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ABSTRACT
Objective: Gastric cancer (GC), one of the highest venous thromboembolism (VTE)
incidence rates in cancer, contributes to considerable morbidity, mortality, and,
prominently, extra cost. However, up to now, there is not a high-quality VTE model
to steadily predict the risk for VTE in China. Consequently, setting up a prediction
model to predict the VTE risk is imperative.
Methods: Data from 3,092 patients from December 15, 2017, to December 31, 2022,
were retrospectively analyzed. Multiple logistic regression analysis was performed to
assess risk factors for GC, and a nomogram was constructed based on screened risk
factors. A receiver operating curve (ROC) and calibration plot was created to evaluate
the accuracy of the nomogram.
Results: The risk factors of suffering from VTE were older age (OR = 1.02, 95% CI
[1.00–1.04]), Karnofsky Performance Status (KPS) ≥ 70 (OR = 0.45, 95% CI
[0.25–0.83]), Blood transfusion (OR = 2.37, 95% CI [1.47–3.84]), advanced clinical
stage (OR = 3.98, 95% CI [1.59–9.99]), central venous catheterization (CVC)
(OR = 4.27, 95% CI [2.03–8.99]), operation (OR = 2.72, 95% CI [1.55–4.77]),
fibrinogen degradation product (FDP) >5 µg/mL (OR = 1.92, 95% CI [1.13–3.25]),
and D-dimer > 0.5 mg/L (OR = 2.50, 95% CI [1.19–5.28]). The area under the ROC
curve (AUC) was 0.82 in the training set and 0.85 in the validation set.
Conclusion: Our prediction model can accurately predict the risk of the appearance
of VTE in gastric cancer patients and can be used as a robust and efficient tool for
evaluating the possibility of VTE.
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INTRODUCTION
Venous thromboembolism (VTE), including deep venous thrombosis (DVT) and
pulmonary thromboembolism (PTE), is the second most common cause of death in
cancerous patients and contributes to prominently extra cost (Donnellan & Khorana, 2017;
Lyman et al., 2021). Meanwhile, the risk of VTE in cancer patients has not decreased
despite the elevated therapeutic effect. On the contrary, some studies manifest that the
incidence of VTE in cancer-associated patients has increased over the past two decades,
and approximately 15% of patients with cancer will undergo VTE (Lyman et al., 2018;
Eichinger, 2016).

The risk of VTE is primarily dependent on the type of cancer. Compared with other
solid neoplasms, the highest incidence rate was observed in the pancreas, primary brain
tumors, and gastric cancers (GC) (Moik, Ay & Pabinger, 2020). Apart from high incidence,
the occurrence of VTE is a prognostic factor in people with cancer. Research including
3,095 advanced GC patients indicated that VTE is a remarkably predictable marker with
hazard ratios (HRs) of 1.23 (95% CI [1.0–1.52]) (Kang et al., 2012). Given the severe
consequences of VTE in cancer, several risk prediction scores have been developed to
predict the likelihood of VTE occurrence. One of the most commonly used scales is the
Khorana risk score (van Es et al., 2017). However, it should be noted that the item BMI ≥
35 kg/m2 may not be suitable for Chinese individuals, as many Chinese individuals have a
relatively lower BMI, especially in gastric cancer (GC) patients. Additionally, the Khorana
risk score does not take into account the impact of surgery, anticancer therapies, and
supportive care treatments on VTE risk. These factors can also significantly increase the
risk of VTE in cancer patients and should be considered when assessing the overall risk
(Gervaso, Dave & Khorana, 2021).

Considering the aforementioned limitations, the objective of this study is to establish
and validate a prediction model that comprehensively and predicts the likelihood of VTE
in patients with gastric cancer (GC).

MATERIALS AND METHODS
Study population
Data were retrospectively retrieved from the database of Chongqing University Cancer
Hospital in China, from December 15, 2017, to December 31, 2022. A total of 3,348 GC
patients, including 1,290 newly diagnosed patients, were enrolled. The risk factors were
selected based on variables previously described in the guidelines, published literature,
and clinical experience. The variables below were taken into account:
Patient-associated factors: sex, age, Body Mass Index (BMI), Karnofsky Performance
Status (KPS), angiocardiopathy (cardiovascular disease); Cancer-associated factors:
clinical stage, lymph vessel invasion; Treatment-associated factors: chemotherapy
(capecitabine, oxaliplatin, CDDP, S-1 et al.), central venous catheterization (CVC) via
jugular vein, subclavian vein, and femoral vein, operation, blood transfusion (any
historical transfusion); Biomarker (gained from the latest hospitalisation): leukocyte
count, platelet count, hemoglobin, albumin concentration, serum creatinine,
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fibrinogen degradation product (FDP), D-dimer. Fresh blood samples were collected
by drawing blood from the antecubital vein and stored in EDTA-K2-coated tubes.
All blood samples were analyzed in the lab of Chongqing University Cancer Hospital.
BMI, KPS, leukocyte count, platelet count, hemoglobin, albumin concentration, serum
creatinine, FDP, and D-dimer were transformed into categorical variables using a
specific cut-off point based on clinical experience. The informed consents were
obtained from all participants and ethical approval was secured from by the ethics
committee of Chongqing University Cancer Hospital (Ref: No. CZLS2023284-A).

VTE diagnosis
According to the prevention and treatment of tumor-associated venous thromboembolism
(2019 Edition), VTE includes DVT and PE. Vascular pressure Doppler ultrasound or
venography was used to diagnose DVT. PE (pulmonary embolism) was diagnosed by CT
pulmonary angiography (CTPA) or nuclide lung ventilation/perfusion imaging. There
were no false positive results in imaging diagnosis.

Inclusion and exclusion criteria
The inclusion criteria were as follows: (1) Patients age ≥18 years; (2) Presence of at least
one hospitalization record; (3) pathology-confirmed GC including primary diagnosis or
disease progression after complete or partial remission. The exclusion criteria were as
follows: (1) Arterial or venous thrombosis within 3 months before admission (the latest
hopitalization), and ongoing treatment with anticoagulants; (2) recent radiotherapy within
the last 2 weeks, as well as chemotherapy within the past 3 months; (3) died within 2 days
after admission; (4) serious data missing or incomplete. The enrolled patients were allowed
to receive physical or chemical preventive anticoagulation during their hospitalization.
After applying the inclusion and exclusion criteria, a total of 3,092 patients were included
for further analysis. The flow diagram is shown in Fig. 1. All researchers reviewed and
standardized the database in the case of unawareness of the prediction variable and
outcome. The study complied with the Declaration of Helsinki and was authorized by the
ethics committee of Chongqing University Cancer Hospital.

Statistical analysis
Missing values were imputed using the ‘Mice’ package through multiple imputations.
In order to evaluate the model objectively, the “Create Data Partition” function in the
“caret” was utilized to randomly split the data set into a training set and validation set at
a ratio of 3:1. The baseline characteristics between the training set and validation set were
compared by the Pearson Chi-square test. Considering the large sample size and
relatively small variables, we needed more variables being included in the multivariate
logistic regression, we set variables with p < 0.2 in univariate regression analysis furtherly
analyzed by multiple logistic regression as in Kilic et al. (2012). Nomogram was built to
display the prediction variables and the quantitative risk assessment of VTE visually.
Simultaneously, the receiver operation characteristic (ROC) curve was adopted to assess
the performance of the predictive model in the training and validation set. A calibration
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plot was drawn to validate the calibration degree of the predictive model built.
All statistical analyses were conducted by R software version 4.1.0 (R Core Team, 2022)
and SPSS software version 26.0 (IBM Corp, Armonk, NY, USA). All statistical tests were
two-sided, p < 0.05 was statistically significant. Figures were drawn by GraphPad Prism 9
(GraphPad Software Inc, La Jolla, CA, USA).

RESULTS
Baseline characteristics
In the end, 3,092 gastric cancer patients were included in the study and randomly divided
into a training set (n = 2,319) and validation set (n = 773) at a ratio of 3:1. There were 2,224
(71.9%) male patients and 868 (28.1%) female patients, and the median age was 62.35 ±
11.14 years old. There were 105 patients developed VTE patients, including 6 PE and 99
DVT, and the occurrence rate of which was 0.19% and 3.20%, respectively. The onset time
of all these VTE ranged from 1 to 21 months, low-molecular-weight heparins (LMWHs)
for the initial (first 10 days) treatment and maintenance treatment of cancer-associated
thrombosis. ll parameters, including demographics, clinicopathologic features, treatment
methods, and laboratory indicators, were shown in Table 1, and there were no appreciably
meaningful differences between the training and validation cohorts (p > 0.05).

Figure 1 The flow diagram outlining the search progress.
Full-size DOI: 10.7717/peerj.17527/fig-1
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Table 1 Comparison of factor characteristics between training set and validation set.

Variables Overall Training set Validation set p-value
3,092 2,319 773

Sex

Female 868 (28.07) 648 (27.94) 220 (28.46) 0.817

Male 2,224 (71.93) 1,671 (72.06) 553 (71.54)

Age (years) 62.35 ± 11.143 62.268 ± 11.139 62.600 ± 11.159 0.473

BMI

<18.5 590 (19.08) 446 (19.23) 144 (18.63) 0.442

18.5–23.9 1,843 (59.61) 1,368 (58.99) 475 (61.45)

≥24 659 (21.31) 505 (21.78) 154 (19.92)

KPS

<70 246 (7.96) 180 (7.76) 66 (8.54) 0.539

≥70 2,846 (92.04) 2,139 (92.24) 707 (91.46)

Angiocardiopathy

NO 2,509 (81.14) 1,876 (80.90) 633 (81.89) 0.577

YES 583 (18.86) 443 (19.10) 140 (18.11)

Blood transfusion

NO 2,138 (69.15) 1,586 (68.39) 552 (71.41) 0.126

YES 954 (30.85) 733 (31.61) 221 (28.59)

Clinical stage

I–II 700 (22.64) 522 (22.51) 178 (23.03) 0.535

III 980 (31.69) 725 (31.26) 255 (32.99)

IV 1,412 (45.67) 1,072 (46.23) 340 (43.98)

Lymph vessel invasion

NO 2,785 (90.07) 2,085 (89.91) 700 (90.56) 0.652

YES 307 (9.93) 234 (10.09) 73 (9.44)

Chemotherapy

NO 2,054 (66.43) 1,537 (66.28) 517 (66.88) 0.792

YES 1038 (33.57) 782 (33.72) 256 (33.12)

CVC

NO 2,956 (95.60) 2,208 (95.21) 748 (96.77) 0.085

YES 136 (4.40) 111 (4.79) 25 (3.23)

Operation

NO 1,206 (39.00) 887 (38.25) 319 (41.27) 0.148

YES 1,886 (61.00) 1,432 (61.75) 454 (58.73)

Leukocyte count (10 ^ 9/L)

<11 181 (5.85) 139 (5.99) 42 (5.43) 0.627

≥11 2,911 (94.15) 2,180 (94.01) 731 (94.57)

Platelet count (10^9/L)

<350 2,765 (89.42) 2,067 (89.13) 698 (90.30) 0.399

≥350 327 (10.58) 252 (10.87) 75 (9.70)

Hemoglobin (g/L)

<100 868 (28.07) 637 (27.47) 231 (29.88) 0.212

(Continued)
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The risk factors of gastric cancer
In order to find the risk factors contributing to the occurrence of VTE in GC, univariable
logistic regression was first adopted to find some significant indexes in the training data set.
The comparison results were considered significant when p < 0.2, and the corresponding
indexes were included for further investigation. Finally, these elements, including age,
BMI, KPS, angiocardiopathy, blood transfusion, clinical stage, CVC, operation, leukocyte
count, hemoglobin, albumin concentration, serum creatinine, FDP, and D-dimer, all have
significance. Simultaneously, the multivariate logistic regression analysis was used to select
the most valuable elements. In the end, age, KPS, blood transfusion, clinical stage, CVC,
operation, FDP, and D-dimer were identified as independent VTE risk elements and were
included in the prediction model. The results of eight risk factors acquired in the
multivariate logistic regression analysis were demonstrated in Table 2. The eight impact
factors were shown as follows: age (OR = 1.02, 95% CI [1.00–1.04]), KPS ≥ 70 (OR = 0.45,
95% CI [0.25–0.83]), blood transfusion (OR = 2.37, 95% CI [1.47–3.84]), Clinical stage
(OR = 3.98, 95% CI [1.59–9.99]), central venous catheterization (OR = 4.27, 95% CI
[2.03–8.99]), operation (OR = 2.72, 95% CI [1.55–4.77]), fibrinogen degradation product
>5 µg/mL (OR = 1.92, 95% CI [1.13–3.25]), and D-dimer >0.5 mg/L (OR = 2.50, 95% CI
[1.19–5.28]).

Nomogram construction for gastric cancer
The eight risk factors derived from multivariate logistic regression analysis of the training
set were used to construct a nomogram to predict the risk of suffering from VTE in GC.
The nomogram and online tool (https://cqcgcp.shinyapps.io/DynNomapp/) for predicting
VTE are exhibited in Fig. 2. Each risk factor was endowed with scores accordingly.

Table 1 (continued)

Variables Overall Training set Validation set p-value
3,092 2,319 773

≥100 2,224 (71.93) 1,682 (72.53) 542 (70.12)

Albumin.concentration (g/L)

<30 224 (7.24) 160 (6.90) 64 (8.28) 0.229

≥30 2,868 (92.76) 2,159 (93.10) 709 (91.72)

Serum creatinine (mmol/L)

≤133 3,033 (98.09) 2,269 (97.84) 764 (98.84) 0.111

>133 59 (1.91) 50 (2.16) 9 (1.16)

FDP (mg/L)

≤5 2,297 (74.29) 1,715 (73.95) 582 (75.29) 0.491

>5 795 (25.71) 604 (26.05) 191 (24.71)

D.dimer (mg/L)

≤0.5 1,286 (41.59) 960 (41.40) 326 (42.17) 0.736

>0.5 1,806 (58.41) 1,359 (58.60) 447 (57.83)

Note:
Pearson Chi-square test was conducted to compare the baseline characteristics between the training set and validation set. p value < 0.05 was statistically significant. BMI,
Body Mass Index; KPS, Karnofsky Performance Status; CVC, central venous catheterization; FDP, fibrinogen degradation product.
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Table 2 Comparison of VTE and non-VTE in training set of gastric cancer.

Dependent: VTE NON-VTE (N = 2,237) VTE (N = 82) OR (univariable) OR (multivariable)

Sex Female 622 (27.8%) 26 (31.7%)

Male 1,615 (72.2%) 56 (68.3%) 0.83 (0.52–1.33, p* = 0.440)

Age Mean ± SD 62.2 ± 11.2 64.9 ± 10.6 1.02 (1.00–1.04, p* = 0.029) 1.02 (1.00–1.04, p = 0.041)

BMI <18.5 423 (18.9%) 23 (28%)

18.5–23.9 1,323 (59.1%) 45 (54.9%) 0.63 (0.37–1.05, p* = 0.074)

≥24 491 (21.9%) 14 (17.1%) 0.52 (0.27–1.03, p* = 0.062)

KPS <70 160 (7.2%) 20 (24.4%)

≥70 2,077 (92.8%) 62 (75.6%) 0.24 (0.14–0.41, p* < 0.001) 0.45 (0.25–0.83, p = 0.010)

Angiocardiopathy NO 1,815 (81.1%) 61 (74.4%)

YES 422 (18.9%) 21 (25.6%) 1.48 (0.89–2.46, p* = 0.129)

Blood transfusion NO 1,543 (69%) 43 (52.4%)

YES 694 (31%) 39 (47.6%) 2.02 (1.30–3.14, p* = 0.002) 2.37 (1.47–3.84, p < 0.001)

Clinical stage I–II 516 (23.1%) 6 (7.3%)

III 713 (31.9%) 12 (14.6%) 1.45 (0.54–3.88, p* = 0.463) 1.16 (0.42–3.17, p = 0.776)

IV 1,008 (45.1%) 64 (78%) 5.46 (2.35–12.69, p* < 0.001) 3.98 (1.59–9.99, p = 0.003)

Lymph vessel invasion NO 2,008 (89.8%) 77 (93.9%)

YES 229 (10.2%) 5 (6.1%) 0.57 (0.23–1.42, p* = 0.228)

Chemotherapy NO 1,481 (66.2%) 56 (68.3%)

YES 756 (33.8%) 26 (31.7%) 0.91 (0.57–1.46, p* = 0.695)

CVC NO 2,137 (95.5%) 71 (86.6%)

YES 100 (4.5%) 11 (13.4%) 3.31 (1.70–6.44, p* < 0.001) 4.27 (2.03–8.99, p < 0.001)

Operation NO 867 (38.8%) 20 (24.4%)

YES 1,370 (61.2%) 62 (75.6%) 1.96 (1.18–3.27, p* = 0.010) 2.72 (1.55–4.77, p < 0.001)

Leukocyte count <11 127 (5.7%) 12 (14.6%)

≥11 2,110 (94.3%) 70 (85.4%) 0.35 (0.19–0.66, p* = 0.001)

Platelet count <350 1,992 (89%) 75 (91.5%)

≥350 245 (11%) 7 (8.5%) 0.76 (0.35–1.67, p* = 0.491)

Hemoglobin <100 597 (26.7%) 40 (48.8%)

≥100 1,640 (73.3%) 42 (51.2%) 0.38 (0.25–0.60, p* < 0.001)

Albumin concentration <30 145 (6.5%) 15 (18.3%)

≥30 2,092 (93.5%) 67 (81.7%) 0.31 (0.17–0.56, p* < 0.001)

Serum creatinine ≤133 2,193 (98%) 76 (92.7%)

>133 44 (2%) 6 (7.3%) 3.93 (1.63–9.52, p* = 0.002)

FDP ≤5 1,679 (75.1%) 36 (43.9%)

>5 558 (24.9%) 46 (56.1%) 3.84 (2.46–6.01, p* < 0.001) 1.92 (1.13–3.25, p = 0.015)

D-dimer ≤0.5 949 (42.4%) 11 (13.4%)

>0.5 1,288 (57.6%) 71 (86.6%) 4.76 (2.51–9.02, p* < 0.001) 2.50 (1.19–5.28, p = 0.016)

Note:
Univariate and multivariate logistic regression was conducted to determine the independent factors, in univariate logistic regression, p* < 0.2 was set as cut off value for
multivariate logistc regression, in multivariate logistc regression, p < 0.05 was set as cutoff value for independent factors. BMI, Body Mass Index; KPS, Karnofsky
Performance Status; CVC, central venous catheterization; FDP, fibrinogen degradation product.
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The length of the line represents the possibility of the VTE. The longer the line, the more
possibility of VTE occurring. For instance, In binary variables, CVC was the most extended
factor. Thus, it can be explained that the influence is the maximum. The corresponding
score can transform every variable, and the summation of the scores can significantly
predict the possibility of VTE.

Validation of nomogram for VTE
The area under the curve (AUC) was drawn respectively in training data and validation
data, and the AUC of the training set was 0.82 and 0.85 in the validation set, manifesting a
sound discriminate capability (Fig. 3). The calibration plot was drawn to confirm if the
data from Chongqing University Cancer Hospital could be well applied to the nomogram
and the coefficient of determination p values were 0.863 and 0.679 separately (Fig. 4).
Representing that the prediction model exhibited good stability.

DISCUSSION
A clinical prediction model based on eight variables was established for the occurrence of
VTE in GC. All eight variables, including age, KPS, blood transfusion, clinical stage, CVC,
operation, FDP, and D-dimer, were included in this prediction model, which can be easily
collected in clinical practice. This model’s discrimination, calibration, and prediction value
are outstanding and have good application value in clinical recognition and decision-
making. To our knowledge, there is no prediction model specially designed for GC.
Consequently, it is urgent to set one. In order to formulate the most practical model, we
included three aspects as patient-associated factors, cancer-associated factors, and
laboratory biomarkers which impact the formation of VTE, and our importance ranking is
also reasonable.

Even though CVC has a revolutionary influence on patients demanding long-term
venous access will lead to a variety of components such as platelet, plasma proteins,
fibrinogen, adhesion, and coagulation in the blood vessel and result in DVT (Citla Sridhar,
Abou-Ismail & Ahuja, 2020). Tanizawa et al. (2017), based on 1,140 gastric cancer patients,
showed that patients who use central venous have a higher VTE incidence rate. Our result
is consistent with the study mentioned above.

Evidence from extensive cohort studies indicates that the cancer stage is a risk factor for
VTE (Gervaso, Dave & Khorana, 2021). Data on 671 gastric cancer patients found that
disease stages were significantly associated with VTE (OR = 2.24, 95% CI [1.42–3.53])
(Abdel-Razeq et al., 2020). A retrospective study including 2,085 gastric cancer patients
found a prominently different VTE incidence rate in different stages (Lee et al., 2010).
However, Fuentes et al. (2018a) did not find any relationship between VTE and stage.
Similarly, Wada et al. (2017) includes 976 gastric cancer patients divided the stage into I
and no less than II stage, and there is no difference between the two cohorts. Our research
found that VTE ratios were significantly higher in the IV stage than in the I–II stage.
The reason is that many advanced cancer patients’ conditions worsen with less activity and
more combination therapy, which all contribute to VTE (Streiff et al., 2021). As for no
meaning in the two researches above, the possible cause may be a relatively small sample
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size and a significant quantity difference between stages I and IV (64% VS 3%), which may
confuse the reality.

As one of the most essential and standardized therapeutic choices in GC, the operation
has played a well-known contribution to VTE occurrence (Gervaso, Dave & Khorana,
2021). Surgical interventions can not only damage endothelial cells, which can activate the
coagulation system but also stimulates sympathetic nerve by pain and increase the time
spent lying on the bedbound (Khan et al., 2021). Previous studies about cancer patients
indicated that the VTE rate in the overall 30 days after major surgeries ranges from
1.8–13.2%, highlighting the effect of surgery (Hammond et al., 2011). The results of our
study support this idea.

There are various research viewpoints on blood transfusion. A meta-analysis including
more than three million participants (Wang et al., 2021) found that preoperative blood
transfusion is a risk factor for postoperative VTE (OR = 2.95, 95% CI [1.63–5.30]).
Nonetheless, Baumann Kreuziger et al. (2021) found that there is no association between
red blood cell (RBC) transfusion with increased VTE risk in 657,412 hospitalized patients
(OR = 1.0, 95% CI [0.96–1.05]). In this retrospective study, blood transfusion contributes
to enhanced VTE risk (OR = 2.37, 95% CI [1.47–3.84]). Up to now, there is not a definite
cause to explain this phenomenon. One reason is that RBCs undergo structural and
biochemical changes and hemolysis at 4 �C, which accelerate thrombosis (Baumann
Kreuziger et al., 2021). Another reason is that free hemoglobin may further accelerate VTE
because it can blind nitric oxide, which plays an essential role in vasodilator and inhibitor
of gathering adhesion (Kanias et al., 2017). Meanwhile, a study found that thrombosis was
dose-dependent (Xenos, Vargas & Davenport, 2012). Therefore, taking transfusion into
account and not considering other elements such as platelet, hemoglobin, and dosage in
blood transfusion is not comprehensive.

D-dimer, a degradation product of cross-linked fibrin, increases quickly in acute
thrombosis. However, it can also rise in conditions such as cancer, infection, and

Figure 2 Nomogram (A) and online tool (B) of prediction model in gastric cancer. Full-size DOI: 10.7717/peerj.17527/fig-2
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inflammation (Khan et al., 2021). A previous study in cancer found that high D-dimer
levels were connected with increased thrombus risk (Khorana et al., 2021). However, a
study including 110 patients with gastrointestinal cancer found no significant D-dimer
level difference between patients with and without VTE (Kimura et al., 2016). Our data
indicated that D-dimer could be used as a prediction index for gastric cancer. Small
samples and different cancer types may casuse confusion.

FDP is the production after fibrinogen degradation and is an indicator reflecting the
hyperactivity of the fibrinolytic system. When coagulation is activated, fibrin monomers
will be changed into insoluble fibrin networks (Lord, 2011). Elevated plasma fibrinogen
level dramatically increases the risk of VTE (Hylckama Vlieg & Rosendaal, 2003). To the
best of our knowledge, this study first used FDP to predict VTE risk in gastric cancer and
found it to be an ideal index.

Studies found that increasing age is a risk factor for VTE in cancerous people (Streiff
et al., 2021). A previous study indicated that patients over 70 years old suffering from
chemotherapy had a 2-fold risk of thrombus than younger patients (Vergati et al., 2013).
On the contrary, Abdel-Razeq et al. (2020) found that age has no impact on the VTE rate.

Figure 3 Receiver operation characteristic curve of training set and validation set. Full-size DOI: 10.7717/peerj.17527/fig-3

Figure 4 The calibration plot of training set (A) and validation set (B). Full-size DOI: 10.7717/peerj.17527/fig-4
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However, the result deserves consideration because his article only divided age into two
groups according to if older than 50 years old. As is known to all, age contributes to cancer
and worsens health conditions, contributing to VTE (Gervaso, Dave & Khorana, 2021).
Our results also verify this idea. In regard to the research of Abdel-Razeq et al. (2020), we
do not think the year of 50 is a reasonable boundary because there isn’t a significant
difference between people over and below 50 years old.

KPS has been widely used in medical oncology as a simple and valuable method to
evaluate daily performance in an activity. Less activity means more time to lie in bed and
more opportunities to suffer VTE. Our result also supports this idea.

Some studies found that the VTE occurrence rate is 9–12% (Fuentes et al., 2018b).
However, other studies reported that a 1-year incidence of VTE was 3.5% in gastric cancer
under chemotherapy (Kang et al., 2012). In this retrospective study, The rate of thrombus
is 3.4%, lower than a majority of studies. The main reason is that our hospital pays more
attention to VTE prevention, and not only operation patients but also comprehensive
therapy patients will all be tested by thrombus scales and given corresponding therapy.
Otherwise, the follow-up period also plays an important role in the VTE rate, which should
not be neglected. In this study, we pay more attention to the VTE rate in hospitalization.

Another reason is racial variations which also plays a non-negligible effect. For example,
Asian-pacific patients have a dramatically lower risk of developing VTE than Caucasians
(Chew et al., 2006). Some indicators, such as BMI, leukocyte count, platelet count,
hemoglobin, and albumin concentration included in Khorana, didn’t show a significant
difference in our study. There are some reasonable reasons for the following. Weight loss is
found in up to 62% of gastric cancer (Wanebo et al., 1993). Therefore, it is unreasonable to
use it as a prediction item. Leukocyte count and platelet rise are also not common in many
advanced cancer patients because myelosuppression is very common in patients
undergoing treatment. As for hemoglobin, a previous study found that bleeding happens
in less than 20% of GC patients, which does not always lead to hemoglobin levels of less
than 100 g/L, limiting the usage (Wanebo et al., 1993). As for albumin concentration,
albumin is an inflammation marker, patients with elevated inflammation often have lower
albumin levels and, consequently, a heightened risk for VTE (Chi et al., 2019).

This article first sets up a prediction model based on possible influence factors in the
whole therapeutic process to predict the risk of thrombus in gastric cancer, and the effect is
good. Otherwise, it also implies that the most used Khorana score is not an excellent choice
to predict VTE in GC because it was developed and validated in a mixture of solid tumors
receiving chemotherapy (Khorana et al., 2021).

Although our prediction model is robust, There are some shortcomings in the study.
Firstly, the outcome included DVT and PTE, so we cannot obtain the valid prediction
model separately. Secondly, the cutoff value to separate the two groups was based on
clinical experience and literature, which may not be the optimal choice. Thirdly, this is a
retrospective study, some variates like the history of antiplatelet medications, smoking
status, previous history of VTE was very difficult to include. Finally, the prediction model
was developed and validated in a single center, the model lacks external validation, which
is an area we need to improve upon in the future.
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CONCLUSION
VTE is a common and deadly syndrome during the whole therapeutic process of GC.
In this study, the incidence rate is 3.4%. A novel prediction model was developed and
validated in 3,092 gastric cancer patients and illustrated well prediction value for screening
high-risk thrombus. However, it was conducted in retrospective analysis, and prospective
validation is needed to strengthen this conclusion.

ADDITIONAL INFORMATION AND DECLARATIONS

Funding
This work was supported by the National Cancer Center climbing fund, China (No.
NCC201822B75), the Chongqing Technology Innovation and application development
project, China (No. cstc2019jscxmsxmX0099) and the Natural Science Foundation of
Chongqing, China (No. cstc2020jcyj msxmX0538). 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:
National Cancer Center climbing fund, China: NCC201822B75.
Chongqing Technology Innovation and application development project, China:
cstc2019jscxmsxmX0099.
Natural Science Foundation of Chongqing, China: cstc2020jcyj msxmX0538.

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

Author Contributions
. Hang Zhou conceived and designed the experiments, analyzed the data, authored or
reviewed drafts of the article, and approved the final draft.

. Haike Lei conceived and designed the experiments, authored or reviewed drafts of the
article, and approved the final draft.

. Huai Zhao performed the experiments, prepared figures and/or tables, and approved the
final draft.

. Kaifeng Huang performed the experiments, analyzed the data, prepared figures and/or
tables, and approved the final draft.

. Yundong Wang conceived and designed the experiments, prepared figures and/or tables,
and approved the final draft.

. Ruixia Hong conceived and designed the experiments, performed the experiments,
prepared figures and/or tables, and approved the final draft.

. Jishun Huo performed the experiments, prepared figures and/or tables, authored or
reviewed drafts of the article, and approved the final draft.

. Li Luo conceived and designed the experiments, authored or reviewed drafts of the
article, and approved the final draft.

Zhou et al. (2024), PeerJ, DOI 10.7717/peerj.17527 12/15

http://dx.doi.org/10.7717/peerj.17527
https://peerj.com/


. Fang Li analyzed the data, 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):

Ethics Committee of Chongqing University Affiliated Tumor Hospital.

Data Availability
The following information was supplied regarding data availability:

The raw data is available in the Supplemental File.

Supplemental Information
Supplemental information for this article can be found online at http://dx.doi.org/10.7717/
peerj.17527#supplemental-information.

REFERENCES
Abdel-Razeq H, Mustafa R, Sharaf B, Al-Tell A, Braik D, Ashouri K. 2020. Patterns and

predictors of thromboembolic events among patients with gastric cancer. Scientific Reports
10(1):18516 DOI 10.1038/s41598-020-75719-w.

Baumann Kreuziger L, Edgren G, Hauser RG, Zaccaro D, Kiss J, Westlake M. 2021. Red blood
cell transfusion does not increase risk of venous or arterial thrombosis during hospitalization.
American Journal of Hematology 96(2):218–225 DOI 10.1002/ajh.26038.

Chew HK, Wun T, Harvey D, Zhou H, White RH. 2006. Incidence of venous thromboembolism
and its effect on survival among patients with common cancers. Archives of Internal Medicine
166(4):458–464 DOI 10.1001/archinte.166.4.458.

Chi G, Gibson CM, Liu Y, Hernandez AF, Hull RD, Cohen AT, Harrington RA, Goldhaber SZ.
2019. Inverse relationship of serum albumin to the risk of venous thromboembolism among
acutely ill hospitalized patients: analysis from the APEX trial. American Journal of Hematology
94(1):21–28 DOI 10.1002/ajh.25296.

Citla Sridhar D, Abou-Ismail MY, Ahuja SP. 2020. Central venous catheter-related thrombosis in
children and adults. Thrombosis Research 187(9106):103–112
DOI 10.1016/j.thromres.2020.01.017.

Donnellan E, Khorana AA. 2017. Cancer and venous thromboembolic disease: a review. The
Oncologist 22(2):199–207 DOI 10.1634/theoncologist.2016-0214.

Eichinger S. 2016. Cancer associated thrombosis: risk factors and outcomes. Thrombosis Research
140(Supplement 1):S12–S17 DOI 10.1016/S0049-3848(16)30092-5.

Fuentes HE, Oramas DM, Paz LH, Wang Y, Andrade XA, Tafur AJ. 2018a. Venous
thromboembolism is an independent predictor of mortality among patients with gastric cancer.
Journal of Gastrointestinal Cancer 49(4):415–421 DOI 10.1007/s12029-017-9981-2.

Fuentes HE, Paz LH, Wang Y, Oramas DM, Simons CR, Tafur AJ. 2018b. Performance of
current thromboembolism risk assessment tools in patients with gastric cancer and validity after
first treatment. Clinical and Applied Thrombosis/Hemostasis 24(5):790–796
DOI 10.1177/1076029617726599.

Zhou et al. (2024), PeerJ, DOI 10.7717/peerj.17527 13/15

http://dx.doi.org/10.7717/peerj.17527#supplemental-information
http://dx.doi.org/10.7717/peerj.17527#supplemental-information
http://dx.doi.org/10.7717/peerj.17527#supplemental-information
http://dx.doi.org/10.1038/s41598-020-75719-w
http://dx.doi.org/10.1002/ajh.26038
http://dx.doi.org/10.1001/archinte.166.4.458
http://dx.doi.org/10.1002/ajh.25296
http://dx.doi.org/10.1016/j.thromres.2020.01.017
http://dx.doi.org/10.1634/theoncologist.2016-0214
http://dx.doi.org/10.1016/S0049-3848(16)30092-5
http://dx.doi.org/10.1007/s12029-017-9981-2
http://dx.doi.org/10.1177/1076029617726599
http://dx.doi.org/10.7717/peerj.17527
https://peerj.com/


Gervaso L, Dave H, Khorana AA. 2021. Venous and arterial thromboembolism in patients with
cancer: JACC: CardioOncology state-of-the-art review. JACC: CardioOncology 3(2):173–190
DOI 10.1016/j.jaccao.2021.03.001.

Hammond J, Kozma C, Hart JC, Nigam S, Daskiran M, Paris A. 2011. Rates of venous
thromboembolism among patients with major surgery for cancer. Annals of Surgical Oncology
18(12):3240–3247 DOI 10.1245/s10434-011-1723-2.

Hylckama Vlieg A, Rosendaal FR. 2003. High levels of fibrinogen are associated with the risk of
deep venous thrombosis mainly in the elderly. Journal of Thrombosis and Haemostasis
1(12):2677–2678 DOI 10.1111/j.1538-7836.2003.0543b.x.

Kang MJ, Ryoo BY, Ryu MH, Koo DH, Chang HM, Lee JL. 2012. Venous thromboembolism
(VTE) in patients with advanced gastric cancer: an Asian experience. European Journal of
Cancer 48(4):492–500 DOI 10.1016/j.ejca.2011.11.016.

Kanias T, Lanteri MC, Page GP, Guo Y, Endres SM, Stone M. 2017. Ethnicity, sex, and age are
determinants of red blood cell storage and stress hemolysis: results of the REDS-III RBC-Omics
study. Blood Advances 1(15):1132–1141 DOI 10.1182/bloodadvances.2017004820.

Khan F, Tritschler T, Kahn SR, Rodger MA. 2021. Venous thromboembolism. Lancet
398(10294):64–77 DOI 10.1016/S0140-6736(20)32658-1.

Khorana AA, DeSancho MT, Liebman H, Rosovsky R, Connors JM, Zwicker J. 2021. Prediction
and prevention of cancer-associated thromboembolism. The Oncologist 26(1):e2–e7
DOI 10.1002/onco.13569.

Kilic A, Weiss ES, Allen JG, Conte JV, Shah AS, Baumgartner WA, Yuh DD. 2012. Simple score
to assess the risk of rejection after orthotopic heart transplantation. Circulation
125(24):3013–3021 DOI 10.1161/CIRCULATIONAHA.111.066431.

Kimura Y, Oki E, Ando K, Saeki H, Kusumoto T, Maehara Y. 2016. Incidence of venous
thromboembolism following laparoscopic surgery for gastrointestinal cancer: a single-center,
prospective cohort study. World Journal of Surgery 40(2):309–314
DOI 10.1007/s00268-015-3234-y.

Lee KW, Bang SM, Kim S, Lee HJ, Shin DY, Koh Y, Lee YG, Cha Y, Kim YJ, Kim JH, Park DJ,
Kim HH, Oh D, Lee JS. 2010. The incidence, risk factors and prognostic implications of venous
thromboembolism in patients with gastric cancer. Journal of Thrombosis and Haemostasis
8(3):540–547 DOI 10.1111/j.1538-7836.2009.03731.x.

Lord ST. 2011. Molecular mechanisms affecting fibrin structure and stability. Arteriosclerosis,
Thrombosis, and Vascular Biology 31(3):494–499 DOI 10.1161/ATVBAHA.110.213389.

Lyman GH, Carrier M, Ay C, Di Nisio M, Hicks LK, Khorana AA, Leavitt AD, Lee AYY,
Macbeth F, Morgan RL, Noble S, Sexton EA, StenehjemD,WierciochW, Kahale LA, Alonso-
Coello P. 2021. American Society of Hematology 2021 guidelines for management of venous
thromboembolism: prevention and treatment in patients with cancer. Blood Advances
5(4):927–974 DOI 10.1182/bloodadvances.2020003442.

Lyman GH, Culakova E, Poniewierski MS, Kuderer NM. 2018. Morbidity, mortality and costs
associated with venous thromboembolism in hospitalized patients with cancer. Thrombosis
Research 164(Suppl. 2):S112–S118 DOI 10.1016/j.thromres.2018.01.028.

Moik F, Ay C, Pabinger I. 2020. Risk prediction for cancer-associated thrombosis in ambulatory
patients with cancer: past, present and future. Thrombosis Research 191(Suppl 1):S3–S11
DOI 10.1016/S0049-3848(20)30389-3.

R Core Team. 2022. R: a language and environment for statistical computing. Version 4.1.0.
Vienna: R Foundation for Statistical Computing. Available at https://www.r-project.org.

Zhou et al. (2024), PeerJ, DOI 10.7717/peerj.17527 14/15

http://dx.doi.org/10.1016/j.jaccao.2021.03.001
http://dx.doi.org/10.1245/s10434-011-1723-2
http://dx.doi.org/10.1111/j.1538-7836.2003.0543b.x
http://dx.doi.org/10.1016/j.ejca.2011.11.016
http://dx.doi.org/10.1182/bloodadvances.2017004820
http://dx.doi.org/10.1016/S0140-6736(20)32658-1
http://dx.doi.org/10.1002/onco.13569
http://dx.doi.org/10.1161/CIRCULATIONAHA.111.066431
http://dx.doi.org/10.1007/s00268-015-3234-y
http://dx.doi.org/10.1111/j.1538-7836.2009.03731.x
http://dx.doi.org/10.1161/ATVBAHA.110.213389
http://dx.doi.org/10.1182/bloodadvances.2020003442
http://dx.doi.org/10.1016/j.thromres.2018.01.028
http://dx.doi.org/10.1016/S0049-3848(20)30389-3
https://www.r-project.org
http://dx.doi.org/10.7717/peerj.17527
https://peerj.com/


Streiff MB, Holmstrom B, Angelini D, Ashrani A, Elshoury A, Fanikos J. 2021. Cancer-
Associated venous thromboembolic disease, version 2. 2021, NCCN clinical practice guidelines
in oncology. Journal of the National Comprehensive Cancer Network 19:1181–1201
DOI 10.6004/jnccn.2021.0047.

Tanizawa Y, Bando E, Kawamura T, Tokunaga M, Makuuchi R, Iida K. 2017. Prevalence of deep
venous thrombosis detected by ultrasonography before surgery in patients with gastric cancer: a
retrospective study of 1140 consecutive patients. Gastric Cancer 20(5):878–886
DOI 10.1007/s10120-016-0677-2.

van Es N, Di Nisio M, Cesarman G, Kleinjan A, Otten HM, Mahé I. 2017. Comparison of risk
prediction scores for venous thromboembolism in cancer patients: a prospective cohort study.
Haematologica 102(9):1494–1501 DOI 10.3324/haematol.2017.169060.

Vergati M, Della-Morte D, Ferroni P, Cereda V, Tosetto L, La Farina F. 2013. Increased risk of
chemotherapy-associated venous thromboembolism in elderly patients with cancer.
Rejuvenation Research 16(3):224–231 DOI 10.1089/rej.2013.1409.

Wada T, Fujiwara H, Morita S, Fukagawa T, Katai H. 2017. Incidence of and risk factors for
preoperative deep venous thrombosis in patients undergoing gastric cancer surgery. Gastric
Cancer 20(5):872–877 DOI 10.1007/s10120-017-0690-0.

Wanebo HJ, Kennedy BJ, Chmiel J, Steele G Jr, Winchester D, Osteen R. 1993. Cancer of the
stomach. A patient care study by the American college of surgeons. Annals of Surgery
218(5):583–592 DOI 10.1097/00000658-199321850-00002.

Wang C, Kou H, Li X, Lan J. 2021. Association between preoperative blood transfusion and
postoperative venous thromboembolism: review meta-analysis. Annals of Vascular Surgery
73(6):463–472 DOI 10.1016/j.avsg.2020.11.033.

Xenos ES, Vargas HD, Davenport DL. 2012. Association of blood transfusion and venous
thromboembolism after colorectal cancer resection. Thrombosis Research 129(5):568–572
DOI 10.1016/j.thromres.2011.07.047.

Zhou et al. (2024), PeerJ, DOI 10.7717/peerj.17527 15/15

http://dx.doi.org/10.6004/jnccn.2021.0047
http://dx.doi.org/10.1007/s10120-016-0677-2
http://dx.doi.org/10.3324/haematol.2017.169060
http://dx.doi.org/10.1089/rej.2013.1409
http://dx.doi.org/10.1007/s10120-017-0690-0
http://dx.doi.org/10.1097/00000658-199321850-00002
http://dx.doi.org/10.1016/j.avsg.2020.11.033
http://dx.doi.org/10.1016/j.thromres.2011.07.047
http://dx.doi.org/10.7717/peerj.17527
https://peerj.com/

	Development and validation of a multi-parameter nomogram for venous thromboembolism in gastric cancer patients: a retrospective analysis ...
	Introduction
	Materials and Methods
	Results
	Discussion
	Conclusion
	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


