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First-line anti-EGFR agents (panitumumab or cetuximab)

plus chemotherapy in patients with metastatic colorectal
cancer: Onco-colon Turkey study subgroup analysis
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Background: The guidelines support the use of the epidermal growth factor receptor
(EGFR) inhibitors panitumumab or cetuximab for the treatment of metastatic colo-
rectal cancer (mCRC) on significant clinical benefits in patients with wild-type RAS. We
assessed the efficacy and toxicity of panitumumab versus cetuximab in Onco-Colon
Turkey registry patients.

Methods: Patients with wild-type RAS mCRC treated with fluorouracil-oxaliplatin- and
irinotecan-based chemotherapies in first-line setting were evaluated to either pan-
itumumab or cetuximab including combinations. The efficacy of cetuximab vs pan-
itumumab on overall survival (OS) and progression-free survival (PFS) and safety
profile when combined with chemotherapy regimen was compared retrospectively.

Results: From January 2016 to March 2019, 1065 patients were recorded in Onco-
Colon Turkey Registry, and 316 (47.4%) and 351(52.6%) patients were received the
panitumumab and cetuximab as anti-EGFR treatment in first-line setting, respectively.
The panitumumab was used more commonly with a combination regimen containing
oxaliplatin (74.9%), while the cetuximab was used more in contingency with a
combination regimen containing irinotecan (50.4%) (p=0.000). The median PFS was
11.6 months in the panitumumab arm and 11.0 months in the cetuximab arm,
(p=0.270), and median OS was 26.5 and 27.6 months (p = 0.726), respectively. The
overall response rate was 58.4% in panitumumab arm and 51.4% in cetuximab arm
(p=0.138). The incidence of acneiform rash and thrombocytopenia was higher in the
panitumumab arm (p=0.011 and 0.045) and the incidence of nausea/vomiting was
higher in the cetuximab arm (p=0.013).

Conclusions: Our findings show that panitumumab is similar to cetuximab and that
these agents provide equal progression-free and overall survival benefit in this
population of patients with wild-type RAS. Both agents had toxicity profiles that were
to be expected.
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Quality of life (QoL)-based end-points for patients with
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Background: Adequate design of clinical trials using QolL-based primary-end points to
assess benefit derived from supportive interventions such as exercise, nutrition or
complementary therapies is challenging in PDAC due to a lack of available data
describing baseline QoL and changes over time for this patient population.

Methods: PanDA was a prospective observational study of prevalence, assessment
and treatment of pancreatic exocrine insufficiency in patients with aPDAC
(NCT03616431). QoL data using the EORTC QIQ-C30 and QLQ-PAN26 questionnaires
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were collected for the follow-up cohort at baseline (BSL), week6 (W6) and month3
(M3). This post-hoc analysis included patients with aPDAC and explored the mean and
standard deviation (SD) of the Physical Functioning Scale (PhFS) at BSL, W6, M3) and
mean (SD) intra-patient changes over time (W6-BSL and M3-BSL). Subgroup analysis
by stage (locally-advanced vs metastatic) was also performed. Percentage of patients
evaluable at each time point was reported. Descriptive statistical analysis was per-
formed (Stata v.17).

Results: Of 37 patients recruited into the follow-up cohort, 32 met eligibility criteria
for this post hoc analysis. Thirty (93.8%), 17 (53.1%; all had paired BSL data) and 13
(40.6%; all had paired BSL data) patients were evaluable with PhFS data available at
BSL, W6 and M3, respectively. PhFS (mean (SD); number of observations) did not vary
over time when all patients were analysed together (BSL: 76.17(26.46);30) (W6:
79.18(12.74);17) (M3: 74.46(16.76);13). Intra-patient mean changes at W6
(-6.59(15.13);17) or M3 (-5.46(24.82);13). Subgroup analysis identified that changes in
W6 were more marked in patients with metastatic disease (-12.14(15.54);7)
compared to locally advanced (-2.70(14.32);10).

Conclusions: Changes on PhFS over time were likely impacted by selection bias. Intra-
patient mean changes at W6 or M3 seemed more reliable to be utilised as primary-
end point and sample size calculation in future clinical trials. Subgroup analysis
identified that changes in W6 were more marked in patients with metastatic Intra-
patient changes rather than pooled results may be more reliable when designing
clinical trials with QoL-based primary end-points in aPDAC. W6 assessment may be
most informative, as waiting until M3 may compromise the power of the study due to
significant drop out.
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Background: Randomized clinical trials showed that maintenance chemotherapy plus
biologics in patients with mCRC could increase the progression free survival (PFS)
without any advantage for overall survival (OS). Our aim was to study the real-life
experience (onco-colon registry Turkey) of maintenance chemotherapy with antiEGFR
or antiVEGF mAbs after the standart firstline doublet chemotherapy backbone in RAS
wild-type mCRC patients.
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Methods: This multicenter, retrospective study aimed to evaluate clinicians’ attitude
and post-induction therapies in patients with RAS wild-type mCRC treated with
doublet chemotherapy as a first-line regimen plus anti-EGFR or anti-VEGF who did not
experience disease progression within the first 6 months during the first series of
therapy. The safety and effectiveness of these strategies were evaluated at 28 centers.
Progression-free survival (PFS), overall survival (OS), adverse events, and objective
response rate (ORR) were compared in groups receiving anti-EGFR and anti-VEGF-
based therapy as first-line therapy.

Results: Among 1065 patients with RAS wild-type mCRC treated with doublet plus
anti-EGFR or anti-VEGF as a first-line regimen from January 2016 to March 2019, 665
eligible patients with no progression within the first 6 months were included in the
current analysis. The median follow-up was 25 months (6-59) and the median age was
60 (17-85), and 35% of the patients were female. The rate of maintenance therapy
was 37.7% in those who received anti-VEGF-based therapy as initial therapy, and
29.2% in patients who received anti-EGFR-based therapy (p=0.036). There was no
significant difference between the groups receiving panitumumab and cetuximab in
terms of transition to maintenance therapy in the group receiving anti-EGFR treat-
ment, 28.3%, 30.1%, respectively (p=0.685). Of these patients, 151 (22.7%) patients
were fluoropyrimidine (5FU/LV /capecitabine) + biologic combination, 42 (6.3%) pa-
tients were anti-EGFR or anti-VEGF (single agent), and 18 (2.7%) patients were single-
agent fluoropyrimidine (5FU) /LV /capecitabine), and 454 (68.3%) patients continued
induction therapy without switching to maintenance therapy until disease progres-
sion, unacceptable toxicity, patient judgment, or completion of planned therapy. The
median PFS values of the cohorts who continued to receive 5FU/LV + anti-EGFR /
VEGF, anti-EGFR/VEGF single agent, 5FU/LV single agent, and combination therapy
without maintenance therapy were found as 16.8, 14.3, 15.8, and 11.8 months,
respectively (p < 0.001). The median overall survival values of the cohorts were
determined as 35.5, 44.5, 38.9 and 28.3 months, respectively (p < 0.001). There was
no difference between groups in ORR (p=0.057).

Conclusions: In a “real life” setting, among the treatment strategies following the
anti-EGFR/VEGF-based doublet first-line induction regimen in RAS wild-type mCRC
patients, the combination of 5FU/LV + biologic as maintenance therapy emerges as
the most widely adopted and effective regimen with survival advantage.
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Background: Combined treatment for patients with metastatic colorectal can-
cer(mCRC) offers better long-term outcomes and chemotherapy can increase the rate
of hepatic resectability for patients with initially inoperable disease.

Methods: The analysis included 132 patients diagnosed with mCRC having metastases
in the liver treated from 2015 to 2021. Of these, 62 (47%) were men and 70 (53%)
women. The average age of the patients was 63 years. At the beginning of the
treatment, the overall condition of all patients met ECOG O-1points. Primary meta-
static CRC had 93 (71%) patients. A total of 39 (29%) patients were diagnosed with
advanced disease. Localization of the primary tumor in 25 patients (18.9%) was in the
right part of the large intestine and 107 (81.1%) in the left part of the colon. At the
time of the sample, metastases were detected only in the liver in 73 patients (55.3%).
In the remaining 59(44.7%) other organs were affected besides the liver. Various types
of surgical treatment of metastases in the liver received 42 (31.8%) patients. The
decision on the choice of chemotherapy was made by the attending physician on the
basis of the recommendations of NCCN and RUSSCO, taking into account the mo-
lecular genetic characteristics of the tumor. The decision to apply and choose the
method of surgical treatment was taken in conjunction with the surgeon.

Results: From the general population of patients receiving complex therapy, 2 groups
were identified, between which a comparison was made. The first group(group A) was
42 (31.8%) patients who received some surgical treatment of the liver. The second
group (group B) included 90 (68.2%) patients, who for some reason or another, did
not receive any surgical treatment. The groups are fairly homogeneous in their
characteristics. The median overall survival (OS) ingroup A was 43.1 months, and in
group B, 26.3 months. A similar trend continued in subgroup analysis. The calculation
of the PFS was complicated by the fact that surgical operations were given at different
stages of complex treatment. Three-year survival in group A was approximately 51%,
and in group B, 29%. “Five-year” survival (In those patients who were observed from
the start of the study for all 5 years) in group A was 19 %, and in group B, 8,5%.
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Conclusions: The inclusion of modern surgical techniques in the complex therapy of
metastatic colorectal cancer, if possible, at any stage, can significantly increase the life
expectancy of patients.
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Background: Identification of somatic mutations in ctDNA may detect minimal re-
sidual disease (MRD) in patients with curatively treated CRC who may eventually
recur. Highly sensitive NGS-based assays are known to have comparable sensitivity to
digital PCR approaches, with the added benefit of broader coverage and no
requirement for a priori knowledge of tumour-based mutations. The ASpirin for Dukes
C and high risk Dukes B COLorecTal cancer trial (ASCOLT, NCT00565708) is a rando-
mised, double-blinded, phase Il fully accrued study investigating the benefit and
safety of aspirin in the adjuvant setting. In the Australian and New Zealand cohort,
serial plasma samples were prospectively collected at study enrolment (within 90
days of completing adjuvant chemotherapy), then at 6 and 12 months, along with
baseline tumour tissue. In this pilot, we evaluated the utility of an ultra-sensitive
ctDNA NGS assay (SafeSEQ, Sysmex Inostics), comparing plasma and tumour-based
sequencing.

Methods: Extracted cell-free DNA (cfDNA, up to 20,000 genomic equivalents [GE,
validated maximum DNA input]) was analysed using a SafeSEQ CRC MRD assay that
detects mutations in 14 genes relevant in CRC, including AKT1, APC, BRAF, CTNNB1,
ERBB3, FBXW7, KRAS, NRAS, PIK3CA, POLE, PPP2R1A, RNF43, SMAD4 and TP53.
Tumour sequencing used an amplicon-based NGS 59-gene custom panel. cfDNA re-
sults were correlated with tumour sequencing and recurrence data.

Results: Twenty-nine plasma samples (median 3.6 mL, median DNA 71.7 GE/uL) from
the first 10 patients were analysed (6 female; median age 65; 2 with high-risk stage I,
8 stage Ill). All patients had received adjuvant 5-Fluorouracil-based chemotherapy (7
also with oxaliplatin; 1 also with neoadjuvant chemoradiation for rectal cancer).
Median follow-up was 59.9 months, with 3 known recurrences (median time to
recurrence 23.3 months). Two of 3 patients who experienced recurrence had
detectable ctDNA: 1 at the 6-month timepoint and the other at 12 months (negative
at 6 months). In relation to the timing of ctDNA positivity, cancer recurrence was
detected by CT 16.5 months after (lung metastases) for 1 patient and within 4 weeks
(lung and nodal metastases) for the other. Both patients’ plasma mutation profiles
(KRAS G12V and KRAS G13D/ SMAD4 L540P, respectively) were concordant with their
tumour analysis. A third patient experienced disease recurrence 59.2 months after
study commencement (peritoneal metastases) but did not have detectable ctDNA at
any of the 3 timepoints. CEA did not predict recurrence in any of the 3 patients.
Another patient with detectable cfDNA at the 6-month timepoint (TP53 R248W, seen
in plasma only, negative at 12 months) has not had a recorded recurrence; analysis of
matched peripheral blood mononuclear cells is awaited.

Conclusions: In this pilot cohort of 10 ASCOLT trial patients with high-risk resected
CRC following adjuvant chemotherapy, 2 of 3 patients who recurred had early
detectable ctDNA using an NGS-based SafeSEQ assay. A third patient with late
recurrence did not have detectable ctDNA. Plasma and tumour sequencing results
were concordant in 2 of 3 patients with detectable cfDNA. Analyses in the larger
cohort (n=368) are underway.
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