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ABSTRACT
Objectives: To determine the relationship between chemotherapy dose delay/
reduction with progression-free survival (PFS) and overall survival (OS) in colorectal
cancer patients treated with FOLFIRI based first-line chemotherapy in real-world
retrospectively study.
Methods: We identified 144 eligible patients with advanced CRC who received
FOLFIRI as first-line based treatment. The study protocol was submitted to the
institutional review board and was exempted. Dose delay was defined as an average
delay of more than 3 days (>3 days vs. ≤3 days) from the intended date. Dose
reduction (actual dose/standard dose � 100%) ≤85% was considered as chemotherapy
reduction in the chemotherapy dose relative to the standard (mg/m2) regimen for all
cycles. Relative dose intensity (RDI) ≤80% was described as chemotherapy reduction.
OS and PFS were measured using Kaplan–Meier and Cox proportional hazard
models.
Results: There were 114 patients with chemotherapy dose delay (dose delay >3 days).
PFS of patients without dose delay had better survival than patients with dose delay
(p = 0.002). There were 28.47% patients treated with dose reduction of 5-Fu. PFS and
OS were better in patients without 5-Fu dose reduction than in patients with 5-Fu
dose reduction with p values of 0.024 and <0.001, respectively. Patients with high 5-
FU RDI had better PFS than patients with low 5-FU RDI (p < 0.001). While, there
was no statistical difference in OS between the two groups. Then we stratified the
analysis by age. In <65 years cohort, both PFS and OS were better in patients with
high 5-Fu RDI than in those with low 5-Fu RDI (p < 0.001, p = 0.005, respectively).
But, in ≥65 years cohort, OS were better in patients with low 5-Fu RDI than in those
with high 5-Fu RDI (p = 0.025). Moreover, both dose reduction and RDI of
irinotecan had no statistically significant difference in both PFS and OS.
Conclusion: In the advanced colorectal cancer patients who received FOLFIRI
based treatment as first-line regimen, chemotherapy dose delay and reduction dose of
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5-Fu were associated with worse survival, especially among patients younger than
65 years.

Subjects Drugs and Devices, Gastroenterology and Hepatology, Oncology
Keywords Dose delay, Dose reduction, Relative dose intensity (RDI), Metastatic colorectal cancer,
FOLFIRI

BACKGROUND
Colorectal cancer (CRC) is one of the leading causes of cancer death worldwide. Survival
among patients with metastatic colorectal cancer (mCRC) has been improved since the
addition of monoclonal antibodies to vascular endothelial growth factor (VEGF) or
endothelial growth factor receptor (EGFR). Irinotecan and oxaliplatin added to 5-
fluorouracil/leucovorin therapy remain the key drugs in the treatment of patients with
mCRC (Innocenti et al., 2021). At present, irinotecan‑based chemotherapies combined
with cetuximab or bevacizumab are standard treatment regimens for mCRC (Elez, Argilés
& Tabernero, 2015).

The importance of a high relative dose intensity (RDI) for survival has been established
for some cancers, including breast cancer (Lyman, Dale & Crawford, 2003), ovarian cancer
(Anuradha et al., 2016) and lymphoma (Lyman et al., 2004); however, information about
the effects of a high RDI among patients with CRC is limited. A high RDI is associated with
improved survival, especially for patients with breast cancer or non-Hodgkin’s lymphoma
(NHL) (Lyman, Dale & Crawford, 2003; Lyman et al., 2004). An RDI below 70–85% is
generally considered to be a clinically meaningful threshold for reduction in the RDI based
on previously published studies (Hanna et al., 2013; Lyman, 2009; Aspinall et al., 2015;
Crawford et al., 2020). In the adjuvant setting, the importance of receiving full-dose
chemotherapy on time has been well established (Aspinall et al., 2015; Gray et al., 2019;
Denduluri et al., 2015). However, clinical goals differ from adjuvant settings, which include
control of cancer growth, symptommanagement and extension of life in advanced disease.
Chemotherapy dose delay and reduction are common in advanced disease to manage
haematologic and infectious side effects or surgery (Crawford et al., 2020; Denduluri et al.,
2018). In addition, there are nonmedical indications for delays, such as holidays, poor
compliance and personal schedule preferences (Kogan, Davis & Brooks, 2019). Such agents
are commonly associated with toxicities, leading to the occurrence of dose delay and
reduction, which contribute to reduced RDI.

Dose delay and reduction occur more frequently in real-world populations than in more
selected clinical trial populations, in which the benefits of these regimens were initially
tested. However, the impact of chemotherapy modification on survival has not been well
confirmed in the real-world setting. In addition, there are no established recommendations
for delay time or dose reduction. Therefore, the purpose of this analysis was to
retrospectively analyse the effect of dose delay/reduction on progression-free survival
(PFS) and overall survival (OS) among patients with mCRC receiving FOLFIRI as first-line
chemotherapy.
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METHODS
Study setting and population
The inclusion criteria were as follows: (1) patients diagnosed with advanced colorectal
cancer; (2) patients at The Affiliated Jinhua Hospital, Zhejiang University School of
Medicine from July 1, 2017, to February 1, 2022, or at the Second Affiliated Hospital of
Zhejiang University School of Medicine from December 1, 2018, to December 31, 2020; (3)
patients received 4 to 12 cycles of FOLFIRI-based treatment as a first-line regimen; (4) the
age at diagnosis was limited from 28 to 83.

The exclusion criteria were as follows: (1) patients receiving fewer than four cycles of
FOLFIRI-based treatment, as these patients may have had an inconsistent effect on
treatment outcomes (PFS and OS) due to relative chemoresistance or personal reasons; (2)
patients who accepted XELIRI, FOLFOX, XELOX or FOLFIRINOX as first-line regimens;
(3) patients who progressed within 6 months after oxaliplatin‑based adjuvant
chemotherapy; FOLFIRI-based treatment was considered a second-line treatment; (4)
patients who received part of the FOLFIRI cycles in another hospital, because we cannot
confirm the exact time and dose of each chemotherapy cycle for these patients; and (5)
patients with multiple primary tumours.

Data sources and data collection
Data were extracted from our electronic medical record (EMR) and our Guide Patients
Support care (GPS) database. The GPS database is a web-based electronic treatment
follow-up record system with oncology-specific data. We received a waiver for the need for
informed consent from participants in our study. We identified 135 eligible patients with
advanced CRC who received FOLFIRI as a first-line treatment (July 1, 2017–February 1,
2022) at the Affiliated Jinhua Hospital, Zhejiang University School of Medicine. We also
identified nine eligible patients with advanced CRC who received FOLFIRI as a first-line
treatment (December 1, 2018–December 31, 2020) at the Second Affiliated Hospital of
Zhejiang University School of Medicine. And this study was approved by the ethics
committees of Affiliated Jinhua Hospital, Zhejiang University School of Medicine
(Approval Number: 2022LSD89, Zhejiang, China) and Second Affiliated Hospital of
Zhejiang University School of Medicine (Approval Number: 2023LSYD0691, Zhejiang,
China).

We retrieved records of year and age at diagnosis, time of chemotherapy, dose of
chemotherapy, sex, height and weight, Nutrition Risk Screening 2002 (NRS2002), ECOG
score, comorbidity, tumour location, histological type, differentiated grade, T-
classification, N-classification, stage TNM, operation, liver metastasis, number of
metastatic organs, administration of radiotherapy, administration of chemotherapy and
target therapy (including bevacizumab and cetuximab), RAS/BRAFmutation status, HER2
and MSI status, continuity of chemotherapy, treatment effect (overall response rate, ORR),
platelet count, white blood cell count, neutrophil count, haemoglobin, glutamic-pyruvic
transaminase, glutamic-oxalacetic transaminase, total bilirubin, time of progression and
time of death.
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In addition, the doses and dates of administration were recorded for every cycle.
The unit of analysis was the first-line chemotherapy course for each patient. The actual
delivered number of chemotherapy cycles, actual delivered dose in each cycle, and actual
length of each cycle were recorded.

Variable declaration
According to the study of Neugut et al. (2006), age could be regrouped as <65 years old and
≥65 years old. According to the NRS2002 score, patients were divided into the ‘without
undernutrition’ group (NRS2002 < 3) and the ‘with undernutrition’ group (NRS2002 ≥ 3).
Tumour location was divided into left colon cancer and right colon cancer. Histological
type was grouped as adenocarcinoma, mucous adenocarcinoma and unknown.
The differentiated grade was stratified into moderate, poor and unknown. The operation
and liver metastasis were grouped as NO and YES. Number of metastatic organs divided
into <2 and ≥2. The RAS and BRAF genes were stratified into wild-type, mutation and
unknown. The HER2 gene was stratified into negative, positive and unknown.
Microsatellite instability (MSI) was stratified into microsatellite stability (MSS), MSI-high
and unknown. Bevacizumab and cetuximab were classified as NO and YES according to
the combination of targeted therapies. The overall response rate (ORR) was classified as
NO, YES and unknown. The radiotherapy variable was classified as NO and YES. Platelets
(PLTs), white blood cells (WBCs), neutrophils (NEUs), haemoglobin (Hb),
glutamic-pyruvic transaminase (ALT), glutamic-oxalacetic transaminase (AST) and total
bilirubin (TBil) were grouped as normal and abnormal.

Dose delay, dose reduction and relative dose intensity
Chemotherapy completion was defined as all standard doses of chemotherapy. Dose delay
was defined as an average delay of more than 3 days (>3 days vs. ≤3 days) (Kogan, Davis &
Brooks, 2019; Cespedes Feliciano et al., 2017; Fauci et al., 2011) from the intended date.
The total dose received and dose intensities for irinotecan and 5-Fu were calculated for
each patient. Dose reduction (actual dose/standard dose � 100%) ≤85% was considered
chemotherapy reduction. RDI [(actual dose � 14)/(standard dose � (dose delay + 14)) �

100%] ≤80% was also described as chemotherapy reduction (low RDI).

Chemotherapy regimens
FOLFIRI consisted of leucovorin 400 mg/m2/d and irinotecan 180 mg/m2 as a 2-h infusion
on day 1 followed by bolus 5-Fu, 400 mg/m2 then by a 46-h 5-Fu infusion of 2,400 mg/m2.
This cycle was repeated every 2 weeks for 4–12 cycles.

Statistical analysis
OS and PFS were plotted using the Kaplan‒Meier method. The distribution of
clinicopathological characteristics between the low 5-Fu RDI group and the high 5-Fu RDI
group was analysed using chi-squared tests. The primary endpoint was progression-free
survival (PFS), which was calculated from the date of first-line FOLFIRI chemotherapy to
the date of progression. The secondary endpoint was overall survival (OS), which was
calculated from the date of FOLFIRI-based first-line treatment to the date of death.
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Survival curves were generated using the Kaplan‒Meier method, and the log-rank test was
carried out to evaluate the survival differences between groups.

We used R 4.0.3 software (R Core Team, 2020) for statistical analysis. When the bilateral
p value < 0.05, the difference was considered statistically significant.

RESULTS
Clinicopathological characteristics of patients with advanced CRC
treated with FOLFIRI-based first-line chemotherapy
We identified 144 eligible patients with advanced CRC who received FOLFIRI-based first-
line treatment. There were 124 (86.11%) patients treated with reduced doses of 5-Fu (5-Fu
RDI ≤ 80%, low Fu-RDI group) and 20 (13.89%) patients treated with nonreduced doses of
5-Fu (high Fu-RDI group). There were basically no significant differences in
clinicopathological characteristics between the two groups, and detailed information is
shown in Table 1.

Effect of chemotherapy dose delay on chemotherapy efficacy
There were 114 patients with chemotherapy dose delay (dose delay >3 days) and 30
patients without chemotherapy dose delay (dose delay ≤3 days). Between the two groups,
there was no statistically significant difference in OS (p = 0.37). However, the PFS of
patients without a dose delay was better than that of patients with a dose delay (p = 0.002)
(Fig. 1).

Effect of 5-Fu dose reduction on chemotherapy efficacy
We used dose reduction and RDI to evaluate the effect of 5-Fu dose reduction on
prognosis. As shown in Figs. 2A and 2B, PFS and OS were both better in patients without
5-Fu dose reduction than in patients with 5-Fu dose reduction (p < 0.001 and p = 0.024,
respectively). However, there were no differences in OS for both 5-Fu dose reduction and
RDI. As shown in Figs. 2C and 2D, only PFS was better in patients with a high 5-Fu RDI
than in patients with a low 5-Fu RDI (p < 0.001). However, there was no difference in OS
between the high 5-Fu RDI group and the low 5-Fu RDI group (p = 0.23).

Stratified analyses of OS and PFS according to 5-Fu RDI
In the stratified analysis of OS based on the 5-Fu RDI, we found that in the age <65 years
subgroup, patients with a high RDI had better OS. However, in the age ≥65 years subgroup,
patients with a low RDI had better OS (Fig. 3A). In the stratified analysis of PFS based on
the 5-Fu RDI, patients with a high 5-Fu RDI had better survival in almost all subgroups.
However, in the age ≥65 years subgroup, patients with a low RDI tended to have a better
PFS (Fig. 3B).

Effect of 5-Fu dose reduction on chemotherapy efficacy in young and
old patients
Patients younger than 65 years were defined as the young cohort, and those older than 65
years were defined as the older cohort. In the young cohort, PFS and OS were both better in
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Table 1 The characteristics of patients with advanced colorectal cancer treated with FOLFIRI based
first-line treatment.

Characteristic Number Low Fu-RDI (%) High Fu-RDI (%) Pa

Total 144 124 (86.11) 20 (13.89)

Gender 0.733

Male 96 82 (66.13) 14 (70)

Female 48 42 (33.87) 6 (30)

Age 0.395

<65 81 68 (54.84) 13 (65)

≥65 63 56 (45.16) 7 (35)

Undernutrition 0.955

Without undernutrition 123 106 (85.48) 17 (85)

With undernutrition 21 18 (14.52) 3 (15)

ECOG 0.993

0 107 92 (74.19) 15 (75)

1 29 25 (20.16) 4 (20)

2 8 7 (5.65) 1 (5)

Comorbidity 0.618

0 95 82 (66.13) 13 (65)

1 39 34 (27.42) 5 (25)

2 7 5 (4.03) 2 (10)

3 3 3 (2.42) 0 (0)

Location 0.432

Left-side 121 103 (83.06) 18 (90)

Right-side 23 21 (16.94) 2 (10)

Histological type 0.297

Adenocarcinoma 75 64 (51.61) 11 (55)

Mucous adenocarcinoma 2 1 (0.81) 1 (5)

Unknown 67 59 (47.58) 8 (40)

Differentiated grade 0.226

Moderate 76 68 (54.84) 8 (40)

Poor 38 33 (26.61) 5 (25)

Unknown 30 23 (18.55) 7 (35)

CRC surgery 0.877

No 27 23 (18.55) 4 (20)

Yes 117 101 (81.45) 16 (80)

Liver surgery 0.588

No 116 99 (79.84) 17 (85)

Yes 28 25 (20.16) 3 (15)

Liver metastasis 0.947

No 71 61 (49.19) 10 (50)

Yes 73 63 (50.81) 10 (50)

Num of metastatic organs 0.619

<2 79 67 (54.03) 12 (60)

>=2 65 57 (45.97) 8 (40)
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Table 1 (continued)

Characteristic Number Low Fu-RDI (%) High Fu-RDI (%) Pa

RAS 0.573

Wild 76 67 (54.03) 9 (45)

Mutation 57 47 (37.9) 10 (50)

Unknown 11 10 (8.06) 1 (5)

BRAF 0.027

Wild 131 114 (91.94) 17 (85)

Mutation 3 1 (0.81) 2 (10)

Unknown 10 9 (7.26) 1 (5)

HER2 0.959

Negative 48 41 (33.06) 7 (35)

Positive 17 15 (12.1) 2 (10)

Unknown 79 68 (54.84) 11 (55)

MSI 0.155

MSS 115 98 (79.03) 17 (85)

MSI-H 6 4 (3.23) 2 (10)

Unknown 23 22 (17.74) 1 (5)

BEV 0.306

No 80 71 (57.26) 9 (45)

Yes 64 53 (42.74) 11 (55)

CET 0.416

No 89 75 (60.48) 14 (70)

Yes 55 49 (39.52) 6 (30)

ORR 0.025

No 63 59 (47.58) 4 (20)

Yes 56 47 (37.9) 9 (45)

Unknown 25 18 (14.52) 7 (35)

Chemotherapy continuity 0.716

Continuous 126 108 (87.1) 18 (90)

Incontinuity 18 16 (12.9) 2 (10)

Radiotherapy 0.394

No 124 108 (87.1) 16 (80)

Yes 20 16 (12.9) 4 (20)

PLT 0.551

Normal 128 111 (89.52) 17 (85)

Abnormal 16 13 (10.48) 3 (15)

WBC 0.939

Normal 107 92 (74.19) 15 (75)

Abnormal 37 32 (25.81) 5 (25)

NEU 0.213

Normal 135 115 (92.74) 20 (100)

Abnormal 9 9 (7.26) 0(0)

(Continued)
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patients with a high 5-Fu RDI than in those with a low 5-Fu RDI (p = 0.005 and p < 0.001,
respectively) (Figs. 4A and 4B). In the older cohort, patients with a low 5-Fu RDI had
better OS than those with a high 5-Fu RDI (p = 0.025, Fig. 4C). There was no statistically
significant difference in PFS for 5-Fu RDI (Fig. 4D).

Effect of irinotecan dose reduction on chemotherapy efficacy
We also used dose reduction and RDI to evaluate the effect of irinotecan dose reduction on
prognosis. As shown in Fig. 5, there were no statistically significant differences in either
PFS or OS for either dose reduction or RDI.

DISCUSSION
The optimal chemotherapy regimen and treatment of mCRC have been the subject of
many retrospective and prospective studies in the past decade. Due to personal or disease
reasons and treatment-related effects, it is common to modify the chemotherapy dose and
interval of the chemotherapy cycle. Incidences of dose delays, dose reduction, missing
doses, and reduced RDI were higher in those with CRC than in those with breast cancer,
NHL and non-small cell lung cancer (NSCLC) (Denduluri et al., 2015). Reduced RDI was
common among old patients with CRC who received adjuvant or neoadjuvant
chemotherapy. Older patients may have poor tolerance and compliance to chemotherapy
(Denduluri et al., 2015). However, few studies have focused on the impact of chemotherapy
dose modification in metastatic CRC patients. To our knowledge, this is the first study to
analyse the correlation between first-line chemotherapy dose or schedule modification and
survival in mCRC patients.

Table 1 (continued)

Characteristic Number Low Fu-RDI (%) High Fu-RDI (%) Pa

Hb 0.585

normal 93 79 (63.71) 14 (70)

abnormal 51 45 (36.29) 6 (30)

ALT 0.28

normal 117 99 (79.84) 18 (90)

abnormal 27 25 (20.16) 2 (10)

AST 0.191

normal 123 104 (83.87) 19 (95)

abnormal 21 20 (16.13) 1 (5)

TBil 0.841

normal 138 119 (95.97) 19 (95)

abnormal 6 5 (4.03) 1 (5)

Notes:
Abbreviations: Fu, Fluorouracil; RDI, Relative dose intensity; CRC, Colorectal cancer; MSI, Microsatellite Instability;
BEV, Bevacizumab; CET, Cetuximab; ORR, Overall response rate; PLT, Platelet; WBC, White blood cell; NEU,
Neutrophil; Hb, Hemoglobin; ALT, Glutamic-pyruvic transaminase; AST, Glutamic-oxalacetic transaminase; TBil, Total
bilirubin.
a P values obtained from the χ2 test. All statistical tests were two-sided.
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In clinical practice, dose reduction and delay of cytotoxic agents usually lead to a
reduction in RDI, resulting in adverse events. In our research, a delay of more than 3 days
was associated with significantly poorer PFS, leading to a significantly increased risk of
disease progression. However, there was no statistically significant difference in OS.
Haematological toxicity was the most common reason for dose delays (Lyman, Abella &
Pettengell, 2014). Our findings are consistent with the findings of similar studies conducted
in other cancer sites (Joseph et al., 2015; Starbuck et al., 2018). In many previous studies,
dose delay was defined as chemotherapy administration delay ≥3 or ≥7 days from the
intended date (Crawford et al., 2020; Denduluri et al., 2015). It is likely that if more
prolonged cut-offs were utilized, the adverse effect of dose delay would have been greater.
Our current data demonstrated the importance of avoiding dose delay if at all possible.

In this study, we evaluated the relationships between the RDI of irinotecan and 5-Fu and
survival outcomes, specifically the impact of dose reduction on PFS and OS in patients
receiving FOLFIRI. We found that the dose reduction and RDI of 5-Fu might have a
stronger association with survival than that of irinotecan. Patients with mCRC who
received an RDI > 80% of irinotecan had no significant difference from those who received
an RDI ≤ 80% in either PFS or OS. However, we found that a 5-Fu dose reduction >85%
was a significant predictor of PFS and OS. Furthermore, a higher RDI of 5-Fu had a
significant positive impact on PFS. Therefore, we conclude that irinotecan dose reduction

Figure 1 Kaplan–Meier estimate for patients with advanced colorectal cancer (CRC) treated with FOLFIRI based first-line treatment. (A)
Overall survival (OS) was measured between advanced CRC patients with or without dose delay (dose delay cutoff value was 3 days, p = 0.37). (B)
Progression-free survival (PFS) was measured between advanced CRC patients with or without dose delay. Patients without dose delay had better
survival (p = 0.002). Full-size DOI: 10.7717/peerj.15995/fig-1
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Figure 2 Kaplan–Meier estimate for patients with advanced CRC treated with FOLFIRI based first-line treatment. (A) OS was measured
between advanced CRC patients with or without 5-Fu dose reduction [(actual dose/standard dose � 100%) ≤85% was considered dose reduction].
Patients without 5-Fu dose reduction had better OS (p < 0.001). (B) PFS was measured between advanced CRC patients with or without 5-Fu dose
reduction. Patients without 5-Fu dose reduction had better PFS (p = 0.024). (C) OS was measured between advanced CRC patients in the low or high
5-Fu relative dose intensity (RDI, RDI cutoff was 20%, p = 0.23). (D) PFS was measured between advanced CRC patients in low or high 5-Fu RDI.
Patients in the high RDI group had better PFS (p < 0.001). Full-size DOI: 10.7717/peerj.15995/fig-2
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may have less impact on survival than 5-Fu for patients receiving FOLFIRI-based first-line
chemotherapy. If drug dose modification is carried out, the dose of irinotecan may be
reduced first, rather than 5-Fu. However, it is important to be cautious in dose reduction
because the number of patients enrolled in our study was too small. Additionally, doctors
and patients should try to avoid extending the chemotherapy interval. When the
chemotherapy is delayed, it will become a 3-week regimen. This issue should be further
explored in a larger dataset.

In contrast to our results, a study from Japan found that a higher RDI of irinotecan had
a significant positive impact on the objective response rate (ORR), disease control rate
(DCR), PFS and OS. Dose reduction of irinotecan was an independent prognostic factor
for PFS, while dose delay was not significantly associated with PFS (Nakayama et al.,
2014). However, we found that reducing the RDI of irinotecan did not affect the curative
effect on tumour response and survival outcomes. Previous evidence suggests that
polymorphisms homozygous for UGT1A1 might be associated with increased incidences
of serious haematological or gastrointestinal toxicities (Satoh et al., 2011). Several dose
escalation studies found that the dose of irinotecan should be guided by the UGT1A1
genotype for patients with gene mutations to reduce the dose without affecting the effect of
irinotecan (Xu et al., 2018). Dose modification of irinotecan based on UGT1A1
polymorphisms might explain these results. However, most studies showing adverse
consequences of dose modification were basically retrospective, and the sample size was
limited.

Some studies have confirmed that age-related comorbidities (Delgado-Ramos et al.,
2020), physiological changes, female sex, obesity with a body surface area (BSA) >2.0 m2

and the progressive loss of systemic protein or muscle (Cespedes Feliciano et al., 2017) will

Figure 3 Stratified analyses according to 5-Fu RDI. (A) Stratified analyses of OS according to 5-Fu RDI. (B) Stratified analyses of PFS according to
5-Fu RDI. Full-size DOI: 10.7717/peerj.15995/fig-3
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Figure 4 Kaplan–Meier estimate for patients with advanced CRC treated with FOLFIRI based first-line treatment in different age group. (A)
OS was measured in <65 years advanced CRC patients between the low and high 5-Fu RDI groups. Patients in the high 5-Fu RDI group had better
OS (p = 0.005). (B) In <65 years advanced CRC cohort, patients in the high 5-Fu RDI group had better PFS (p < 0.001). (C) OS was measured in ≥65
years advanced CRC patients between the low and high 5-Fu RDI groups. Patients in the low 5-Fu RDI group had better OS (p = 0.025). (D) In ≥65
years advanced CRC cohort, patients in the high 5-Fu RDI group had similar outcomes to patients in the low 5-Fu RDI group (p = 0.92).

Full-size DOI: 10.7717/peerj.15995/fig-4
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Figure 5 Kaplan–Meier estimate for patients with advanced CRC treated with FOLFIRI based first-line treatment. (A) OS was measured
between advanced CRC patients with or without irinotecan dose reduction (p = 0.94). (B) PFS was measured between advanced CRC patients with or
without irinotecan dose reduction. The prognosis of patients without irinotecan dose reduction were similar to patients with irinotecan dose
reduction (p = 0.35). (C) OS was measured between advanced CRC patients in the low or high irinotecan RDI group (irinotecan RDI cutoff was 30%,
p = 0.11). (D) PFS was measured between advanced CRC patients in the low or high irinotecan RDI group. The prognosis of patients in the high
irinotecan RDI group were similar to patients in the low irinotecan RDI group (p = 0.91). Full-size DOI: 10.7717/peerj.15995/fig-5
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increase the risk of chemotherapy-induced toxicity. Many studies have found that older
age was a risk factor for the development of chemotherapy-associated toxicities (Neugut
et al., 2006; Søgaard et al., 2013; Shayne et al., 2007, 2009). Chemotherapy-induced
neutropenia usually leads to hospitalization and the need for intravenous antibiotics.
Neutropenia may result in dose reduction, delay, or even discontinuation of
chemotherapy, which in turn may affect the prognosis of patients (Lyman, Abella &
Pettengell, 2014). Our research revealed that 5-FU dose adjustment has a significant impact
on prognosis and survival. Moreover, PFS was significantly different between low and high
RDI of 5-FU. However, there were no differences in OS. From subgroup analysis, patients
in the low 5-Fu RDI group were associated with poor PFS and OS in the young age (<65
years) population. However, this difference was not observed in the older group (≥65
years). Increased age and comorbidities, as well as the toxicity of 5-FU, may also lead to a
reduction in chemotherapy completion, and a shorter duration of chemotherapy is related
to poorer survival in mCRC. This tells us that chemotherapy dose delay and reduction
need to be performed with caution in young patients.

Studies that evaluated the impact of dose reduction and delays on patient outcomes
have been inconsistent to date. Research by Starbuck et al. (2018) and Olawaiye et al.
(2018) showed that on-time completion of chemotherapy is associated with improved
survival and higher complete response rates in epithelial ovarian cancer (EOC). A delayed
completion of chemotherapy was associated with decreased survival. This view is similar to
our research. However, the study did not consider the effect of dose modification on
prognosis. However, some studies investigated the effect of dose reduction and/or delay
and found no significant difference in survival for any group in EOC (Nagel et al., 2012;
Sivakumaran et al., 2020). Due to the limited sample size of this study, we cannot provide
more convincing information. In addition, a retrospective study explored whether
chemotherapy delay alone was associated with decreased survival in the HER2-positive
breast cancer subtype (Liutkauskiene et al., 2018). This finding establishes the importance
of molecular typing and suggests that it may have an impact on the results. We expect
larger sample data to explore the correlation between chemotherapy delay and RAS gene
status. Additionally, we may have overlooked the impact of targeted drugs on prognosis
and survival. Although the patients who have been successfully treated by resection of
metastases or who have benefited from local treatment and radiotherapy have experienced
chemotherapy delay, the above treatments have improved the prognosis of the patients.
The benefits of these treatments may interfere with the correlation between RDI and
prognosis. Further work and large samples are needed to elucidate the correlation between
RDI and survival.

In conclusion, our study confirms the importance of maintaining the schedule of
chemotherapy regimens. In the real world, it is important to reduce the occurrence of
chemotherapy delay as much as possible. We found that the RDI of 5-Fu might have a
stronger association with survival than that of irinotecan. Especially among patients
younger than 65 years, 5-Fu doses need to be modified with caution. Further work is
needed to clarify the role of dose delay and reduction in chemotherapy administration.

Zhang et al. (2023), PeerJ, DOI 10.7717/peerj.15995 14/19

http://dx.doi.org/10.7717/peerj.15995
https://peerj.com/


ADDITIONAL INFORMATION AND DECLARATIONS

Funding
The study was supported by a public welfare project of the Jinhua Municipal Science &
Technology Bureau (Grant Number: 2021-4-015). The funders had no role in study design,
data collection and analysis, decision to publish, or preparation of the manuscript.

Grant Disclosures
The following grant information was disclosed by the authors:
Jinhua Municipal Science & Technology Bureau: 2021-4-015.

Competing Interests
The authors declare that they have no competing interests.

Author Contributions
� Xia Zhang conceived and designed the experiments, analyzed the data, prepared figures
and/or tables, authored or reviewed drafts of the article, and approved the final draft.

� Hongjuan Zheng conceived and designed the experiments, analyzed the data, prepared
figures and/or tables, authored or reviewed drafts of the article, and approved the final
draft.

� Cheng Cai conceived and designed the experiments, authored or reviewed drafts of the
article, and approved the final draft.

� Yinzi Xu analyzed the data, prepared figures and/or tables, and approved the final draft.
� Mengzhen Xie analyzed the data, prepared figures and/or tables, and approved the final
draft.

� Qinghua Wang analyzed the data, authored or reviewed drafts of the article, and
approved the final draft.

� Xiayun Jin analyzed the data, authored or reviewed drafts of the article, and approved the
final draft.

� Jianfei Fu conceived and designed the experiments, prepared figures and/or tables,
authored or reviewed drafts of the article, and approved the final draft.

Human Ethics
The following information was supplied relating to ethical approvals (i.e., approving body
and any reference numbers):

This study was approved by the ethics committee of Affiliated Jinhua Hospital, Zhejiang
University School of Medicine (Approval Number: 2022LSD89, Zhejiang, China) and the
ethics committee of Second Affiliated Hospital of Zhejiang University School of Medicine
(Approval Number: 2023LSYD0691, Zhejiang, China).

Data Availability
The following information was supplied regarding data availability:

The raw measurements are available in the Supplemental File.

Zhang et al. (2023), PeerJ, DOI 10.7717/peerj.15995 15/19

http://dx.doi.org/10.7717/peerj.15995#supplemental-information
http://dx.doi.org/10.7717/peerj.15995
https://peerj.com/


Supplemental Information
Supplemental information for this article can be found online at http://dx.doi.org/10.7717/
peerj.15995#supplemental-information.

REFERENCES
Anuradha S, Donovan PJ, Webb PM, Brand AH, Goh J, Friedlander M, Oehler MK, Quinn M,

Steer C, Jordan SJ. 2016. Variations in adjuvant chemotherapy and survival in women with
epithelial ovarian cancer—a population-based study. Acta Oncologica 55(2):226–233
DOI 10.3109/0284186X.2015.1054950.

Aspinall SL, Good CB, Zhao X, Cunningham FE, Heron BB, Geraci M, Passero V, Stone RA,
Smith KJ, Rogers R, Shields J, Sartore M, Boyle DP, Giberti S, Szymanski J, Smith D, Ha A,
Sessions J, Depcinski S, Fishco S, Molina I, Lepir T, Jean C, Cruz-Diaz L, Motta J, Calderon-
Vargas R, Maland J, Keefe S, Tague M, Leone A, Glovack B, Kaplan B, Cosgriff S, Kaster L,
Tonnu-Mihara I, Nguyen K, Carmichael J, Clifford L, Lu K, Chatta G. 2015. Adjuvant
chemotherapy for stage III colon cancer: relative dose intensity and survival among veterans.
BMC Cancer 15:62 DOI 10.1186/s12885-015-1038-y.

Cespedes Feliciano EM, Lee VS, Prado CM, Meyerhardt JA, Alexeeff S, Kroenke CH, Xiao J,
Castillo AL, Caan BJ. 2017.Muscle mass at the time of diagnosis of nonmetastatic colon cancer
and early discontinuation of chemotherapy, delays, and dose reductions on adjuvant FOLFOX:
the C-SCANS study. Cancer 123(24):4868–4877 DOI 10.1002/cncr.30950.

Crawford J, Denduluri N, Patt D, Jiao X, Morrow PK, Garcia J, Barron R, Lyman GH. 2020.
Relative dose intensity of first-line chemotherapy and overall survival in patients with advanced
non-small-cell lung cancer. Supportive Care in Cancer 28(2):925–932
DOI 10.1007/s00520-019-04875-1.

Delgado-Ramos GM, Nasir SS, Wang J, Schwartzberg LS. 2020. Real-world evaluation of
effectiveness and tolerance of chemotherapy for early-stage breast cancer in older women. Breast
Cancer Research and Treatment 182(2):247–258 DOI 10.1007/s10549-020-05684-5.

Denduluri N, Lyman GH, Wang Y, Morrow PK, Barron R, Patt D, Bhowmik D, Li X, Bhor M,
Fox P, Dhanda R, Saravanan S, Jiao X, Garcia J, Crawford J. 2018. Chemotherapy dose
intensity and overall survival among patients with advanced breast or ovarian cancer. Clinical
Breast Cancer 18(5):380–386 DOI 10.1016/j.clbc.2018.02.003.

Denduluri N, Patt DA, Wang Y, Bhor M, Li X, Favret AM, Morrow PK, Barron RL, Asmar L,
Saravanan S, Li Y, Garcia J, Lyman GH. 2015. Dose delays, dose reductions, and relative dose
intensity in patients with cancer who received adjuvant or neoadjuvant chemotherapy in
community oncology practices. Journal of the National Comprehensive Cancer Network
13(11):1383–1393 DOI 10.6004/jnccn.2015.0166.

Elez E, Argilés G, Tabernero J. 2015. First-line treatment of metastatic colorectal cancer:
interpreting FIRE-3, PEAK, and CALGB/SWOG 80405. Current Treatment Options in Oncology
16(11):52 DOI 10.1007/s11864-015-0369-x.

Fauci JM, Whitworth JM, Schneider KE, Subramaniam A, Zhang B, Frederick PJ, Kilgore LC,
Straughn JM Jr. 2011. Prognostic significance of the relative dose intensity of chemotherapy in
primary treatment of epithelial ovarian cancer. Gynecologic Oncology 122(3):532–535
DOI 10.1016/j.ygyno.2011.05.023.

Gray R, Bradley R, Braybrooke J, Liu Z, Peto R, Davies L, Dodwell D, McGale P, Pan H,
Taylor C, Barlow W, Bliss J, Bruzzi P, Cameron D, Fountzilas G, Loibl S, Mackey J,
Martin M, Del Mastro L, Möbus V, Nekljudova V, De Placido S, Swain S, Untch M,

Zhang et al. (2023), PeerJ, DOI 10.7717/peerj.15995 16/19

http://dx.doi.org/10.7717/peerj.15995#supplemental-information
http://dx.doi.org/10.7717/peerj.15995#supplemental-information
http://dx.doi.org/10.3109/0284186X.2015.1054950
http://dx.doi.org/10.1186/s12885-015-1038-y
http://dx.doi.org/10.1002/cncr.30950
http://dx.doi.org/10.1007/s00520-019-04875-1
http://dx.doi.org/10.1007/s10549-020-05684-5
http://dx.doi.org/10.1016/j.clbc.2018.02.003
http://dx.doi.org/10.6004/jnccn.2015.0166
http://dx.doi.org/10.1007/s11864-015-0369-x
http://dx.doi.org/10.1016/j.ygyno.2011.05.023
http://dx.doi.org/10.7717/peerj.15995
https://peerj.com/


Pritchard KI, Bergh J, Norton L, Boddington C, Burrett J, Clarke M, Davies C, Duane F,
Evans V, Gettins L, Godwin J, Hills R, James S, Liu H, MacKinnon E, Mannu G, McHugh T,
Morris P, Read S, Wang Y, Wang Z, Fasching P, Harbeck N, Piedbois P, Gnant M, Steger G,
Di Leo A, Dolci S, Francis P, Larsimont D, Nogaret JM, Philippson C, Piccart M, Linn S,
Peer P, Tjan-Heijnen V, Vliek S, Mackey J, Slamon D, Bartlett J, Bramwell VH, Chen B,
Chia S, Gelmon K, Goss P, Levine M, Parulekar W, Pater J, Rakovitch E, Shepherd L, Tu D,
Whelan T, Berry D, Broadwater G, Cirrincione C, Muss H, Weiss R, Shan Y, Shao YF,
Wang X, Xu B, Zhao D-B, Bartelink H, Bijker N, Bogaerts J, Cardoso F, Cufer T, Julien J-P,
Poortmans P, Rutgers E, van de Velde C, Carrasco E, Segui MA, Blohmer JU, Costa S,
Gerber B, Jackisch C, von Minckwitz G, Giuliano M, De Laurentiis M, Bamia C, Koliou G-A,
Mavroudis D, A’Hern R, Ellis P, Kilburn L, Morden J, Yarnold J, Sadoon M, Tulusan AH,
Anderson S, Bass G, Costantino J, Dignam J, Fisher B, Geyer C, Mamounas EP, Paik S,
Redmond C, Wickerham DL, Venturini M, Bighin C, Pastorino S, Pronzato P, Sertoli MR,
Foukakis T, Albain R, Arriagada R, Bergsten Nordström E, Boccardo F, Brain E, Carey L,
Coates A, Coleman R, Correa C, Cuzick J, Davidson N, Dowsett M, Ewertz M, Forbes J,
Gelber R, Goldhirsch A, Goodwin P, Hayes D, Hill C, Ingle J, Jagsi R, Janni W, Mukai H,
Ohashi Y, Pierce L, Raina V, Ravdin P, Rea D, Regan M, Robertson J, Sparano J, Tutt A,
Viale G, Wilcken N, Wolmark N,WoodW, Zambetti M. 2019. Increasing the dose intensity of
chemotherapy by more frequent administration or sequential scheduling: a patient-level meta-
analysis of 37 298 women with early breast cancer in 26 randomised trials. The Lancet
393(10179):1440–1452 DOI 10.1016/S0140-6736(18)33137-4.

Hanna RK, Poniewierski MS, Laskey RA, Lopez MA, Shafer A, Van Le L, Crawford J, Dale DC,
Gehrig PA, Secord AA, Havrilesky LJ, Lyman GH. 2013. Predictors of reduced relative dose
intensity and its relationship to mortality in women receiving multi-agent chemotherapy for
epithelial ovarian cancer. Gynecologic Oncology 129(1):74–80 DOI 10.1016/j.ygyno.2012.12.017.

Innocenti F, Sibley AB, Patil SA, Etheridge AS, Jiang C, Ou FS, Howell SD, Plummer SJ,
Casey G, Bertagnolli MM, McLeod HL, Auman JT, Blanke CD, Furukawa Y, Venook AP,
Kubo M, Lenz HJ, Parker JS, Ratain MJ, Owzar K. 2021. Genomic analysis of germline
variation associated with survival of patients with colorectal cancer treated with chemotherapy
plus biologics in CALGB/SWOG 80405 (Alliance). Clinical Cancer Research 27(1):267–275
DOI 10.1158/1078-0432.CCR-20-2021.

Joseph N, Clark RM, Dizon DS, Lee MS, Goodman A, Boruta D Jr., Schorge JO,
Del CarmenMG, GrowdonWB. 2015. Delay in chemotherapy administration impacts survival
in elderly patients with epithelial ovarian cancer. Gynecologic Oncology 137(3):401–405
DOI 10.1016/j.ygyno.2015.03.052.

Kogan LG, Davis SL, Brooks GA. 2019. Treatment delays during FOLFOX chemotherapy in
patients with colorectal cancer: a multicenter retrospective analysis. Journal of Gastrointestinal
Oncology 10(5):841–846 DOI 10.21037/jgo.2019.07.03.

Liutkauskiene S, Grizas S, Jureniene K, Suipyte J, Statnickaite A, Juozaityte E. 2018.
Retrospective analysis of the impact of anthracycline dose reduction and chemotherapy delays
on the outcomes of early breast cancer molecular subtypes. BMC Cancer 18(1):453
DOI 10.1186/s12885-018-4365-y.

Lyman GH. 2009. Impact of chemotherapy dose intensity on cancer patient outcomes. Journal of
the National Comprehensive Cancer Network 7(1):99–108 DOI 10.6004/jnccn.2009.0009.

Lyman GH, Abella E, Pettengell R. 2014. Risk factors for febrile neutropenia among patients with
cancer receiving chemotherapy: a systematic review. Critical Reviews in Oncology/Hematology
90(3):190–199 DOI 10.1016/j.critrevonc.2013.12.006.

Zhang et al. (2023), PeerJ, DOI 10.7717/peerj.15995 17/19

http://dx.doi.org/10.1016/S0140-6736(18)33137-4
http://dx.doi.org/10.1016/j.ygyno.2012.12.017
http://dx.doi.org/10.1158/1078-0432.CCR-20-2021
http://dx.doi.org/10.1016/j.ygyno.2015.03.052
http://dx.doi.org/10.21037/jgo.2019.07.03
http://dx.doi.org/10.1186/s12885-018-4365-y
http://dx.doi.org/10.6004/jnccn.2009.0009
http://dx.doi.org/10.1016/j.critrevonc.2013.12.006
http://dx.doi.org/10.7717/peerj.15995
https://peerj.com/


Lyman GH, Dale DC, Crawford J. 2003. Incidence and predictors of low dose-intensity in
adjuvant breast cancer chemotherapy: a nationwide study of community practices. Journal of
Clinical Oncology 21(24):4524–4531 DOI 10.1200/JCO.2003.05.002.

Lyman GH, Dale DC, Friedberg J, Crawford J, Fisher RI. 2004. Incidence and predictors of low
chemotherapy dose-intensity in aggressive non-Hodgkin’s lymphoma: a nationwide study.
Journal of Clinical Oncology 22(21):4302–4311 DOI 10.1200/JCO.2004.03.213.

Nagel CI, Backes FJ, Hade EM, Cohn DE, Eisenhauer EL, O’Malley DM, Fowler JM,
Copeland LJ, Salani R. 2012. Effect of chemotherapy delays and dose reductions on progression
free and overall survival in the treatment of epithelial ovarian cancer. Gynecologic Oncology
124(2):221–224 DOI 10.1016/j.ygyno.2011.10.003.

Nakayama G, Tanaka C, Uehara K, Mashita N, Hayashi N, Kobayashi D, Kanda M, Yamada S,
Fujii T, Sugimoto H, Koike M, Nomoto S, Fujiwara M, Ando Y, Kodera Y. 2014. The impact
of dose/time modification in irinotecan- and oxaliplatin-based chemotherapies on outcomes in
metastatic colorectal cancer. Cancer Chemotherapy and Pharmacology 73(4):847–855
DOI 10.1007/s00280-014-2416-x.

Neugut AI, Matasar M, Wang X, McBride R, Jacobson JS, Tsai W-Y, Grann VR, Hershman DL.
2006. Duration of adjuvant chemotherapy for colon cancer and survival among the elderly.
Journal of Clinical Oncology 24(15):2368–2375 DOI 10.1200/JCO.2005.04.5005.

Olawaiye AB, Java JJ, Krivak TC, Friedlander M, Mutch DG, Glaser G, Geller M, O’Malley DM,
Wenham RM, Lee RB, Bodurka DC, Herzog TJ, Bookman MA. 2018. Does adjuvant
chemotherapy dose modification have an impact on the outcome of patients diagnosed with
advanced stage ovarian cancer? An NRG Oncology/Gynecologic Oncology Group study.
Gynecologic Oncology 151(1):18–23 DOI 10.1016/j.ygyno.2018.07.021.

R Core Team. 2020. R: a language and environment for statistical computing. Version 4.0.3.
Vienna: R Foundation for Statistical Computing. Available at https://www.r-project.org.

Satoh T, Ura T, Yamada Y, Yamazaki K, Tsujinaka T, Munakata M, Nishina T, Okamura S,
Esaki T, Sasaki Y, Koizumi W, Kakeji Y, Ishizuka N, Hyodo I, Sakata Y. 2011. Genotype-
directed, dose-finding study of irinotecan in cancer patients with UGT1A1 28 and/or UGT1A1 6
polymorphisms. Cancer Science 102(10):1868–1873.

Shayne M, Culakova E, Poniewierski MS, Wolff D, Dale DC, Crawford J, Lyman GH. 2007.
Dose intensity and hematologic toxicity in older cancer patients receiving systemic
chemotherapy. Cancer 110(7):1611–1620 DOI 10.1002/(ISSN)1097-0142.

Shayne M, Culakova E, Wolff D, Poniewierski MS, Dale DC, Crawford J, Lyman GH. 2009.
Dose intensity and hematologic toxicity in older breast cancer patients receiving systemic
chemotherapy. Cancer 115(22):5319–5328 DOI 10.1002/cncr.24560.

Sivakumaran T, Mileshkin L, Grant P, Na L, DeFazio A, Friedlander M, Obermair A,
Webb PM, Au-Yeung G. 2020. Evaluating the impact of dose reductions and delays on
progression-free survival in women with ovarian cancer treated with either three-weekly or
dose-dense carboplatin and paclitaxel regimens in the national prospective OPAL cohort study.
Gynecologic Oncology 158(1):47–53 DOI 10.1016/j.ygyno.2020.04.706.

Søgaard M, Thomsen RW, Bossen KS, Sørensen HT, Nørgaard M. 2013. The impact of
comorbidity on cancer survival: a review. Clinical Epidemiology 5(Suppl 1):3–29
DOI 10.2147/CLEP.S47150.

Starbuck KD, Szender JB, Duncan WD, Morrell K, Etter JL, Zsiros E, Odunsi K, Moysich K,
Eng KH. 2018. Prognostic impact of adjuvant chemotherapy treatment intensity for ovarian
cancer. PLOS ONE 13(11):e0206913.

Zhang et al. (2023), PeerJ, DOI 10.7717/peerj.15995 18/19

http://dx.doi.org/10.1200/JCO.2003.05.002
http://dx.doi.org/10.1200/JCO.2004.03.213
http://dx.doi.org/10.1016/j.ygyno.2011.10.003
http://dx.doi.org/10.1007/s00280-014-2416-x
http://dx.doi.org/10.1200/JCO.2005.04.5005
http://dx.doi.org/10.1016/j.ygyno.2018.07.021
https://www.r-project.org
http://dx.doi.org/10.1002/(ISSN)1097-0142
http://dx.doi.org/10.1002/cncr.24560
http://dx.doi.org/10.1016/j.ygyno.2020.04.706
http://dx.doi.org/10.2147/CLEP.S47150
https://peerj.com/
http://dx.doi.org/10.7717/peerj.15995


Xu RH, Muro K, Morita S, Iwasa S, Han SW, Wang W, Kotaka M, Nakamura M, Ahn JB,
Deng YH, Kato T, Cho SH, Ba Y, Matsuoka H, Lee KW, Zhang T, Yamada Y, Sakamoto J,
Park YS, Kim TW. 2018. Modified XELIRI (capecitabine plus irinotecan) versus FOLFIRI
(leucovorin, fluorouracil, and irinotecan), both either with or without bevacizumab, as
second-line therapy for metastatic colorectal cancer (AXEPT): a multicentre, open-label,
randomised, non-inferiority, phase 3 trial. The Lancet Oncology 19(5):660–671
DOI 10.1016/S470-2045(18)30140-2.

Zhang et al. (2023), PeerJ, DOI 10.7717/peerj.15995 19/19

http://dx.doi.org/10.1016/S470-2045(18)30140-2
https://peerj.com/
http://dx.doi.org/10.7717/peerj.15995

	Retrospective analysis of the impact of dose delay and reduction on outcomes of colorectal cancer patients treated with FOLFIRI&#x2011;based treatment ...
	Background
	Methods
	Results
	Discussion
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


