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Phase III SOLSTICE Trial Conclusions
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• Largest phase 3 study comparing 2 regimens in a population 
ineligible for intensive therapy.

• FTD/TPI+Bev was not superior to Cape/Bev as first line treatment in 
terms of PFS and OS in first line treatment.

• Risk of death similar in both arms

• No new safety signals

• FTD/TPI+Bev, with its different and manageable safety profile, 
represents a feasible alternative in this patient population to 
Cape/Bev
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DESTINY-CRC02 Trial Conclusions
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• Promising antitumor activity was observed in patients with 
Her2+ mCRC at both the T-DXd 5.4mg/kg and 6.4 mg/kg 
doses.
• Numerically higher cORR at the lower dose (37.8% vs 

27.5%)
• Higher ORR observed in patients with IHC 3+ Her2 status 

(46.9%) than 2+/+ (5.6%) at the 5.4mg/kg dose.
• ORR seen in patients with/without RAS mutations 

(28.6%/39.7%) and in patients previously treated with 
anti-Her2 therapy (41.2%) at the 5.4 mg/kg dose.

• Safety consistent with known safety profile and favored the 
5.4 mg/kg dose.
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FRESCO-2 Trial Conclusions
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• FRESCO-2 met the primary endpoint of OS
• mOS improvement of 2.6 months with fruquintinib vs placebo (7.4 m 

vs 4.8 m; HR=0.66; p<0.001)
• OS improvement consistent across all pre-specified subgroups.

• FRESCO-2 met the key secondary endpoint of PFS
• mPFS improvement of 1.9 m with fruquintinib vs placebo (3.7 m vs 

1.8 m; HR=0.32; p<0.001)
• PFS improvement consistent across all pre-specified subgroups

• Well tolerated with a safety profile consistent with previously established 
monotherapy profile

• Results consistent with FRESCO and support a new global oral treatment 
option for patients with refractory mCRC. 
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CodeBreak-300 Trial Conclusions
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• CodeBreak 300 met its primary endpoint for superior PFS vs investigators 
choice therapy in mCRC

• Sotorasib (960mg and 240mg) showed statistically significant 
improvements in PFS, with the 960mg dose demonstrating a more 
clinically meaningful benefit.
• mPFS was 5.6 months and 3.9 months (sotorasib + panitumumab) vs 

2.2 months (investigators choice)
• PFS favored sotorasib + panitumumab across subgroups 

• Higher ORR and DCR were observed, OS was immature at data cutoff

• No new safety concerns were observed

• Sotorasib 960mg plus panitumumab is a potential new standard of care 
therapy for patients with chemorefractory KRAS G12C-mutated mCRC
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Pegasus Conclusions
• ctDNA clearance measured by the Guardant Reveal assay after 

standard 3-month capecitabine–oxaliplatin therapy did not 
appear to be indicative of treatment efficacy in eradicating MRD, 
given the high (73%) rate of subsequent relapse.

• Almost half (11/24) of the patients who remained ctDNA+ after 
standard 3-month capecitabine–oxaliplatin cleared their ctDNA
with ‘second-line’ adjuvant FOLFIRI and remained recurrence-free 
at last follow-up.

• There was a low relapse rate (7%) in patients with stage III and high-
risk stage II colon cancer, despite only receiving single-agent 
capecitabine, supporting a de-escalation treatment strategy in 
low-risk ctDNA– patients.

• Positive methylation status in blood could be a false-positive, and 
the only option – the current gold standard – is clinical follow-up.

Lonardi, Sara et al.  ESMO Annual Meeting 2023



ctDNA Trials
• PRECISION study showed that pre-treatment genomic alterations (detected using the 

Guardant360 assay) and 4-week post-operative MRD analysis (evaluated using the 
Guardant Reveal assay) were able to accurately stratify patients into prognostic 
categories and could be useful for guiding personalised adjuvant chemotherapy for 
those with resectable metastatic disease.

• GALAXY study update in 2,176 patients with resected CRC confirmed that serial 
ctDNA status analysed using a commercial tumour-informed assay (Signatera) was 
the most significant prognostic factor; it was predictive of patient outcomes and 
could potentially be used to guide adjuvant chemotherapy.

• ASCOLT trial showed that tumour-naïve, serial ctDNA detection using a commercial 
assay (SafeSEQ) within 1 year of adjuvant chemotherapy was associated with 
recurrence in patients with resected CRC.

• Other challenges include the limited half-life of ctDNA – in many cases only 50 
minutes or less – which impacts the optimal timing of sample collection.  Also, 
different assays have different sensitivities and specificities, which impact the 
interpretation of results.  Ideally, assays should achieve sensitivities and specificities of 
≥90%, but for stage I–III CRC, this is difficult to achieve with current assays because of 
the low quantity of ctDNA in liquid biopsy. 
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PROSPECT Trial Conclusions
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Neoadjuvant FOLFOX, with only selective use of 
pelvic chemoradiation, is a safe and effective 

treatment option for patients with cT2N+, cT3N-, 
or cT3N+ rectal cancer



PRODIGE-23 Trial

Conroy, Thierry et al.  ASCO Annual Meeting 2023 LBA3504 



PRODIGE-23 Trial

Conroy, Thierry et al.  ASCO Annual Meeting 2023 LBA3504 



PRODIGE-23 Trial

Conroy, Thierry et al.  ASCO Annual Meeting 2023 LBA3504 



PRODIGE-23 Trial Conclusions

• Induction chemotherapy with mFOLFIRINOX
before chemoradiotherapy improves OS of 
patients with locally advanced rectal cancer

• DFS and MFS are durable

• TNT with mFOLFIRINOX should now be 
considered as one of the best options of care 
in patients with locally advanced rectal 
cancers. 

Conroy, Thierry et al.  ASCO Annual Meeting 2023 LBA3504 
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Thank You!

Fernando de Zarraga MD
Gastro-Intestinal Oncology
fernandoz@baptisthealth.net
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