immature. Results of the final analysis of OS for 
KEYNOTE-811 were presented

OUTCOME
> At final analysis, OS was significantly improved: 20 mo vs 16.8 mo placebo for 

ITT (HR 0.80) and 20.1 mo vs 15.7 mo placebo for PD-L1 CPS ≥1 (HR 0.79)
> There were no new safety signals
> Data support KN811 regimen in the 1L setting for pts with PD-L1 CPS ≥1 and 

HER2-positive tumors

EXPERT CONCLUSIONS
> “This is yet another confirmation that the utilization of immune checkpoint 

inhibitors in upper GI tumors should be more nuanced than current FDA 
approval, and should be based on PD-L1 expression”



Trastuzumab deruxtecan (T-DXd) monotherapy and combinations in patients (pts) with 
advanced/metastatic HER2-positive (HER2+) esophageal, gastric or gastroesophageal junction 
adenocarcinoma (GEJA): DESTINY-Gastric03 (DG-03)
Janjigian YY, et al. Abstract 1401O

BACKGROUND
> T-DXd is a HER2-directed ADC; T-DXd 6.4 mg/kg is approved for pts with 

metastatic HER2-positive gastric/GEJA who have received a prior 
trastuzumab-based regimen. Dual PD-1 and HER2 blockade together with 
fluoropyrimidine (FP)-platinum has improved outcomes vs chemotherapy-
trastuzumab in the 1L setting. DESTINY-Gastric03 investigated T-DXd in 
combination with FP and an anti–PD-1 in 1L esophageal/gastric/GEJA

OUTCOME
> PFS was 9 mo for T-DXd alone vs 10 mo for T-DXd + 5-FU; OS was 18 mo for T-DXd vs 23 mo for T-DXd + 5-FU
> PD-L1 predicts for response to pembro when combined with T-DXd
> Higher toxicities were noted, including ILD
> TRSAE: 19% T-DXd, 17% T-DXd + 1000-mg 5-FU, 51% T-DXd + 1000-mg 5-FU + pembro, 34% T-DXd + pembro, 3% T-DXd + 750-mg 5-FU 

+ pembro
> Treatment-related deaths: none in T-DXd or T-DXd + 750-mg 5-FU + pembro, 1 in T-DXd + 1000-mg 5-FU, 4 in T-DXd + 1000-mg 5-FU + 

pembro, and 4 in T-DXd + pembro

EXPERT CONCLUSIONS
> “For this regimen to be used in the first-line setting, to see such significant toxicities is worrisome for patients”
> “So even though there’s toxicities that we’ve seen with T-DXd in a first-line setting, T-DXd is now being combined with some of the other novel 

agents”



Key Insights
Gastric and GEJ Cancers



Gastric and GEJ Cancers
Resectable gastric cancer
> All experts agreed there is no place for perioperative radiation in resectable gastric 

cancer, as also demonstrated by the AGITG TOPGEAR trial (LBA58) that showed no 
survival benefit with the addition of perioperative chemoradiation to chemotherapy, vs 
chemotherapy alone

First-line treatment in metastatic HER2-positive gastric/GEJ cancers
> The added value of moving T-DXd to the first line as per the data of DESTINY-Gastric03 

(1401O) was questioned, given the increase in toxicities. Experts concurred it is better 
placed after treatment with another anti-HER2 agent in the second line and beyond

– Additionally, with the heterogeneity that arises in HER2 expression in the second 
line, an ADC like T-DXd may be a better option 

> The final OS data from the KEYNOTE-811 study of pembrolizumab + trastuzumab and 
chemotherapy (1400O) confirm what is already considered the standard first-line treatment 
for patients with HER2-positive metastatic gastric/GEJ cancers with CPS score ≥1

First-line treatment in metastatic HER2-negative gastric/GEJ cancers
> The study design of the IKF-AIO-Moonlight trial (LBA59) was deemed confusing, although 

it was clarified that the goal was to assess different combination strategies to determine 
which may be the best moving forward. The study did show that adding ipilimumab to 
nivolumab did not improve efficacy in the first-line setting

> Data from studies that take place in Asia (eg, the phase III study with SHR-1701; LBA60) 
cannot be generalized to the rest of the world, and it was emphasized that studies that 
have changed clinical practice have all been international

> In the phase III study of the anti–PD-L1 bifunctional fusion protein SHR-1701 vs placebo 
in combination with chemo (LBA60), the control arm was chemo alone, and for patients 
who have PD-L1–positive tumors, the current SOC is chemo + nivolumab or 
pembrolizumab

Dr Taieb:
There is a strong rationale to use this drug 
after escaping a first anti-HER2 drug. So we 
need sequence, we need to propose best-
option treatment for our patients, not only in 
the first line. . . . Clearly, looking at the 
toxicities, looking at the good results we 
have, looking at the new standard with the 
KEYNOTE-811, let’s keep this drug for 
salvage therapy. Maybe it will come not 
even in the second, but in the third line 
finally.

“
“



Gastric and GEJ Cancers
CPS scoring
> CPS cutoff remains controversial regarding its biological relevance. Does a tumor with 

a CPS score of 4 behave differently than a tumor with a CPS score of 5? 
> Adding to the confusion is that phase III trials (RATIONALE-305, CheckMate 649, 

KEYNOTE-859) all established different cutoffs for CPS positivity and different scoring 
methods

> Experts agreed that for patients with CPS score <1, immunotherapy has no efficacy 
and for patients with CPS score ≥10, immunotherapy efficacy is very good

– They questioned the efficacy of immunotherapy in patients with CPS scores 1–5
• However, contrary to all other data, in KEYNOTE-811, patients with CPS 

scores 1–4 fared better than patients with CPS scores 5–9. Although the 
reasons for these results are unknown, it encourages physicians to use 
pembrolizumab also for patients with low CPS scores, in the hope that it 
will add some benefit to patient outcomes

• The additional challenge for patients with CPS scores 1–4 is what to use 
for those who are also positive for other biomarkers, such as claudin 18.2

> Inclusion of prospective prespecified criteria in the design of clinical trials for patients 
with different CPS scores is important, including patients with low CPS scores, to 
ensure patients who are not benefiting from immunotherapy are included

Dr Uboha:
The problem is we have two phase III 
studies in HER2 negative . . . and they all 
use different cutoffs and different scoring 
methods. And the question is, does it even 
have biologically relevant correlate? 
And yes, these subgroup analysis are 
puzzling. . . . But that just tells us that when 
you start overanalyzing the data, you’re 
going to get results that don’t make sense, 
in my opinion.

“
“



Congress Highlights
Pancreatic Cancer and Biliary Tract Cancer 



Preoperative modified FOLFIRINOX (mFOLFIRINOX) with or without chemoradiation (CRT) in 
borderline resectable pancreatic cancer (BRPC): results from the randomized phase II trial 
PANDAS/PRODIGE 44
Lambert A, et al. Abstract LBA62

BACKGROUND
> Perioperative FOLFIRINOX is a treatment standard. The role of radiation therapy remains 

controversial. The Alliance RP2 study was “negative,” but design issues challenged 
interpretation. RTOG-0848 gave a hint of benefit for CRT in node-negative disease. The 
role and safety of CRT following mFOLFIRINOX administration in BRPC is unknown

OUTCOME
> The R0 resection rate in this study was 50% in Arm A (chemotherapy) and 45% in Arm B 

(CRT; P=.8230)
– Compared with Alliance R0: 57% in Arm A vs 33% in Arm B

> Resection rate for R0 or R1 was 92.5% in Arm A and 77.5% in Arm B
> Median OS was 32.8 mo (95% CI, 22.7-55.4) in Arm A and 30 mo (95% CI, 16.5-NR) in 

Arm B
> Median OS for pts who underwent pancreatectomy was 35.7 mo (95% CI, 22.2-55.4) in 

Arm A and 47.9 mo (95% CI, 23.3-NR) in Arm B

EXPERT CONCLUSIONS
> “Conventional chemoradiotherapy did not produce a clinically meaningful benefit when 

added to FOLFIRINOX in all measures of short-term efficacy. Longer term, we might see 
something different”

> “Localized pancreatic cancer remains a systemic disease, and we need better systemic 
therapies, but certain subgroups may benefit from preoperative radiotherapy. But we do 
not know what these subgroups are”



A randomized phase I/II study of second line treatment with liposomal irinotecan and S-1 versus 
liposomal irinotecan and 5-fluorouracil in patients with metastatic pancreatic cancer following 
gemcitabine-based chemotherapy
Gehrels A, et al. Abstract LBA63

BACKGROUND
> The 5-yr OS of pts with metastatic pancreatic cancer is <5%. 2L treatment options are 

limited, necessitating new therapeutic strategies. This study aimed to compare 2L 
treatment with S-1 and liposomal irinotecan (nal-IRI) to 5-fluorouracil–leucovorin (5-
FU–LV) and nal-IRI in pts with metastatic pancreatic cancer

OUTCOME
> Median PFS was 3.5 mo in the S-1 arm and 3.7 mo in the 5-FU arm (HR 1.265, 95% 

CI, 0.838-1.910; P=.26)
> SAE rate was 39% in the S-1 arm and 19% in the 5-FU arm (P=.029)

EXPERT CONCLUSIONS
> “S-1 must not replace 5-FU when combined with nal-IRI”
> “There’s a hint that overall survival might be inferior with the use of S-1 + nal-IRI. And 

not surprisingly, toxicity was more with the S-1 + nal-IRI”



Phase 2 Trial of Pembrolizumab and OLApaRib (POLAR) Maintenance for Select Patients (pts) 
with Metastatic Pancreatic Cancer (mPC) with (A) Homologous Recombination Deficiency (HRD), 
(B) non-core HRD (ncHRD) and (C) Exceptional Response to Platinum
Park W, et al. Abstract 1504MO

BACKGROUND
> Maintenance olaparib improves PFS of gBRCA1/2m (HRD) mPC: 6-mo PFS 50% and 

ORR 20% (Golan. NEJM 2019). It was hypothesized that select mPC are more 
immunogenic, and adding PD-1 inhibitor (pembrolizumab) to olaparib may improve 
survival. The results were presented

OUTCOME
> Median PFS (95% CI): 7.6 mo (5.3-NR) for HRD, 4.8 mo (4.0-12) for ncHRD, and 3.3 mo (1.9-

4.8) for platinum sensitive
> 6-mo PFS (95% CI): 62% (47-82) HRD, 47% (27-80) ncHRD, and 13% (3.7-48) platinum sensitive
> 12-mo PFS (95% CI): 33% (19-56) HRD, 13% (3.7-48) ncHRD, not estimable for platinum sensitive
> Median OS (95% CI): NR (12-NR) for HRD, 18 mo (13-NR) for ncHRD, and 10 mo (8.5-24) for 

platinum sensitive
> 12-mo OS (95% CI): 62% (46-84) HRD, 80% (62-100) ncHRD, and 33% (16-68) platinum sensitive
> 24-mo OS (95% CI): 58% (41-81) HRD, 32% (15-68) ncHRD, and 13% (3.7-48) platinum sensitive

EXPERT CONCLUSIONS
> “This is an outstanding pancreatic cancer precision oncology translational effort in this space”
> “This is a combination of olaparib + pembrolizumab because there is preclinical evidence 

that you can make these patients more immunogenic. There are different ways to explain 
that mechanism, but certainly there is evidence for that in preclinical models, mainly in 
pancreatic cancer. This is the first time we see it in human beings”



Camrelizumab (Cam) combined with gemcitabine and cisplatin (GP) plus low-dose apatinib in 
first-line treatment of advanced biliary tract cancer (BTC) 
Lu Y, et al. Abstract 50P

BACKGROUND
> Emerging data suggest that an ICI + chemo is a reasonable strategy for advanced 

biliary tract cancer (aBTC). Apatinib, an oral TKI selectively targeting VEGFR2, has 
been shown to reshape the immune microenvironment and enhance the efficacy of 
camrelizumab (an anti–PD-1 antibody) in several cancers. The trial presented explored 
the efficacy and safety of apatinib + Cam and GP in aBTC, and especially the optimal 
dose of apatinib in this strategy

OUTCOME
> ORR: 33% for cohort A (d1-d7), 67% for cohort B (d1-d10), and 45% for 

cohort C (d1-d13 [RP2D])
> Grade ≥3 tox: 100% in cohort A, 100% in cohort B, 73% in cohort C
> Positive signal that requires additional data and follow-up

EXPERT CONCLUSIONS
> “There’s a positive signal, which certainly needs additional data and follow-

up. With a small number of patients, it’s hard to make a real comparison 
with other frontline treatments” 

> “The clinical significance of combining IO and antiangiogenesis in biliary 
cancers, we need more data. . . . It may be that if we break down this 
population, we may have a better signal in terms of benefit of the treatment”



Chemo-Immunotherapy combination of mFOLFOX6, bevacizumab and atezolizumab after first 
line therapy for advanced biliary tract cancer – the COMBATBIL imCORE trial
Ponz-Sarvise M, et al. Abstract 44P

BACKGROUND
> The phase Ib/II study COMBATBIL (NCT05052099) explored combined 

angiogenic and immune targeting with chemo by evaluating the efficacy 
and safety of mFOLFOX6 with bevacizumab and atezolizumab in PD-1/PD-
L1–naive pts after progression on 1L therapy; data were reported

OUTCOME
> ICC 77.14% COMBATIL vs 42.0% ABC-06
> ORR 31.4% COMBATIL vs 5.0% ABC-06
> DCR at 12 wk 77.34% COMBATIL vs 66.7% ABC-06
> mPFS 8.36 mo COMBATIL vs 4.0 mo ABC-06
> mDOR 7.4 mo COMBATIL vs NA ABC-06
> mOS 13.36 mo COMBATIL vs 6.2 mo ABC-06

EXPERT CONCLUSIONS
> “This is another interesting signal from a quadruple regimen in the second 

line and beyond. Patients were naive to IO, so that’s a key thing here to 
remember. And I don’t know how many of them did have prior platinum”

> “They’ve done a lot of sampling for molecular subset analysis, and we’re 
waiting for those. Again, we have to really take into account the 
heterogeneity in the biliary cancers and try to explain outcomes based on 
that, but unfortunately, with small numbers, it becomes almost impossible”



Key Insights
Pancreatic Cancer and Biliary Tract Cancer 



Pancreatic Cancer (1/2)
Resectable pancreatic cancer
> The role of radiation in borderline-resectable pancreatic cancer remains questionable, 

as demonstrated by the PANDAS/PRODIGE 44 study results (LBA62) 
– For borderline-resectable pancreatic cancer, experts indicated they may use 

radiation for patients who have arterial involvement in the tumor, or for patients 
with favorable characteristics (eg, young, operable, fit) and who did not have 
good tumor shrinkage with FOLFIRINOX

– For borderline-resectable pancreatic cancer with venous involvement, radiation is 
not used

– In locally advanced pancreatic cancer, radiation is utilized for consolidation after 
systemic treatment

Dr Philip:
Chemoradiotherapy in the borderline-
resectable patients, I don’t know who to 
give it to, and we don’t have any good 
guidance for it, and we don’t have, I would 
say, good studies to really support or not 
support it, but it looks like for an average 
patient the benefit is really very marginal, if 
any. So, if someone doesn’t want to give it, 
I’m not going to be fighting with them 
saying, ‘You should have done it.’

“
“



Pancreatic Cancer (2/2)
Metastatic pancreatic cancer
> The results of the NAPAN trial (LBA63) confirm the view of experts that adding agents 

to chemotherapy (fluoropyrimidines, oxaliplatin) in second-line treatment does not 
change the biology of the disease or the patient outcomes

> Use of NALIRIFOX and nal-IRI
– In Germany, NALIRIFOX may be used as first-line treatment for frail patients who 

are not fit for FOLFIRINOX, and nal-IRI is a treatment option in the second or third 
line

– In France, NALIRIFOX is not used in the first line and nal-IRI is not used in the 
second line, as it is not fully reimbursed. FOLFIRI or FOLFIRINOX are used 
instead

– In the US, NALIRIFOX has been used in a few patients, and although there is a 
slight concern with GI toxicities, which in practice appear to be higher than with 
FOLFIRINOX, this may also relate to early experience with the drug

> Although the results of the maintenance phase II POLAR study (1504MO) of 
pembrolizumab and olaparib based on HRD mutations are considered interesting, 
there are some caveats

– The activity of the agents needs to be assessed in a randomized trial (this is 
currently ongoing with SWOG 2001)

– The data are from a single institution
– The molecular classification of the HRD subsets remains unclear, although it was 

noted that the trial is addressing this question

Dr Philip:
[POLAR study] . . . The point about the 
[molecular] heterogeneity is a very good 
point, but that’s exactly why I’m excited 
about the study, because in the deep 
molecular work they’re doing, they’re 
looking into those factors. This is the first 
study in pancreatic they’re looking into the  
molecular heterogeneity in this group of 
patients.

“
“



Biliary Tract Cancer
Advanced biliary tract cancer
> Regarding the data from the phase Ib/II study with camrelizumab + gemcitabine and 

cisplatin in the front line (50P) and the phase Ib/II COMBATBIL imCORE study of 
mFOLFOX + bevacizumab and atezolizumab in the second line and beyond (44P), 
experts noted data from randomized trials are needed 

– For the COMBATBIL imCORE trial with immunotherapy, the point was made that 
patients had not received immunotherapy in the frontline setting, and if they had, 
the activity observed likely would have been lower

> Gemcitabine-cisplatin is a well-tolerated regimen and remains the preferred backbone 
chemo regimen for frontline treatment. There is currently no need to pursue or 
investigate other chemo backbones

Molecular profiling
> Targeted agents are likely what will move the field forward in this setting
> An expert from the US noted that molecular testing is done for all newly diagnosed 

patients with advanced disease. Both tissue and liquid biopsy are performed, as there 
is sometimes not enough tissue for testing

> Testing patients early is particularly important in the workup for clinical trial enrollment

Dr Venook:
[50P and 44P] I think these need to be 
tested in randomized studies. I think the 
challenge also is, as we lump or split the 
biliary tract cancers, they are very different, 
they’re also heterogeneous, and we’re 
putting them, pulling them together.

“
“
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HCC



Transarterial Chemoembolization (TACE) With or Without Lenvatinib (len) + Pembrolizumab 
(pembro) for Intermediate-Stage Hepatocellular Carcinoma (HCC): Phase 3 LEAP-012 Study
Llovet J, et al. Abstract LBA3

BACKGROUND
> Transarterial chemoembolization (TACE) remains SOC for intermediate-stage HCC. 

Authors presented results from LEAP-012, a randomized, multicenter, double-blind, 
phase III trial evaluating lenvatinib + pembrolizumab + TACE vs placebo + TACE in 
intermediate-stage HCC. Primary endpoints were PFS and OS

OUTCOME
> Median PFS for len + pembro + TACE was 14.6 mo (95% CI, 12.6-16.7) and 10.0 mo

(95% CI, 8.1-12.2) for placebo + TACE
> 12- and 18-mo PFS for len + pembro + TACE was 62.2% and 39.1%, respectively, vs 

43.4% and 27.9% for placebo + TACE (HR 0.66, 95% CI, 0.51-0.84; P=.0002)
> 12- and 24-mo OS for len + pembro + TACE was 89.0% and 74.6%, respectively, vs 

83.1% and 68.6% for placebo + TACE (HR 0.80, 95% CI, 0.57-1.11; P=.0867)
> In combination with TACE, the safety profile of lenvatinib + pembrolizumab was 

manageable and consistent with known safety profiles. No new safety signals were 
identified

EXPERT CONCLUSIONS
> “Obviously the PFS is demonstrably favorable. . . . The overall survival was no different 

though, although they hope there’s a trend and suggest maybe with more follow-up, 
there would be a delta. . . . There’s a lot more toxicity with len and pembro, not to mention 
the cost of therapy. . . . They think this is maybe a new option. . . . This is a population of 
patients where it’s not clear that adding more therapies to these patients is beneficial”



Iparomlimab and tuvonralimab (QL1706) with bevacizumab and/or chemotherapy in first-line (1L) 
treatment of advanced hepatocellular
Quin S, et al. Abstract LBA38

BACKGROUND
> QL1706 is a novel bifunctional antibody containing a mixture of anti–PD-1 IgG4 

antibody iparomlimab and anti–CTLA-4 IgG1 antibody tuvonralimab, produced in 
a fixed ratio (2:1) from the same single cell and manufactured together as 1 
product (MabPair)

> QL1706 + bevacizumab as 1L therapy in advanced HCC showed promising 
antitumor activity and favorable safety profile in a phase Ib/II study

OUTCOME
> 32.3% of patients in the QL1706 + bev + chemo arm had progressive disease or 

died, vs 51.7% in the control arm
> 6-mo PFS rate was 79.0% in QL1706 + bev + chemo, 64.3% in QL1706 + bev, 

57.7% in QL1706 + chemo, and 49.5% in the control arm

EXPERT CONCLUSIONS
> “They’re all small cohorts . . . very hard for me to figure out what, if anything, this means. Certainly, hard to know what impact it will have until 

it’s studied further”



Primary results from the phase III ALTN-AK105-III-02 study: Anlotinib plus penpulimab versus 
sorafenib as first-line (1L) therapy for advanced hepatocellular carcinoma (aHCC)
Zhou J, et al. Abstract LBA40

BACKGROUND
> This randomized, controlled, open-label, multicenter, phase III study aimed to 

evaluate the efficacy and safety of anlotinib (VEGFR/PDGFR/FGFR/c-kit–TKI) + 
penpulimab (anti–PD-1 IgG1 mAb) vs sorafenib as 1L therapy for aHCC

OUTCOME
> mPFS (95% CI) was 6.9 mo (5.7-8.0) for anlotinib + penpulimab vs 2.8 mo (2.7-

4.1) for sorafenib (HR 0.53, 96% CI, 0.41-0.68; 2-sided P<.0001)
> mOS (95% CI) was 16.5 mo (14.7-19.7) for anlotinib + penpulimab vs 13.2 mo 

(9.7-16.9) for sorafenib (HR 0.69, 98.8% CI, 0.52-0.92; 2-sided P=.0012)
> The safety profile was tolerable and manageable. Fewer pts experienced TRAEs 

leading to dose reductions with anlotinib + penpulimab vs sorafenib, and the 
incidence of immune-mediated AEs was low in anlotinib + penpulimab-treated pts

EXPERT CONCLUSIONS
> “These drugs are not going to be available. . . . This was in China, and I think its 

another evidence that sorafenib . . . should be a historical footnote, I think. . . . 
We see almost every study that these biologics can improve outcome by a few 
months, but not as much as we’d like. So this is, again, potentially a new therapy 
that I’m not sure it will be different than anything we already have”



Updated efficacy and safety data from IMbrave050: Phase 3 study of adjuvant atezolizumab 
(atezo) + bevacizumab (bev) vs active surveillance in patients (pts) with resected or ablated high-
risk hepatocellular carcinoma (HCC) 
Yopp A, et al. Abstract LBA39

BACKGROUND
> At the prespecified interim analysis (median f/u, 17.4 mo), IMbrave050 met its 

primary endpoint of improved independent review facility-assessed recurrence-free 
survival (RFS) in pts with high-risk HCC. The RFS HR for atezo + bev vs active 
surveillance was 0.72 (adjusted 95% CI, 0.53-0.98; P=.012); OS was immature 
(HR 1.42; 95% CI, 0.80-2.54; Qin. Lancet 2023). Updated analyses were reported

OUTCOME
> Initial RFS benefit with atezolizumab + bevacizumab vs active surveillance was 

not sustained over time (HR 0.90; 95% CI, 0.72-1.12)
> RFS for outside up-to-7 criteria was 16.9 mo for atezo + bev (14.7-27.6) vs 13.7 

mo for active surveillance (8.4-19.4; HR 0.84; 95% CI, 0.62-1.13; P=.244)
> OS remained immature, with >80% of pts alive in both arms after 2 yr; updated 

HR was >1 (HR 1.26; 95% CI, 0.85-1.87) that showed numeric improvement with 
atezo + bev vs active surveillance

> The safety profile remained manageable and consistent; no new safety concerns 
were observed

EXPERT CONCLUSIONS
> “I don’t know how much more follow-up they’ll need to show that there’s a survival advantage. I’m not optimistic that there will be one. . . . I 

think this, unfortunately, is another disappointing result, certainly, that we would have hoped this was effective as an adjuvant. And again . . . 
there’s a lot of toxicity associated with the atezo and bev . . . and that may be contributing to some of the diminished benefit that patients receive”



Lenvatinib (L) and sorafenib (S) in patients (pts) with advanced or unresectable hepatocellular 
carcinoma (uHCC): An international, multicenter, phase 4 study (STELLAR)
Peck Radosavljevic M, et al. Abstract 964P

BACKGROUND
> L is an SOC for pts with uHCC. This observational study characterized the 

hepatotoxicity/overall safety profile of 1L L in a real-world setting; the results were 
presented

OUTCOME
> TEAEs were reported in 80% of pts treated with L and 82% with S
> Grade ≥3 TEAEs were reported in 40% of L and 38% of S
> The most common TEAE was decreased appetite (25%) for L and diarrhea (28%) for S
> Median DOT was 4.8 mo with L and 4.4 mo with S
> Median OS (95% CI) was 16.3 mo (11.8-NE) with L and 13.6 mo (8.4-NE) with S

EXPERT CONCLUSIONS
> “Very hard to make any comparison, but it’s consistent with the results and I don’t know 

if anybody uses sorafenib anymore. We certainly don’t. And this is another reason not 
to do that. I think it’s hard to make much more of that poster”



Analysis of antidrug antibodies (ADA) to camrelizumab in CARES-310: the pivotal phase 3 study 
of camrelizumab + rivoceranib in unresectable hepatocellular carcinoma (uHCC)
Kaseb AO, et al. Abstract 985P

BACKGROUND
> High ADA levels can reduce systemic drug exposure of biologic therapies, and ADAs 

that are neutralizing (NAb) can attenuate pharmacodynamic effects. CARES-310 
evaluated the combination of an anti–PD-1 antibody, camrelizumab (cam), and a 
VEGFR2 inhibitor, rivoceranib (rivo; n=272), compared with sorafenib (sor; n=269) for 
the treatment of uHCC, and measured ADA and NAb to cam treatment. The results 
were reported

OUTCOME
> mPFS (95% CI) for ADA positive was 5.6 mo (3.7-9.8) vs 6.2 mo (5.6-7.4) for ADA 

negative
> mOS (95% CI) for ADA positive was 24.2 mo (22.1-NR) vs 23.9 mo (19.1-NR) for ADA 

negative
> 79.6% of ADA-positive pts and 82.4% of ADA-negative pts had grade ≥3 AEs related to 

cam or rivo
> 22.2% of ADA-positive pts and 16.6% of ADA-negative pts had grade ≥3 cam-related AEs 

EXPERT CONCLUSIONS
> “I think it added very little. This is a study that had no difference in outcomes. They looked for the impact of antibodies to the biological agent 

camrelizumab, which I think is an interesting question. In this study, it had made no difference”



Key Insights
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HCC
Adjuvant treatment for patients with resected or ablated high-risk HCC
> The updated efficacy results of the IMbrave050 trial (LBA39) are disappointing, and the 

combination of atezolizumab and bevacizumab remains a toxic regimen in the adjuvant 
setting

– Other pathways should be explored or other ways to tailor therapy to patients in 
the early setting

> However, the NCCN Guidelines have a footnote that states the regimen may be 
considered for patients with a high risk of recurrence, on a case-by-case basis. This is 
unusual for the guidelines, which may omit a recommendation in situations expected to 
arise in ≤5% of cases, although it is possible that drug regimens are suggested so they 
can be reimbursed by insurance companies

– It was noted the interim analysis of the trial was positive for the primary endpoint 
of recurrence-free survival, and the data may have been presented too early

Intermediate-stage HCC
> Data from the LEAP-012 study (LBA3) of frontline lenvatinib + pembrolizumab + TACE 

vs placebo + TACE in intermediate-stage HCC are disappointing
– Experts noted there was no improvement in efficacy with the experimental arm, 

at the expense of increased toxicity 
– The study design is considered complex, with the IV and oral double-placebo 

arm, especially as OS was one of the primary endpoints
– The question also arose regarding how many patients crossed over after 

progression; these data have not been made available 

Dr Eng:
We’re getting a lot of trials now that are now 
being presented very early on. . . . I like the 
classic way until waiting for the primary 
endpoint. Now, we’re getting . . . interim, 
interim, interim. But I just find it very 
interesting that some studies are being very 
classically followed, and then others are 
being followed for multiple endpoints.

“
“



HCC
Advanced-stage HCC
> Regarding the CARES-310 trial (985P) of camrelizumab (anti–PD-1) and rivoceranib

(anti-VEGFR2) in unresectable HCC, the sentiment is that this regimen may become 
another first-line treatment if it receives FDA approval, whereas in Europe it will likely 
not be approved

– The oral formulation of rivoceranib is not considered an advantage over an IV 
regimen (such as atezolizumab + bevacizumab), especially since it is 
metabolized in the liver, which is already functionally compromised in this setting

> Experts feel anlotinib (pan-TKI) and penpulimab (anti–PD-1; LBA40) in the ALTN-
AK105-III-02 study are just me-too drugs, and this regimen will not change the 
treatment landscape in advanced HCC. New drugs with novel mechanisms of action 
are needed

> An important sequencing question involves understanding which patients to treat first 
with atezolizumab + bevacizumab or first with nivolumab + ipilimumab, and how these 
different combinations may change the biology of the disease, and in which patient 
population

– It was proposed to use AI to input all the available data, to help provide answers 
regarding whom to treat and with what agent

– There currently does not seem to be a place for single oral agents lenvatinib or 
sorafenib in the frontline setting

> There is a huge unmet need to investigate the majority of patients with HCC seen in 
clinical practice, such as patients with Child-Pugh B

Dr Venook:
The problem is we’re flooding the market 
with these look-alike drugs. I think I’d like to 
have a moratorium on developing any more 
drugs that are similar actors, because I 
don’t think it helps us very much. . . . 
We need to start looking at the other two-
thirds of the patients who we don’t include 
in any of these trials, which are the patients 
who don’t have Child-Pugh A cirrhosis. 
Because that’s a desperate need, and that’s 
an area where we’re not making any 
impact. They’re not even barely doing 
studies in those patients.

“
“
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