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Clinical impact of primary 
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in the treatment of metastatic 
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chemotherapy plus cetuximab 
or bevacizumab
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The primary tumour location is an important prognostic factor for previously untreated metastatic 
colorectal cancer (mCRC). However, the predictive efficacies of primary tumour location, early tumour 
shrinkage (ETS), and depth of response (DpR) on mCRC treatment has not been fully evaluated. This 
study aimed to investigate the predictive efficacies of these traits in mCRC patients treated with first-
line 5-fluorouracil-based chemotherapy plus biologic agents, namely, cetuximab and bevacizumab. 
This was a retrospective analysis of the medical records of 110 patients with pathology-documented 
unresectable mCRC. Patients with left-sided mCRC receiving any first-line regimen showed better 
overall survival (OS) than those with right-sided mCRC [33.3 vs 16.3 months; hazard ratio (HR) 0.44; 
95% confidence interval (CI) 0.27–0.74; p < 0.001]. In patients with left-sided tumours, treatment 
with chemotherapy plus cetuximab yielded longer OS than chemotherapy plus bevacizumab (50.6 vs 
27.8 months, HR 0.55; 95% CI 0.32–0.97; p = 0.0378). mCRC patients with ETS and high DpR showed 
better OS than those lacking ETS and with low DpR (33.5 vs 19.6 months, HR 0.50, 95% CI 0.32–0.79, 
p = 0.023 and 38.3 vs 19.0 months, HR 0.43, 95% CI 0.28–0.68, p < 0.001, respectively). Moreover, ETS 
and/or high DpR achieved in patients with right-sided mCRC receiving chemotherapy plus cetuximab 
were associated with significantly better OS than in those lacking ETS and with low DpR (34.3 vs 
10.4 months, HR 0.19, 95% CI 0.04–0.94, p = 0.025 and 34.3 vs 10.4 months, HR 0.19, 95% CI 0.04–
0.94, p = 0.0257, respectively). Taken together, our study demonstrates that primary tumour location 
is not only a well-known prognostic factor but also a relevant predictive factor in patients with mCRC 
receiving chemotherapy plus cetuximab. Additionally, both ETS and DpR could predict treatment 
outcomes and also potentially guide cetuximab treatment even in right-sided mCRCs.

Colorectal cancer (CRC) is the second leading cause of cancer-related deaths worldwide1. However, with advances 
in chemotherapeutic and biologic agents, diagnosis, and ablative techniques, the survival of patients with unre-
sectable metastatic CRC (mCRC) has improved from 12 to over 30 months2. The standard first-line therapy for 
mCRC includes 5-fluorouracil plus folic acid combined with irinotecan (FOLFIRI) or oxaliplatin (FOLFOX)3. 
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Further, in previous Phase-III randomised trials, compared to the FOLFIRI or FOLFOX regimen, administra-
tion of either an anti-epidermal growth factor receptor (EGFR) monoclonal antibody (cetuximab and panitu-
mumab) or an anti-vascular endothelial growth factor (VEGF) antibody (bevacizumab) showed favourable OS, 
progression-free survival (PFS), and overall response rate (ORR) in the patients with CRC​4–6. However, when the 
efficacies of combination therapies of cetuximab or bevacizumab with FOLFIRI or FOLFOX were compared, the 
outcomes were controversial. The FIRE-3 study randomised mCRC patients with KRAS exon 2 wild-type (wt) 
status into either FOLFIRI plus cetuximab or bevacizumab groups and the median OS was found to be better 
upon treatment with FOLFIRI plus cetuximab7. In contrast, Venook et al. in their CALGB/SWOG 80,405 study 
observed no significant difference in OS upon administration of cetuximab vs bevacizumab compared to the 
FOLFOX or FOLFIRI regimen for the treatment of patients with KRAS wt, advanced CRC or mCRC​8. Therefore, 
a detailed analysis is required to comprehend the efficacy of either treatment modalities.

Several studies have embarked upon identifying prognostic and predictive factors for targeted therapy using 
anti-EGFR antibodies in patients with mCRC. The anti-EGFR antibody did not show any clinical benefits for 
patients with any RAS mutation9,10. Therefore, it is essential to confirm the mutational status of RAS before 
administering anti-EGFR therapy to patients with mCRC. Furthermore, while the V600E BRAF mutation is a 
negative prognostic marker for mCRC, its utility in predicting response to anti-EGFR therapy is still uncertain11. 
The HER2 status may impact the response to anti-EGFR therapies since its activation substitutes EGFR depend-
ence in a subset of mCRC patients, thus serving as a potentially negative predictor of the beneficial effects of 
anti-EGFR therapy12.

In contrast, the primary tumour location has been shown to predict prognosis in patients with previously 
untreated mCRC​13, supported by post hoc analyses of large randomised controlled trials and meta-analyses. 
Holch et al.14 reported that in patients receiving bevacizumab and cetuximab, tumours originating in the right-
side were associated with higher mortality than left-sided tumours. Additionally, several studies found the 
primary tumour location to be predictive of response to anti-EGFR therapy, although only in patients with a 
left-sided tumour harbouring a RAS wt status15–17. Furthermore, in the pooled analysis of six randomised trials, 
mCRC patients with left-sided tumours harbouring RAS wt status showed favourable ORR, OS, and PFS than 
those with right-sided tumours, and the analyses predicted better response upon treatment with chemotherapy 
plus anti-EGFR therapy than chemotherapy alone or chemotherapy plus anti-VEGF therapy18. Taken together, 
these findings suggest that the location of tumours on the left side can help predict the efficacy of anti-EGFR 
antibodies in mCRC patients with KRAS wt status.

Recent retrospective analyses of clinical trial data have included early tumour shrinkage (ETS) and depth 
of response (DpR) as measures for assessing tumour response3,19,20. While ETS offers an early indication of 
sensitivity to treatment and is associated with improved PFS and OS irrespective of the treatment received, the 
DpR reveals the maximum tumour shrinkage achieved, which relates to the post-progression survival. However, 
their clinical relevance has not been firmly established, and there are limited data on these response assessments 
according to primary tumour location.

The studies presented above are retrospective analyses of randomised clinical trials, majorly conducted in 
western nations, and their outcomes cannot be generalised to patients in actual clinics. Therefore, here, we inves-
tigated the prognostic and predictive efficacy of primary tumour location and the impact of ETS and/or DpR on 
therapeutic outcomes in a cohort of patients with mCRC treated with first-line chemotherapy plus bevacizumab 
or cetuximab in the real-world setting in a Japanese population.

Results
Patient characteristics.  Based on the eligibility criteria, 110 patients with mCRC, who received first-line 
treatment were included in the study (Fig. 1). The patient characteristics based on the location of the primary 
tumour, are summarised in Table 1. There were 76 (69.1%) patients with left-sided and 34 (30.9%) with right-
sided mCRC. Overall, the clinical characteristics of the patients, such as KRAS (RAS) status, tumour condition 
(advance or recurrence), comorbidity (with or without), and primary tumour status (resection or no resection), 
were comparable in the left-sided and right-sided tumours. However, significant differences were observed in 
the histological statuses, with 72 of the 76 left-sided tumours classified as adenocarcinoma (94.7%), whereas 
10 of the 34 right-sided tumours were mucinous (29.4%). Further, the oxaliplatin-based regimen was the most 
widely used chemotherapy (70 of 110 patients, 63.6%), although no significant differences were observed 
between irinotecan-based and oxaliplatin-based regimens for the treatment of left- and right-sided tumours. 
Additionally, bevacizumab-containing chemotherapy was preferred over cetuximab-containing regimen (60 of 
110 (54.5%) vs 50 of 110 (45.5%) patients, respectively). However, no significant differences were noted for the 
use of biological agents between left- and right-sided tumours. Furthermore, 46 of 60 patients (76.7%) receiving 
bevacizumab had KRAS mutation.

Efficacy of outcome based on primary tumour location and molecular‑targeted agents.  The 
ORR observed for all the patients was 66 (60%), of which 4 showed complete response (3.6%) and 62 showed 
partial response (54.6%). Left-sided tumours showed significantly higher ORR than the right-sided tumours 
(67.1% vs 44.1%; p = 0.003, Table  2). Further, no significant differences were observed upon treatment with 
chemotherapy plus cetuximab or bevacizumab in patients with either left- or right-sided tumours (Table 2). 
Moreover, the ORR did not vary upon treatment with cetuximab or bevacizumab (66.0% vs 55.5%, Table S1). 
Additionally, while the difference between the ORR of left- and right-sided tumours upon treatment with chem-
otherapy plus bevacizumab was not significant (p = 0.596), treatment with cetuximab conferred better ORR in 
patients with left-sided tumours (77.8%) than in those with right-sided tumours (35.7%, p = 0.008, Table S1).
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Assessment of progression‑free survival and overall survival based on the primary tumour 
location.  Overall, the median PFS, median OS and median follow-up duration of all the patients combined 
was 11.4, 27.8, and 25.1 (range 1.8–103.2) months, respectively.

Comparison of the primary tumour location suggested significantly better median PFS (12.7 vs 6.8 months; 
HR 0.63; 95% CI 0.41‒0.97; p = 0.035) (Fig. 2A), and median OS (33.3 vs 16.3 months; HR 0.44; 95% CI 
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Figure 1.   Flow diagram indicating patient details. mCRC​ metastatic colorectal cancer.

Table 1.   Patient characteristics and treatments grouped based on primary tumour sites. a All patients receiving 
cetuximab were confirmed for KRAS wt or RAS wt.

All (n = 110) Left-sided (n = 76) Right-sided (n = 34) p value

Age (years), median (range) 65 (23–84) 63 (30‒82) 67 (23‒84)

Gender 0.064

Male, n (%) 54 (49) 42 (55.3) 12 (32.4)

Female, n (%) 56 (51) 34 (44.7) 22 (67.6)

Comorbidity 0.889

Yes 7 (6.4) 5(6.6) 2 (5.9)

No 103 (93.6) 71 (93.4) 32 (94.1)

Histologic type 0.001

Adenocarcinoma, n (%) 96 (87.3) 72 (94.7) 24 (70.6)

Mucinous, n (%) 14 (12.7) 4 (5.3) 10 (29.4)

KRAS (RAS) statusa 0.144

KRAS (RAS) wild/mutant, n 64 (11)/46 48 (7) / 28 16 (4) / 18

Condition 0.227

Advanced, n (%) 85 (77.3) 56 (73.7) 29 (85.3)

Recurrent, n (%) 25 (22.3) 20 (26.3) 5 (14.7)

Primary tumour 0.831

Resection, n (%) 70 (63.6) 49 (64.5) 21 (61.8)

No Resection, n (%) 40 (36.4) 27 (35.5) 13 (38.2)

Doublet chemotherapy 0.392

Oxaliplatin base, n (%) 70 (63.6) 46 (60.5) 24 (70.6)

Irinotecan base, n (%) 40 (36.4) 30 (39.5) 10 (29.4)

Type of biological agent

Bevacizumab, n (%) 60 (54.5) 40 (52.6) 20 (58.8) 0.546

Cetuximab, n (%) 50 (45.5) 36 (47.4) 14 (41.2)
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0.27‒0.74; p < 0.001) (Fig. 2B) in patients with left-sided tumours than in those with right-sided tumours, 
respectively. Moreover, treatment of patients with left-sided tumours using cetuximab significantly prolonged 
the median OS than did bevacizumab (50.6 vs 27.8 months; HR 0.55; 95% CI 0.32‒0.97; p = 0.0378), although 
the difference in PFS was not significant (15.8 vs 11.9 months; HR 0.62; 95% CI 0.38‒1.01; p = 0.052) (Fig. 2C,D). 
Furthermore, treatment of patients with right-sided tumours using either cetuximab or bevacizumab did not 
follow the trend, and the differences in median PFS (6.8 vs 6.7 months; HR 1.03; 95% CI 0.49‒2.14; p = 0.926) 
and median OS (11.3 vs 19.5 months; HR 1.11; 95% CI 0.50‒2.44; p = 079) were not significant. (Fig. 2E,F).

Assessment of progression‑free survival and overall survival based on the biological therapy 
group.  Next, we examined the PFS and OS of patients treated with cetuximab or bevacizumab (Fig. S1A,B). 
The PFS did not differ for patients treated with cetuximab (n = 50) or bevacizumab (n = 60) (12.6 vs 10.2 months, 
respectively; HR 0.68; 95% CI 0.45‒1.02; p = 0.061), and the OS followed a similar trend (38.0 vs 25.6 months, 
respectively; HR 0.65; 95% CI 0.41‒1.01; p = 0.0584). Further, we assessed the PFS and OS based on primary 
tumour location in patients treated with these agents (Fig. S1C-F). Our analysis suggests that patients with left-
sided tumours showed better median OS and PFS than those with right-sided tumours upon treatment with 
cetuximab (50.6 vs 11.3 months; HR 0.34; 95% CI, 0.16‒0.71; p = 0.0026), although the difference in PFS was 
not significant (15.8 vs 6.8 months; HR 0.60; 95% CI 0.30‒1.18; p = 0.136) (Fig. S1C,D). Furthermore, treat-
ment with bevacizumab resulted in better median PFS in patients with left-sided tumours than in those with 
right-sided tumours (11.9 vs 6.7 months, respectively; HR 0.70; 95% CI 0.40‒1.22; p = 0.234), along with better 
median OS (27.8 vs 19.0 months, respectively; HR 0.48; 95% CI 0.25‒0.90; p = 0.0199) (Fig. S1E, F).

Predictive value of the primary tumour location, ETS, and DpR.  The data for tumour shrinkage 
from baseline till the 8th week was available for 110 patients with mCRC, and the patient outcome, including 
ETS and DpR, based on primary tumour location is summarised in Table 3. Seventy-one patients (64.5%) expe-
rienced ETS and showed significantly better OS than those who did not experience ETS (33.5 vs 19.6 months; 
HR 0.50; 95% CI 0.32‒0.79; p = 0.0023) (Fig. 3A).

In all the treatment arms, patients with left-sided tumours experienced ETS more than those with right-sided 
tumours (56 (73.7%) vs 15 (44.1%), respectively). Further, patients with left-sided tumours treated with cetuxi-
mab showed high ETS than those treated with bevacizumab (63.9% vs 52.5%, p = 0.065, Table 3), and patients 
with ETS also showed better OS, irrespective of treatment with either of the drugs (Fig. 3B,C).

In contrast, patients with right-sided tumours showed higher ETS when treated with bevacizumab than 
with cetuximab (50% vs 35.7%, p = 0.4, Table 3). However, patients treated with cetuximab that showed ETS 
presented with significantly better OS than those that did not experience ETS (34.3 vs 10.4 months; HR 0.19; 
95% CI, 0.04‒0.94; p = 0.025) (Fig. 3D), although the difference in OS was not significant (16.3 vs 19.5 months; 
HR 0.91; 95% CI 0.34‒2.47; p = 0.867) in patients with right-sided tumours treated with bevacizumab (Fig. 3E).

Next, the median DpR in patients with left-sided mCRCs receiving cetuximab and bevacizumab was − 43.5% 
(range − 100 to 30) and − 30.0% (range − 64 to 25), respectively (p = 0.001). On the other hand, the median DpR 
in patients with right-sided mCRCs receiving cetuximab and bevacizumab was − 9.6% (range − 100 to 45) and 
− 33% (range − 58 to 3), respectively (p = 0.42) (Table 3). The DpR of individual patients with left- and right-sided 
mCRCs treated with either cetuximab or bevacizumab are shown in Fig. 4. The maximal DpR was observed in 
a few patients with left- and right-sided mCRCs, and particularly, 5 patients who received chemotherapy plus 
cetuximab showed 100% reduction, and 2 of them underwent complete (R0) resection (Fig. 4A,B).

To evaluate the relationship between patient DpR and survival, we classified DpR into high and low groups 
based on the median DpR value (Fig. 5). The median DpR of all the treatment population was − 30 (range − 100 
to 45, Table 3), and patients with high DpR showed better OS than those with low DpR (38.3 vs 19.0 months; 
HR 0.43; 95% CI 0.28‒0.68; p < 0.001) (Fig. 5A). In the patients with right-sided tumours, the high DpR group 
showed better OS than the low DpR group when treated with cetuximab (34.3 vs 10.4 months, p = 0.0257) 
(Fig. 5D).

Table 2.   Efficacy for the first-line treatment in patients with mCRC stratified based on the molecular-
target agent and tumour location. CR complete response, PD progressive disease, PR partial response, RD 
recommended dose, SD stable disease, ORR overall response. *p value for difference between tumour side 
< 0.05.

Left-sided mCRC (n = 76) Right-sided mCRC (n = 34)

All Cetuximab (n = 36) Bevacizumab (n = 40) All Cetuximab (n = 14) Bevacizumab (n = 20)

CR 3 (4.3%) 3 (8.3%) 0 (0.0%) 1 (2.9%) 1 (7.1%) 0 (0.0%)

PR 48* (63.2%) 25 (69.4%) 23 (57.5%) 14* (41.2%) 4 (28.6%) 10 (50.0%)

SD 22 (28.9%) 6 (16.7%) 16 (40.0%) 16 (47.1%) 6 (42.9%) 10 (50.0%)

PD 3 (3.9%) 2 (5.6%) 1 (2.5%) 3 (8.8%) 3 (21.4%) 0 (0.0%)

ORR 51* (67.1%) 28 (77.8%) 23 (57.5%) 15* (44.1%) 5 (35.7%) 10 (50%)
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Discussion
Here, we enrolled a cohort of consecutive patients with mCRC in real-world clinical setting, and assessed fac-
tors known to affect their prognosis and treatment outcomes, such as primary tumour location, biologic therapy 
(bevacizumab or cetuximab), and the more recently proposed indicators, EST and DpR.

Our findings support the notion that primary tumour location is an important prognostic factor in mCRC 
and can help guide treatment decisions on the first-line regimen based on the findings that clinical benefits for 
cetuximab were observed in patients with left-sided mCRC. In addition, ETS (≥ 20% at week 8) and high DpR 
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Figure 2.   Kaplan–Meier analyses of mCRC samples based on tumour location. (A) Progression-free survival 
(PFS) and (B) overall survival (OS) for all the patients; (C) PFS and (D) OS in patients with left-sided mCRCs 
treated with chemotherapy plus cetuximab or bevacizumab; (E) PFS and (F) OS in patients with right-sided 
mCRCs treated with chemotherapy plus cetuximab or bevacizumab. CI confidence interval, HR hazard ratio.
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during treatment with first-line agents were associated with favourable outcomes in patients with mCRC, further 
supporting the use of these endpoints clinically. Furthermore, our study raises the possibility of a predictive 
relevance of ETS and DpR in guiding targeted therapy (cetuximab) in patients with right-sided mCRC.

First, our study demonstrated that patients with left-sided mCRC receiving chemotherapy plus cetuximab 
or bevacizumab showed better ORR, PFS, and OS than those with right-sided mCRC (Table 2; Fig. 2A,B), 
reconfirming previous evidence that primary tumour location serves as a prognostic factor for patients treated 
with any first-line regimen13,14,17,18. Further, we observed an association between the primary tumour location 
and treatment with cetuximab, where patients with left-sided tumours showed better survival outcomes when 
treated with cetuximab than with bevacizumab (Fig. 2C,D). However, right-sided tumours responded differ-
ently and showed no significant difference in survival outcomes upon treatment with bevacizumab or cetuximab 
(Fig. 2E,F). Moreover, these observations were found to be corroborated by several randomised clinical trials 
that reported tumours on the left side as predictors of response to cetuximab, while those on the right side as 
non-responsive to cetuximab despite the RAS wt status15,16,21,22.

Together, these observations suggest that mCRC is a heterogeneous disease with the primary tumours origi-
nating from different areas of the colon showing molecular differences23. According to the CRC Subtyping Con-
sortium, consensus molecular subtype 2 (CMS2) is predominantly distributed in left-sided tumours and shows 
activated EGFR-dependent signalling defined by the over-expression of EGFR. Although right-sided tumours 
showed high proportions of the microsatellite unstable/immune CMS1 and the metabolic CMS3 subtypes24, 
these differences could be among the factors contributing to differential responses to treatment with cetuximab 
based on tumour location25. However, the main genetic drivers and crucial factors contributing to the vast dif-
ferences remain largely unknown.

Further, since RAS is mutated (RAS mt) in about 55% of the mCRC cases, these patients need to be treated 
with bevacizumab26. However, the majority of recently published studies with randomised trials have focused 
on the RAS wt subpopulation alone; hence, data on treatment with bevacizumab for RAS mt mCRC involving 
the two primary tumour locations are limited16,27,28. Moreover, while several clinical studies have suggested that 
the tumour location does not predict benefit from bevacizumab treatment in patients with mCRC harbouring 
KRAS wt16,29 and undetermined RAS status30, other reports indicate better outcomes in left- than right-sided 
mCRC, with unselected RAS status, treated with bevacizumab13,17,30. Our analysis suggests that patients treated 
with bevacizumab had the RAS mt-mCRC predominantly, and left-sided mCRCs were associated with better 
PFS and OS than right-sided mCRCs (Fig. S1E,F). Therefore, these findings suggest that the primary tumour 
location is closely associated with outcomes even in patients with RAS mt status treated with chemotherapy plus 
bevacizumab. However, further investigations would be required to determine whether the primary tumour 
location and treatment with chemotherapy plus bevacizumab is associated with different effects, especially in 
patients with RAS-mt mCRC.

Next, our analysis validated the previous observation that patients with ETS and high DpR show an improved 
OS than those without ETS and with low DpR3,19,20. Further, we observed that the frequency of ETS was high in 
patients with left-sided mCRC than in those with right-sided mCRC. Moreover, patients with left-sided mCRC 
receiving cetuximab-based regimen showed a high frequency of ETS (Table 3), which may result in favourable 
OS than in those who did not show ETS and other groups (Fig. 3). Although limited data are available, especially 
comparing biologic agents, recent retrospective analysis of the PEAK trail31, revealed that a high proportion 
of patients with left-sided mCRC achieved ETS and better OS when treated with panitumumab than bevaci-
zumab. Furthermore, the DpR is reported to be associated with a maximal response, which in turn relates to 
post-progression survival in patients20. Consistent with this, we observed a high DpR in patients with left-sided 
mCRCs receiving cetuximab, along with a complete reduction in tumour content in 4 of 36 patients (Fig. 4A) 
and significantly better OS in the high DpR than in the low DpR groups (Fig. 5A). Additionally, although the 
median DpR was low in the patients with right-sided mCRCs receiving cetuximab (Table 3), few patients had a 
high response rate (Fig. 4B), and those with high DpR showed significantly better OS than those with low DpR 
(Fig. 5D). Interestingly, our analysis suggested that patients with ETS also presented with significantly better OS 
than those without ETS (Fig. 3A) and with right-sided mCRCs receiving cetuximab (Fig. 3D), consistent with 
the findings of the PEAK trial31. Taken together, these findings suggest that the ETS/DpR may help identify a 
subgroup of patients with right-sided tumours who may achieve improved outcomes. Further, the guidelines of 
the NCCN clinical practice for Colon cancer, version 4. 2020, recommend anti-EGFR monoclonal antibody for 
the treatment of patients with KRAS/NRAS wt status and left-sided mCRC alone. However, our analysis indicated 
that administering bevacizumab might not be the only treatment option in patients with right-sided mCRCs 
harbouring RAS wt and that cetuximab might be considered in a certain subtype of mCRC with ETS and/or high 

Table 3.   Early tumour shrinkage (EST) and depth of response (DpR) for the first-line treatment in patients 
with mCRC stratified based on the molecular-target agent and tumour location. EST early tumour shrinkage, 
DpR depth of response. *p value for difference between cetuximab and bevacizumab  < 0.05.

Total (n = 110)

Left-sided mCRC (n = 76) Right-sided mCRC (n = 34)

All Cetuximab (n = 36)
Bevacizumab 
(n = 40) All Cetuximab (n = 14)

Bevacizumab 
(n = 20)

EST (+), n (%) 71 (64.5) 56 (73.7) 23 (63.9) 33 (52.5) 15 (44.1) 5 (35.7) 10 (50.0)

DpR, median, 
(range) − 30.0 (− 100 to + 45) − 32.0 (− 100 to + 30) − 43.5* (− 100 

to + 30) − 30.0* (− 64 to + 25) − 27.5 (− 100 to + 45) − 9.6 (− 100 to + 45) − 33.0 (− 58 to + 3)
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DpR. Moreover, the molecular markers influencing clinical benefit in patients with right-sided mCRCs treated 
with anti-EGFR therapy would be worth investigating.
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Figure 3.   Kaplan–Meier analyses of mCRC based on ETS. (A) OS in all patients receiving chemotherapy plus 
cetuximab or bevacizumab; (B) OS in patients with left-sided mCRCs receiving chemotherapy plus cetuximab; 
(C) OS in patients with left-sided mCRCs receiving chemotherapy plus bevacizumab; (D) OS in patients with 
right-sided mCRCs receiving chemotherapy plus cetuximab; and (E) OS in patients with right-sided mCRCs 
receiving chemotherapy plus bevacizumab. CI confidence interval, HR hazard ratio.
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There are several limitations to the present investigation. First, the patient sample size was small, particularly, 
that of the right-sided tumours, although the comparisons yielded statistical significance that strengthened our 
analysis.

Second, because this was a retrospective study, limited baseline characterisation and the heterogeneity of 
treatments in the study seemed to be a limitation; however, patient characteristics and treatment groups were 
almost comparable in left-sided and right-sided tumours. Moreover, heterogeneity as regards several molecular 
markers for the prognosis of mCRC, such as the unavailability of the BRAF status and microsatellite instability, 
could have altered the results.

Third, a large proportion of the patients treated with bevacizumab were mutant for KRAS/RAS, and this might 
have affected our analysis, especially the comparison of efficacy between left- and right-sided tumours. However, 
this effect could be of less impact since the KRAS (RAS) status of tumours was well balanced between the two 
cohorts. Finally, we may need to consider that treatment with bevacizumab may be less active in KRAS/RAS 
mutant mCRC patients, although such data are rare32.

In conclusion, our study supports the notion that the primary tumour location is a well-known prognostic 
factor and also a relevant predictive factor in patients with mCRCs receiving cetuximab. Further, our analysis 
indicates that chemotherapy plus cetuximab may serve as the preferred option for the treatment of patients with 
RAS wt left-sided tumours to provide better OS, while the right-sided tumours presented with poor prognosis 
with all treatment measures. However, mCRC patients with right-sided tumours harbouring RAS wt status, 
who received chemotherapy plus cetuximab and achieved ETS and/or high DpR, showed better clinical benefit 
than those without ETS and low DpR. These results suggest that in patients with RAS wt right-sided mCRCs, 
bevacizumab might not be the only treatment option, and cetuximab may be considered in a subtype of mCRC, 
wherein ETS and/or high DpR can be expected.

Methods
Patients and study design.  In this observational study, the medical records of 110 of 226 patients with 
pathology-documented metastatic Stage IV CRC, who underwent treatment between January 2011 and Decem-
ber 2016 at the Department of Gastroenterology, Hokkaido Cancer Center, Sapporo, Japan, were analysed ret-
rospectively. The study was reviewed and approved by the Ethics Committee of Hokkaido Cancer Centre (No. 
29-60), and the need for informed consent was waived. The patient records were anonymised and de-identified 
before analysis. All procedures performed in studies involving human participants were in accordance with the 
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Figure 4.   Comparison of waterfall plots showing the distribution of DpR. Waterfall plot of DpR in (A) patients 
with left-sided mCRCs receiving chemotherapy plus cetuximab; (B) patients with right-sided mCRCs receiving 
chemotherapy plus cetuximab; (C) patients with left-sided mCRCs receiving chemotherapy plus bevacizumab; 
and (D) patients with right-sided mCRCs receiving chemotherapy plus bevacizumab.
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Figure 5.   Kaplan–Meier analyses of mCRC samples based on DpR. (A) OS in all patients receiving 
chemotherapy plus cetuximab or bevacizumab; (B) OS in patients with left-sided mCRCs receiving 
chemotherapy plus cetuximab; (C) OS in patients with left-sided mCRCs receiving chemotherapy plus 
bevacizumab; (D) OS in patients with right-sided mCRCs receiving chemotherapy plus cetuximab; and (E) OS 
in patients with right-sided mCRCs receiving chemotherapy plus bevacizumab. Median DpRs were calculated as 
-30 for A, -32 for B and C, and -27.5 for D and E, respectively. CI confidence interval, HR hazard ratio. Broken 
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ethical standards of the institution and/or national research committee and with the 1964 Helsinki declaration 
and its later amendments or comparable ethical standards.

The inclusion criteria were as follows: (a) treatment with either FOLFOX or FOLFIRI plus cetuximab or beva-
cizumab; (b) patients above 20 years of age at the start of chemotherapy, with an Eastern Cooperative Oncology 
Group performance status of 0–1; and (c) adequate bone marrow reserves and renal/liver functions. Further, the 
KRAS wt or RAS wt status was considered in patients treated with cetuximab, while these statuses were neglected 
when treated with bevacizumab. The investigators evaluated the tumour response using computed tomography 
based on the guidelines of the response evaluation criteria in solid tumours (RECIST, version 1.1). The ORR 
was defined as the sum of complete and partial response, the PFS was measured from the start of chemotherapy 
until the first documented progression or death, while the OS was measured from the date of commencing 
chemotherapy until death or the date of last evaluation. Primary tumours originating in the splenic flexure, 
descending colon, sigmoid colon or rectum were classified as left-sided mCRC, whereas, those originating in 
the cecum, ascending colon, hepatic flexure or transverse colon were classified as right-sided mCRC. ETS was 
defined as the relative change in the sum of the longest diameters of the RECIST target lesions from baseline till 
the 8th Week, and a 20% decrease was set as the cut-off value to discriminate early responders (ETS ( +)) from 
non-responders (ETS (−)) as described previously3,20,33.

DpR was defined as the percentage change in the sum of the longest diameters of the RECIST target lesions 
at the nadir in the absence of new lesions or the progression of non-target lesions compared to the baseline3,19,20. 
DpR was evaluated as a continuous variable (i.e., each patient’s maximum percentage of shrinkage). DpR had a 
negative value for tumour reduction, positive for tumour growth, and zero for no change. These median values 
were set as cut-off points. The last follow-up date was August 25, 2020.

Statistical analysis
The Kaplan–Meier method was used to estimate PFS and OS, and these were compared with the log-rank test. A 
Cox proportional hazard model was used to calculate the hazard ratios (HR) and 95% confidence intervals (CI) 
for PFS and OS regarding the interaction between tumour origin (right or left), treatment (chemotherapy plus 
cetuximab or chemotherapy plus bevacizumab), ETS, and DpR as explanatory variables.

Fisher’s exact test was used to analyse categorical variables of patient characteristics in 2 × 2 contingency 
tables. All statistical analyses were performed using Ekuseru–Toukei 2015 (Social Survey Research Information 
Co., Tokyo, Japan). Although these were post hoc analyses, a two-sided p value < 0.05 was indicative of notable 
differences and considered statistically significant.

Received: 1 March 2020; Accepted: 2 November 2020

References
	 1.	 Bray, F. et al. Global cancer statistics 2018: GLOBOCAN estimates of incidence and mortality worldwide for 36 cancers in 185 

countries. CA Cancer J. Clin. 68, 394–424 (2018).
	 2.	 Fakih, M. G. Metastatic colorectal cancer: current state and future directions. J. Clin. Oncol. 33, 1809–1824 (2015).
	 3.	 Cremolini, C. et al. Early tumor shrinkage and depth of response predict long-term outcome in metastatic colorectal cancer 

patients treated with first-line chemotherapy plus bevacizumab: results from phase III TRIBE trial by the gruppo oncologico del 
nord ovest. Ann. Oncol. 26, 1188–1194 (2015).

	 4.	 Hurwitz, H. et al. Bevacizumab plus irinotecan, fluorouracil, and leucovorin for metastatic colorectal cancer. N. Engl. J. Med. 350, 
2335–2342 (2004).

	 5.	 Saltz, L. B. et al. Bevacizumab in combination with oxaliplatin-based chemotherapy as first-line therapy in metastatic colorectal 
cancer: a randomized phase III study. J. Clin. Oncol. 26, 2013–2019 (2008).

	 6.	 Van Cutsem, E. et al. Cetuximab and chemotherapy as initial treatment for metastatic colorectal cancer. N. Engl. J. Med. 360, 
1408–1417 (2009).

	 7.	 Stintzing, S. et al. FOLFIRI plus cetuximab versus FOLFIRI plus bevacizumab for metastatic colorectal cancer (FIRE-3): a post-hoc 
analysis of tumour dynamics in the final RAS wild-type subgroup of this randomised open-label phase 3 trial. Lancet Oncol. 17, 
1426–1434 (2016).

	 8.	 Venook, A. P. et al. Effect of first-line chemotherapy combined with cetuximab or bevacizumab on overall survival in patients 
with KRAS wild-type advanced or metastatic colorectal cancer a randomized clinical trial. JAMA J. Am. Med. Assoc. https​://doi.
org/10.1001/jama.2017.7105 (2017).

	 9.	 Van Cutsem, E. et al. Fluorouracil, leucovorin, and irinotecan plus cetuximab treatment and RAS mutations in colorectal cancer. 
J. Clin. Oncol. 33, 692–700 (2015).

	10.	 Bokemeyer, C. et al. Efficacy according to biomarker status of cetuximab plus FOLFOX-4 as first-line treatment for metastatic 
colorectal cancer: the OPUS study. Ann. Oncol. 22, 1535–1546 (2011).

	11.	 Gbolahan, O. & O’Neil, B. Update on systemic therapy for colorectal cancer: Biologics take sides. Transl. Gastroenterol. Hepatol. 
4, 9 (2019).

	12.	 Sartore-Bianchi, A. et al. Dual-targeted therapy with trastuzumab and lapatinib in treatment-refractory, KRAS codon 12/13 wild-
type, HER2-positive metastatic colorectal cancer (HERACLES): a proof-of-concept, multicentre, open-label, phase 2 trial. Lancet 
Oncol. 17, 738–746 (2016).

	13.	 Loupakis, F. et al. Primary tumor location as a prognostic factor in metastatic colorectal cancer. J. Natl. Cancer Inst. 107, 1–9 (2015).
	14.	 Holch, J. W., Ricard, I., Stintzing, S., Modest, D. P. & Heinemann, V. The relevance of primary tumour location in patients with 

metastatic colorectal cancer: a meta-analysis of first-line clinical trials. Eur. J. Cancer 70, 87–98 (2017).
	15.	 Tejpar, S. et al. Prognostic and predictive relevance of primary tumor location in patients with ras wild-type metastatic colorectal 

cancer retrospective analyses of the CRYSTAL and FIRE-3 trials. JAMA Oncol. https​://doi.org/10.1001/jamao​ncol.2016.3797 (2017).
	16.	 Venook, A. P. et al. Impact of primary (1°) tumor location on overall survival (OS) and progression-free survival (PFS) in patients 

(pts) with metastatic colorectal cancer (mCRC): analysis of CALGB/SWOG 80405 (Alliance). J. Clin. Oncol. https​://doi.org/10.1200/
jco.2016.34.15_suppl​.3504 (2016).

	17.	 Aljehani, M. A. et al. Association of primary tumor site with mortality in patients receiving bevacizumab and cetuximab for 
metastatic colorectal cancer. JAMA Surg. 153, 60–67 (2018).

https://doi.org/10.1001/jama.2017.7105
https://doi.org/10.1001/jama.2017.7105
https://doi.org/10.1001/jamaoncol.2016.3797
https://doi.org/10.1200/jco.2016.34.15_suppl.3504
https://doi.org/10.1200/jco.2016.34.15_suppl.3504


11

Vol.:(0123456789)

Scientific Reports |        (2020) 10:19815  | https://doi.org/10.1038/s41598-020-76756-1

www.nature.com/scientificreports/

	18.	 Arnold, D. et al. Prognostic and predictive value of primary tumour side in patients with RAS wild-type metastatic colorectal 
cancer treated with chemotherapy and EGFR directed antibodies in six randomized trials. Ann. Oncol. 28, 1713–1729 (2017).

	19.	 Heinemann, V. et al. Early tumour shrinkage (ETS) and depth of response (DpR) in the treatment of patients with metastatic 
colorectal cancer (mCRC). Eur. J. Cancer https​://doi.org/10.1016/j.ejca.2015.06.116 (2015).

	20.	 Taieb, J. et al. Exploratory analyses assessing the impact of early tumour shrinkage and depth of response on survival outcomes in 
patients with RAS wild-type metastatic colorectal cancer receiving treatment in three randomised panitumumab trials. J. Cancer 
Res. Clin. Oncol. https​://doi.org/10.1007/s0043​2-017-2534-z (2018).

	21.	 Von Einem, J. C. et al. Left-sided primary tumors are associated with favorable prognosis in patients with KRAS codon 12/13 
wild-type metastatic colorectal cancer treated with cetuximab plus chemotherapy: an analysis of the AIO KRK-0104 trial. J. Cancer 
Res. Clin. Oncol. 140, 1607–1614 (2014).

	22.	 Brulé, S. Y. et al. Location of colon cancer (right-sided versus left-sided) as a prognostic factor and a predictor of benefit from 
cetuximab in NCIC CO.17. Eur. J. Cancer 51, 1405–1414 (2015).

	23.	 Yamauchi, M. et al. Assessment of colorectal cancer molecular features along bowel subsites challenges the conception of distinct 
dichotomy of proximal versus distal colorectum. Gut 61, 847–854 (2012).

	24.	 Muzny, D. M. et al. Comprehensive molecular characterization of human colon and rectal cancer. Nature 487, 330–337 (2012).
	25.	 Lee, M. S., Menter, D. G. & Kopetz, S. Right versus left colon cancer biology: Integrating the consensus molecular subtypes. JNCCN 

J. Natl. Compr. Cancer Netw. 15, 411–419 (2017).
	26.	 Yoshino, T. et al. Pan-Asian adapted ESMO consensus guidelines for the management of patients with metastatic colorectal cancer: 

A JSMO-ESMO initiative endorsed by CSCO, KACO, MOS, SSO and TOS. Ann. Oncol. 29, 44–70 (2018).
	27.	 Stintzing, S., Tejpar, S., Gibbs, P., Thiebach, L. & Lenz, H. J. Understanding the role of primary tumour localisation in colorectal 

cancer treatment and outcomes. Eur. J. Cancer 84, 69–80 (2017).
	28.	 Hegewisch-Becker, S. et al. Impact of primary tumour location and RAS/BRAF mutational status in metastatic colorectal cancer 

treated with first-line regimens containing oxaliplatin and bevacizumab: Prognostic factors from the AIO KRK0207 first-line and 
maintenance therapy trial. Eur. J. Cancer 101, 105–113 (2018).

	29.	 Houts, A. C., Ogale, S., Sommer, N., Satram-Hoang, S. & Walker, M. S. Treatment patterns and outcomes in patients with KRAS 
wild-type metastatic colorectal cancer treated in first line with Bevacizumab- or Cetuximab-Containing Regimens. J. Gastrointest. 
Cancer 50, 69–77 (2019).

	30.	 Wong, H. L. et al. Impact of primary tumor site on bevacizumab efficacy in metastatic colorectal cancer. Clin. Colorectal Cancer 
15, e9–e15 (2016).

	31.	 Peeters, M. et al. Relationships between tumour response and primary tumour location, and predictors of long-term survival, in 
patients with RAS wild-type metastatic colorectal cancer receiving first-line panitumumab therapy: retrospective analyses of the 
PRIME and PEAK cli. Br. J. Cancer 119, 303–312 (2018).

	32.	 Stintzing, S. et al. Impact of BRAF and RAS mutations on first-line efficacy of FOLFIRI plus cetuximab versus FOLFIRI plus 
bevacizumab: analysis of the FIRE-3 (AIO KRK-0306) study. Eur. J. Cancer 79, 50–60 (2017).

	33.	 Piessevaux, H. et al. Use of early tumor shrinkage to predict long-term outcome in metastatic colorectal cancer treated with 
cetuximab. J. Clin. Oncol. 31, 3764–3775 (2013).

Acknowledgements
We are grateful to Shinya Takada and Shinya Tamaki of the Pharmaceutical Department and Yumi Takahashi 
of the Nursing Department of Hokkaido Cancer Centre, Sapporo, Hokkaido, Japan, for maintaining detailed 
medical records, diagnoses, treatment, and care of their patients.

Author contributions
Y.S. and T.S. designed this study. M.H., K.H., K.F., K.O., H.M., N.M., Y.T., T.T., and A.F. contributed to gathering 
clinical data. Y.S. wrote the main manuscript text. T.S. and Y.S. analysed the data and prepared all figures. All 
authors reviewed the manuscript.

Competing interests 
The authors declare no competing interests.

Additional information
Supplementary information is available for this paper at https​://doi.org/10.1038/s4159​8-020-76756​-1.

Correspondence and requests for materials should be addressed to Y.S.

Reprints and permissions information is available at www.nature.com/reprints.

Publisher’s note  Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.

Open Access   This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the 
Creative Commons licence, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from 
the copyright holder. To view a copy of this licence, visit http://creat​iveco​mmons​.org/licen​ses/by/4.0/.

© The Author(s) 2020

https://doi.org/10.1016/j.ejca.2015.06.116
https://doi.org/10.1007/s00432-017-2534-z
https://doi.org/10.1038/s41598-020-76756-1
www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/

	Clinical impact of primary tumour location, early tumour shrinkage, and depth of response in the treatment of metastatic colorectal cancer with first-line chemotherapy plus cetuximab or bevacizumab
	Results
	Patient characteristics. 
	Efficacy of outcome based on primary tumour location and molecular-targeted agents. 
	Assessment of progression-free survival and overall survival based on the primary tumour location. 
	Assessment of progression-free survival and overall survival based on the biological therapy group. 
	Predictive value of the primary tumour location, ETS, and DpR. 

	Discussion
	Methods
	Patients and study design. 

	Statistical analysis
	References
	Acknowledgements


