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Updated treatment recommendations for third @
and further lines of treatment in advanced qgeron
colorectal cancer: from the ESMO Metastatic

Colorectal Cancer Living Guideline

The following European Society for Medical Oncology
(ESMO) Living Guideline has been recently updated with
new treatment recommendations: ESMO Metastatic Colo-
rectal Cancer Living Guideline.™?

LIVING GUIDELINE UPDATE

View the ESMO Metastatic Colorectal Cancer Living Guide-
line here: https://www.esmo.org/living-guidelines/esmo-
metastatic-colorectal-cancer-living-guideline.

Use of fruquintinib as third- and further-line treatment of
metastatic colorectal cancer

In the FRESCO phase Il trial, fruquintinib significantly pro-
longed progression-free survival (PFS) and overall survival
(OS) versus placebo [hazard ratio (HR) for death 0.65,
95% confidence interval (Cl) 0.51-0.83, P < 0.001] in a
population with advanced colorectal cancer patients, who
progressed after at least two lines of therapy and never
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received regorafenib.® A treatment-emergent adverse event
(AE) of grade >3 severity was experienced in 61.2% of
patients receiving fruquintinib versus only 19.7% receiving
placebo. In the FRESCO-2 phase Il trial, fruquintinib
improved OS (HR 0.66, 95% ClI 0.55-0.80, P < 0.0001) over
placebo control in patients with chemorefractory metastatic
colorectal cancer, who received a median number of four
previous lines of treatment.” Eligible patients had received
all current standard approved cytotoxic and targeted ther-
apies and had progressed on, or were intolerant to,
trifluridine—tipiracil, regorafenib or both. Grade >3 AEs
occurred in 63% of patients treated with fruquintinib versus
50% in the placebo group. The most common grade >3 AEs
in the fruquintinib group included hypertension (14%),
asthenia (8%) and hand—foot syndrome (6%).

Fruquintinib was approved by the European Medicines
Agency (EMA) and obtained an ESMO-Magnitude of Clinical
Benefit Scale (ESMO-MCBS) v1.1 score of 3. Figure 1 pro-
vides an updated treatment algorithm.

Recommendation

e Fruquintinib is recommended in patients pretreated with
fluoropyrimidines, oxaliplatin, irinotecan and biologics,
after progressing either on regorafenib or trifluridine—
tipiracil [I, A; ESMO-MCBS v1.1 score: 3].

Use of cetuximab—adagrasib as treatment of KRAS G12C-
mutated advanced colorectal cancer after progression on
fluoropyrimidines, oxaliplatin and irinotecan

In the KRYSTAL-1 single-arm trial, cetuximab—adagrasib
achieved a 34% objective response rate with a median
PFS of 6.9 months and a median OS of 15.9 months in a
cohort of KRAS G12C-mutated advanced colorectal cancers
previously exposed to fluoropyrimidine, oxaliplatin and iri-
notecan.®’” Grade 3-4 treatment-related AEs were observed
in 28% of patients. The most common AEs were nausea
(60%), vomiting (51%) and diarrhoea (49%). Cetuximab—
adagrasib was approved by the Food and Drug Adminis-
tration (FDA) and obtained an ESMO-MCBS v1.1 score of 3.°

Recommendation

e Cetuximab—adagrasib is recommended in patients with
KRAS G12C-mutated advanced colorectal cancer pre-
treated with fluoropyrimidines, oxaliplatin and irinotecan
[, B; ESMO-MCBS v1.1 score: 3; ESMO Scale for Clinical
Actionability of molecular Targets (ESCAT) score: I-A; FDA
approved, not EMA approved)].

Use of panitumumab—sotorasib as treatment of KRAS
G12C-mutated advanced colorectal cancer after
progression on fluoropyrimidines, oxaliplatin and
irinotecan

In the randomised CodeBreak 300 phase Ill trial, the com-
bination of panitumumab and sotorasib (240 or 960 mg)
showed an improvement in PFS (HR for 240 mg 0.58, 95% ClI

Volume 36 m Issue 3 m 2025


https://www.esmo.org/living-guidelines/esmo-metastatic-colorectal-cancer-living-guideline
https://www.esmo.org/living-guidelines/esmo-metastatic-colorectal-cancer-living-guideline
http://crossmark.crossref.org/dialog/?doi=10.1016/j.annonc.2024.11.015&domain=pdf

Letters to the editor

Stage IV unresectable mCRC: third line and beyond when
progressive disease on/after second or later lines of therapy

+

l RAS-wt and BRAF-wt I

If HER2-positive [ESCAT II-BJ?:
Trastuzumab—tucatinib® [lll, C; MCBS 3]°
Trastuzumab deruxtecan® [lll, C; MCBS 3]°

Trifluridine—tipiracil-bevacizumab
[1, A; MCBS 4]°
Single agent anti-EGFR mAb¢
[I, A; panitumumab; MCBS 2]°
Irinotecan—cetuximab® [Il, B]
Regorafenib [I, A; MCBS 1]°
Trifluridine—tipiracil [I, A; MCBS 3]°
Fruquintinib [I, A; MCBS 3]°

+

Trifluridine—tipiracil-bevacizumab
[I, A; MCBS 4]°
Regorafenib [, A; MCBS 1]°
Trifluridinetipiracil [I, A; MCBS 3]°
Fruquintinib [, A; MCBS 3]°

For KRAS G12C-mut [ESCAT I-AJ?,

BRAF V600E-mut
[ESCAT I-A]

Encorafenib-cetuximab?

[I, A; MCBS 4]
Trifluridine-tipiracil-bevacizumab
[I, A; MCBS 4]
Regorafenib [I, A; MCBS 1]°
Trifluridinetipiracil [I, A; MCBS 3]°
Fruquintinib [l, A; MCBS 3]°

if not previously used:
Cetuximab—adagrasib®e [lll, B; MCBS 3]°
Panitumumab-~sotorasib' [ll, B]

Figure 1. Management of patients with stage IV unresectable mCRC who have progressed on or after second or later lines of therapy.

Purple: algorithm title; blue: systemic anticancer therapy or their combination; white: other aspects of management and non-treatment aspects.

EGFR, epidermal growth factor receptor; EMA, European Medicines Agency; ESCAT, ESMO Scale for Clinical Actionability of molecular Targets; FDA, Food and Drug
Administration; HER2, human epidermal growth factor receptor 2; mAb, monoclonal antibody; MCBS, Magnitude of Clinical Benefit Scale; mCRC, metastatic colorectal

cancer; mut, mutation; wt, wild type.

®ESCAT scores apply to genomic alterations only. These scores have been defined by the guideline authors, assisted if needed by the ESMO Translational Research and

Precision Medicine Working Group.’
°FDA approved, not EMA approved.

‘ESMO-MCBS v1.1° was used to calculate scores for new therapies/indications approved by the EMA or FDA. The scores have been calculated and validated by the
ESMO-MCBS Working Group and reviewed by the authors (https://www.esmo.org/guidelines/esmo-mchs/esmo-mcbs-evaluation-forms).

9In RAS-wt patients not previously treated with anti-EGFR monoclonal antibodies.

¢Cetuximab—adagrasib can be optionally given in the second line if patients have been previously exposed to fluoropyrimidines, oxaliplatin and irinotecan.

*Not FDA or EMA approved.
BTreatment of BRAF-mut patients if not used in the second line.

0.36-0.93, P = 0.03 and HR for 960 mg 0.49, 95% CI 0.30-
0.80, P = 0.006) over standard of care in patients with KRAS
G12C-mutated advanced colorectal cancers previously
exposed to fluoropyrimidine, oxaliplatin and irinotecan.® In
the panitumumab—sotorasib arm, treatment-related AEs
were observed in 36% of patients. The most common AEs
were hypomagnesaemia (30%), rash (28%) and acneiform
dermatitis (22%). Panitumumab—sotorasib has not yet been
approved by the FDA or the EMA and, therefore, cannot
yet be recommended. The ESMO-MBCS has not been
calculated.

METHODOLOGY

The new ESCAT score has been defined and validated by the
ESMO Translational Research and Precision Medicine
Working Group (TRPM WG).**° ESMO-MCBS v1.1° was used
to calculate scores for new therapies/indications approved
by the EMA or the FDA (https://www.esmo.org/Guidelines/
ESMO-MCBS). The scores have been calculated and vali-
dated by the ESMO-MCBS Working Group and reviewed by
the authors. The FDA/EMA or other regulatory body
approval status of new therapies/indications is reported at
the time of writing. Levels of evidence and grades of
recommendation have been applied using the ESMO-
adapted system based on that of Dykewicz et al.™

Volume 36 m Issue 3 m 2025

L. Candia®, A. Cervantes®® & E. Martinelli*, on behalf of the
ESMO Guidelines Committee™

Department of Medical Oncology, Hospital Clinic, IDIBAPS,
Barcelona;

2Department of Medical Oncology, INCLIVA Biomedical
Research Institute, University of Valencia, Valencia;
3CIBERONC, Instituto de Salud Carlos Ill, Madrid, Spain;
“Department of Precision Medicine, Oncology Unit,
Universita della Campania “L. Vanvitelli”, Naples, Italy
(*E-mail: clinicalguidelines@esmo.org).

Available online 4 December 2024

© 2024 European Society for Medical Oncology. Published
by Elsevier Ltd. All rights are reserved, including those for
text and data mining, Al training, and similar technologies.

https://doi.org/10.1016/j.annonc.2024.11.015

ACKNOWLEDGEMENTS

Manuscript editing support was provided by Lisa Farrar and
loanna Ntai (ESMO Guidelines staff); this support was fun-
ded by ESMO. Nathan Cherny, member of the ESMO-MCBS
Working Group, and Urania Dafni, Giota Zygoura, Georgia
Dimopoulou and Tereza Dellaporta of Frontier Science

343


https://www.esmo.org/Guidelines/ESMO-MCBS
https://www.esmo.org/Guidelines/ESMO-MCBS
mailto:clinicalguidelines@esmo.org
https://doi.org/10.1016/j.annonc.2024.11.015
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluation-forms

Foundation Hellas, provided review and validation of the
ESMO-MCBS scores. Nicola Latino and Francesca Chiovaro
(ESMO Scientific Affairs staff) provided coordination and
support of the ESMO-MCBS scoring. The TRPM WG pro-
vided the definition and validation of the new ESCAT score.
Dr Svetlana Jezdic (ESMO Medical Affairs staff) provided
coordination and support of the ESCAT scoring.

FUNDING

No external funding has been received for the preparation
of this guideline. Production costs have been covered by
ESMO from central funds.

DISCLOSURE

LC reports financial support for congress registration from
Merck Sharp & Dohme (MSD). AC reports personal fees for
editorial roles as Associate Editor for Annals of Oncology and
ESMO Open and as Editor in Chief for Cancer Treatment
Reviews; institutional fees for advisory board membership
from AbbVie, Amgen, AnHeart Therapeutics, GSK, Merck
Serono, Roche and Transgene; institutional fees as an invited
speaker from Amgen, Foundation Medicine, Merck Serono
and Roche; institutional fees as principal investigator from
Actuate Therapeutic, Adaptimmune, Affimed, Amcure,
Amgen, Astellas, AstraZeneca, Bayer, BeiGene, Bristol Myers
Squibb, F star Therapeutics Inc., FibroGen, Genentech, Gilead,
Janssen, Lilly, Medimmune, Merck Serono, MSD, Natera,
Novartis, Ribon Therapeutics Inc., Roche, Seamless, Servier,
Sierra Oncology and Takeda; and a non-remunerated role as
Scientific Director of INCLIVA Biomedical Research Institute.
EM reports personal fees for advisory board membership
from MSD, Pierre Fabre, Roche, Servier and Takeda; personal
fees as an invited speaker from Bayer, ESMO, Incyte, Merck
S.p.A., Merck Serono, Pierre Fabre, Roche, Servier and Takeda;
personal fees for writing engagements from AstraZeneca,
MSD, Pierre Fabre, Roche and Servier; and personal travel
grants from AstraZeneca and Pierre Fabre.

REFERENCES

1. Cervantes A, Adam R, Rosello S, et al. Metastatic colorectal cancer:
ESMO Clinical Practice Guideline for diagnosis, treatment and follow-
up. Ann Oncol. 2023;34(1):10-32.

2. ESMO Metastatic Colorectal Cancer Living Guideline. Available at
https://www.esmo.org/living-guidelines/esmo-metastatic-colorectal-
cancer-living-guideline. Accessed September 27, 2024.

3. LiJ, Qin S, Xu RH, et al. Effect of fruquintinib vs placebo on overall
survival in patients with previously treated metastatic colorectal can-
cer: the FRESCO randomized clinical trial. JAMA. 2018;319(24):2486-
2496.

4. Dasari A, Lonardi S, Garcia-Carbonero R, et al. Fruquintinib versus
placebo in patients with refractory metastatic colorectal cancer
(FRESCO-2): an international, multicentre, randomised, double-blind,
phase 3 study. Lancet. 2023;402(10395):41-53.

5. Cherny NI, Dafni U, Bogaerts J, et al. ESMO-magnitude of clinical
benefit scale version 1.1. Ann Oncol. 2017;28(10):2340-2366.

6. Yaeger R, Weiss J, Pelster MS, et al. Adagrasib with or without cetux-
imab in colorectal cancer with mutated KRAS G12C. N Engl J Med.
2023;388(1):44-54.

344

Letters to the editor

7. Yaeger R, Uboha NV, Pelster MS, et al. Efficacy and safety of adagrasib
plus cetuximab in patients with KRAS®**“-mutated metastatic colo-
rectal cancer. Cancer Discov. 2024;14(6):982-993.

8. Fakih MG, Salvatore L, Esaki T, et al. Sotorasib plus panitumumab in
refractory colorectal cancer with mutated KRAS G12C. N Engl J Med.
2023;389(23):2125-2139.

9. Mateo J, Chakravarty D, Dienstmann R, et al. A framework to rank
genomic alterations as targets for cancer precision medicine: the
ESMO Scale for Clinical Actionability of molecular Targets (ESCAT). Ann
Oncol. 2018;29(9):1895-1902.

10. Mosele MF, Westphalen CB, Stenzinger A, et al. Recommendations for
the use of next-generation sequencing (NGS) for patients with
advanced cancer in 2024: a report from the ESMO Precision Medicine
Working Group. Ann Oncol. 2024;35(7):588-606.

11. Dykewicz CA. Summary of the guidelines for preventing opportunistic
infections among hematopoietic stem cell transplant recipients. Clin
Infect Dis. 2001;33(2):139-144 [adapted from: Gross PA, Barrett TL,
Dellinger EP, et al. Purpose of quality standards for infectious diseases.
Clin Infect Dis. 1994;18(3):421].

Letter to the Editor regarding ‘Clinical validation

of a tissue-agnostic genome-wide methylome
enrichment molecular residual disease assay for
head and neck malignancies’ by G Liu et al.

We read with great interest the article by Liu et al. titled
‘Clinical validation of a tissue-agnostic genome-wide
methylome enrichment molecular residual disease assay for
head and neck malignancies’." This study substantiates the
potential utility of a tissue-independent genome-wide
methylation molecular residual disease (MRD) assay in pa-
tients with head and neck cancer, demonstrating high
sensitivity in both human papillomavirus (HPV)-positive and
HPV-negative cohorts. In comparison to circulating tumor
HPV DNA used exclusively for HPV-positive oropharyngeal
cancer, the assay presented in this research offers a broader
scope of application. It is imperative, however, that the
results are interpreted with caution.

First, data derived from a solitary research center may
not possess universal applicability. Within the Americas, the
prevalence trends of HPV virus subtypes exhibit significant
variability across countries such as the USA, Mexico, and
Brazil. While HPV16 is widely recognized as the most
prevalent subtype associated with head and neck tumors,
HPV39 is notably prevalent in Mexico.” These divergent
prevalence trends of HPV subtypes across these nations
may impact the robustness and generalizability of the
classifier.

Second, the schedule for blood specimen collection in
this study included baseline, ~3 months after treatment
(ranging from 0.7 to 8.5 months), 12 months after treat-
ment, and 24 months after treatment. The limited number
of time points for blood collection could potentially lead to
an increased rate of false positives and diminished sensi-
tivity in detecting disease recurrence. The researchers found
that longitudinal surveillance at 3-month intervals is worth
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