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ABSTRACT
Background: Bleeding complications following percutaneous renal biopsy (PRB) are
a significant clinical concern. This study aimed to validate and refine existing
prediction models for post-biopsy bleeding to support more accurate clinical
decision-making.
Methods: Clinical data from 471 PRB patients were examined in this prospective
analysis. Ultrasounds were performed immediately and 6 h post-biopsy to identify
perinephric hematomas. Patients exhibiting severe pain, a hemoglobin drop of
>10 g/L, symptomatic hypotension, hematuria within 7 days post-procedure
underwent repeat ultrasound to assess for bleeding complications. Univariate and
multivariable logistic regression analyses were conducted to identify factors
associated with bleeding risk. The predictive performance of three kidney biopsy risk
calculators (KBRC) was evaluated using the area under the receiver operating
characteristic (AUROC) curve, net reclassification improvement (NRI), integrated
discrimination improvement (IDI), and decision curve analysis (DCA) to determine
clinical utility. Nomograms were developed for each model to facilitate
clinical application.
Results: Univariate analysis identified body mass index (BMI), hemoglobin, and
ultrasound findings as significant predictors of bleeding complications. In
multivariable analysis, BMI, immediate ultrasound, and 6-h ultrasound data
remained significant (p < 0.05). The three models compared included: KBRC-5 (age,
body mass index (BMI), platelet count, hemoglobin, kidney size), KBRC-5 with
immediate ultrasound data (IKBRC), and KBRC-5 with 6-h hematoma size
(SKBRC). The AUROC values for these models were 0.683, 0.786, and 0.867,
respectively (p < 0.001). NRI and IDI analyses demonstrated that adding immediate
or 6-h ultrasound data significantly improved the risk reclassification ability of the
KBRC-5 model (p < 0.05). DCA indicated that IKBRC provided the highest net
benefit for risk thresholds between 25% and 77%, while SKBRC was superior for
thresholds between 10% and 95%. Nomograms were constructed for each model,
allowing clinicians to estimate the probability of bleeding complications by summing
scores for each predictor. Calibration curves showed good agreement between
predicted and observed probabilities.
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Conclusion: Incorporating real-time ultrasound data post-PRB significantly
enhances the predictive accuracy and risk reclassification capability of bleeding risk
models. These findings provide critical insights for guiding clinical management
decisions in patients undergoing renal biopsy.

Subjects Clinical Trials, Nephrology, Nursing, Radiology and Medical Imaging, Translational
Medicine
Keywords Percutaneous renal biopsy, Bleeding complications, Prediction model, Ultrasound,
Decision curve analysis, Net reclassification improvement, Integrated discrimination improvement,
Nomograms

INTRODUCTION
Percutaneous renal biopsy (PRB) is a pivotal procedure in nephrology, instrumental in
diagnosing the etiology and prognosis of renal diseases, guiding treatment decisions, and
monitoring kidney transplant function and viability (Dhaun et al., 2014). Since its
introduction roughly 70 years ago, PRB combined with histological analysis has become
the gold standard in nephrology practice due to its ability to provide definitive insights into
kidney pathology (Cameron & Hicks, 1997). However, despite its diagnostic significance,
PRB is not without risks, with bleeding being the most frequent and concerning
complication (Corapi et al., 2012). Bleeding complications occur in 11% to 37.7% of cases
(Corapi et al., 2012; Li et al., 2024; Varnell, Stone & Welge, 2019), influenced by factors
such as biopsy technique and patient characteristics. Severe bleeding can lead to prolonged
hospital stays, increased treatment costs, and additional interventions (Hogan, Mocanu &
Berns, 2016). In particular, the need for blood transfusions introduces immunological
challenges, as it can increase sensitization and raise the risk of future immunologic
complications for patients requiring kidney transplants (Lim et al., 2021). Given these
risks, accurately predicting post-PRB bleeding is essential for patient management
(Bhadauria et al., 2022). Effective risk prediction allows clinicians to tailor post-procedure
care, including determining the appropriate length of bed rest and whether prophylactic
treatments are necessary to prevent complications (Torigoe et al., 2022). Numerous studies
have explored factors that may influence bleeding following PRB (Wang et al., 2022; Xu
et al., 2021). Patient characteristics such as age, body mass index (BMI), and coagulation
status have been consistently associated with bleeding risk (Li et al., 2024; Patel et al.,
2021). Furthermore, impaired kidney function, low pre-biopsy hemoglobin levels, and
elevated clotting times—such as activated partial thromboplastin time (aPTT) or
prothrombin time (PT)—have also been identified as significant predictors of bleeding
complications (Pombas et al., 2020).

In 2020, Schorr et al. (2020) developed a bleeding risk calculator that offers clinicians a
practical tool for estimating post-biopsy bleeding risk based on pre-procedural patient
characteristics. This model integrates variables such as age, BMI, platelet count,
hemoglobin concentration, and maximum kidney size to calculate the individualized risk
of bleeding. While this model has shown good predictive performance, it has limitations,
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particularly in not accounting for procedural factors that may influence bleeding risk.
These factors are challenging to assess comprehensively in a predictive model.

The use of real-time ultrasound guidance during PRB has improved procedural safety
and reduced complication rates. Ultrasound guidance not only aids in precise needle
placement but also allows for the immediate detection of periprocedural complications,
such as hematomas or arteriovenous fistulas (Zhan & Lou, 2023). In fact, performing an
ultrasound immediately after the PRB has become standard practice to detect these
complications early, thereby enabling timely intervention if needed. In 2021, Granata et al.
(2021) emphasized the importance of performing a follow-up ultrasound after the PRB,
even before moving the patient, to check for any adverse events such as hematomas, which
is the most common periprocedural complications. Immediate ultrasound findings, such
as the presence of a perinephric hematoma, could enhance the predictive accuracy of
post-PRB bleeding risk by providing real-time information on complications that may
have already developed.

Recognizing the limitations of existing models and the potential benefit of incorporating
post-procedural data, we hypothesized that integrating both pre-procedure patient
characteristics and immediate and 6-h post-PRB ultrasound findings would enhance the
accuracy of bleeding risk prediction. To test this hypothesis, we validated the existing
KBRC-5 model and compared its performance to modified models incorporating
ultrasound data. We employed decision curve analysis (DCA) to evaluate the clinical utility
of each model by assessing net benefit (NB) across a range of risk thresholds. DCA
provides a comprehensive measure of a model’s practical applicability, offering valuable
insights for clinical decision-making (Liu et al., 2024).

This study aimed to quantify the improvement in predictive performance achieved by
incorporating ultrasound findings into bleeding risk models. We hypothesized that models
combining patient characteristics with real-time ultrasound findings would outperform
those relying solely on pre-procedural factors. The models were assessed using the area
under the receiver operating characteristic curve (AUROC) and DCA. Furthermore, the
added value of ultrasound data was evaluated through net reclassification improvement
(NRI) and integrated discrimination improvement (IDI).

MATERIALS AND METHODS
Study population and design
This study adhered to the Transparent Reporting of a Multivariable Prediction Model for
Prognosis or Diagnosis (TRIPOD) + AI guidelines (Collins et al., 2024). Ethical approval
was granted by the Biomedical Ethics Review Committee of West China Hospital, Sichuan
University (protocol code: 2022-832), and all participants provided written informed
consent. We conducted a prospective study, enrolling all adult patients undergoing PRB
between November 2023 and August 2024 at West China Hospital, Sichuan University.

Peri-procedure management, biopsy procedures and data collection
Peri-procedural management aimed to minimize bleeding risks by withholding
anticoagulants, antiplatelet agents, and other medications affecting coagulation prior to the
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procedure. For patients with platelet counts < 100 × 109/L, hemoglobin levels < 60 g/L, or
an international normalized ratio (INR) > 1.5, corrective measures were undertaken, and
bloodwork was rechecked. If the thresholds were still unmet, the procedure was delayed or
rescheduled. Baseline laboratory tests included hemoglobin, platelet count, INR,
creatinine, and urea levels. Neither desmopressin acetate nor conjugated estrogen was
routinely used to mitigate bleeding risk. Blood pressure was monitored on the day of the
procedure, with biopsies postponed if systolic blood pressure exceeded 150 mmHg or
diastolic pressure was greater than 90 mmHg until adequate control was achieved.

In total, four different nephrologists performed biopsies during our study period. They
had been performing PRB for at least 8 years and had participated in more than 1,000 PRB
procedures. PRB were performed by nephrologists under ultrasound guidance, using a
BARD Monopty 16-gauge, 16 cm Disposable Core Biopsy Instrument (Bard Peripheral
Vascular, Inc, Tempe, AZ, USA), a spring-loaded device that provides a 22 mm tissue core.
For all PRB patients in this study, the lower pole of the kidney was the target for puncture.
Immediately following the biopsy, an ultrasound scan of the kidney was performed to
document any perirenal hematoma in real-time. Standard post-procedure care included
maintaining the patient in a supine position for at least 24 h, with continuous
electrocardiographic monitoring. Vital signs, including pulse rate and blood pressure, were
recorded every 2 h. Additionally, a routine follow-up ultrasound was conducted 6 h after
the PRB to assess for any delayed hematoma. If any patient experienced a hemoglobin drop
of >10 g/L, symptomatic hypotension, hematuria, or persistent pain within 7 days, an
urgent repeat ultrasound was performed to evaluate for bleeding complications.

Outcomes
Outcomes were classified as either minor or major complications. Minor complications
included perinephric hematoma detected by urgent ultrasound screening, gross hematuria,
or bleeding that did not require intervention. Major complications were defined as
bleeding events necessitating transfusion, surgical intervention, or embolization of a
bleeding vessel.

Patient characteristics
Based on prior studies, we collected a comprehensive set of baseline characteristics known
to influence bleeding risk. These included age, platelet count, hemoglobin concentration,
kidney size, BMI, coagulation status, comorbidities, and the number of needle passes
during the biopsy procedure.

Statistical analyses
All statistical analyses were performed using R version 4.4.0, with significance set at a
two-tailed p-value < 0.05. Continuous variables were summarized as means when the data
were normally distributed, and medians were used for skewed distributions. Categorical
variables were reported as numbers and percentages.

Univariate logistic regression was performed to identify factors associated with bleeding
complications. The logistic regression model is expressed as:
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log itðPÞ ¼ ln
P

1� P

� �
¼ b0 þ b1X1 þ b2X2 þ…þ bkXk;

where P represents the probability of bleeding complications, b0 is the intercept, and bi are
the regression coefficients for the predictors Xi. Variables found to be significant in
univariate analysis were included in a multivariable logistic regression model to adjust for
potential confounders and determine the independent contributions of each factor.

The AUROC was calculated to assess and compare the predictive performance of three
kidney biopsy risk calculators: (1) the Kidney Biopsy Risk Calculator (KBRC-5),
(2) KBRC-5 combined with immediate post-biopsy ultrasound findings (IKBRC), and
(3) KBRC-5 combined with 6-h post-biopsy ultrasound findings (SKBRC). The AUROC
was computed using the following integral:

AUROC ¼
Z 1

0
TPRðFPR�1ðtÞÞdt;

where TPR (true positive rate) and FPR (false positive rate) are functions of the
classification threshold t.

To evaluate the clinical utility of these models, DCA was employed to compare their NB
across a range of risk thresholds for predicting bleeding complications within 1 week post-
PRB. The NB for a given threshold p was calculated as:

Net Benefit ¼ True Positives
N

� False Positives
N

� p
1� p

;

where N is the total sample size, and p represents the threshold probability. The
method described by Vickers & Elkin (2006) was used to quantify the improvement in
decision-making when incorporating sonographic data into existing prediction models.

Additionally, nomograms were developed for all three models, integrating significant
predictors and clinically relevant variables. These nomograms provide clinicians with a
user-friendly tool to estimate individual bleeding risk by assigning point values to each
variable and calculating total scores to predict the probability of bleeding complications.
The calibration curves of the nomograms were constructed to assess their agreement
between predicted and observed outcomes, using the following Brier score formula:

Brier Score ¼ 1
N

XN
i¼1

ðfi � OiÞ2;

where fi represents the predicted probability, and Oi is the observed outcome (0 or 1).
Incremental predictive values of adding immediate or 6-h ultrasound data to the

KBRC-5 model were further evaluated using NRI and IDI.
NRI was calculated as:

NRI ¼ ½Pð" eventÞ �j Pð# eventÞ� þj ½Pð# non� eventÞ � Pð" non� eventÞ�jj ;

where Pð"Þ and P # denote the proportions of individuals with increased or decreased risk
predictions.
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IDI was calculated as:

IDI ¼ ðPnew
event � Pnew

non�eventÞ � ðPold
event � Pold

non�eventÞ;
where pevent and pnon�event represent the mean predicted probabilities for events and non-
events, respectively, under the new and old models.

RESULTS
Clinical characteristics
During the study period, a total of 471 patients underwent PRB (mean age 42.60 years [SD
14.28]; mean BMI 24.24 [SD 3.75]). The incidence of minor and major bleeding
complications was 236 (50.1%) and 6 (1.3%), respectively. Among these patients, 32 (6.8%)
developed macroscopic hematuria, 204 (43.3%) experienced hematoma alone, and 23
(4.9%) had both macroscopic hematuria and hematoma. One patient (0.2%) required a
blood transfusion, while five patients (1.1%) required embolization or surgical
intervention. The baseline characteristics of the study cohort are detailed in Table 1.
Patients who experienced major bleeding complications were found to have significantly
lower BMI and pre-biopsy hemoglobin levels. Although not statistically significant, major
bleeding was also more frequent among those with smaller kidney size, lower platelet
counts, higher serum creatinine levels, and systolic blood pressure (BP) ≥ 160 mmHg.

Correlation with bleeding complications
Univariate analysis revealed that BMI, hemoglobin levels, and findings from both
immediate and 6-h ultrasound scans were significantly associated with bleeding
complications (Table 2). In multivariable logistic regression analysis, BMI (OR = 0.918;
95% CI [0.857–0.984]), along with immediate (OR = 2.432; 95% CI [1.315–4.496]) and 6-h
ultrasound data (OR = 1.942; 95% CI [1.675–2.251]) remained significant predictors of
bleeding (p < 0.05).

Kidney biopsy risk calculator model for the prediction of bleeding
complications
To evaluate the predictability of bleeding complications, the AUROC was calculated.
Variables that yielded significant results in the multivariable analysis were included,
alongside additional factors such as age, platelet count, hemoglobin levels, and kidney size
on ultrasound. Although these additional factors did not reach statistical significance, they
were included due to their potential clinical relevance in predicting bleeding risk.

Three models were developed and compared. The first model, termed KBRC-5,
included the following variables: age, BMI, platelet count, hemoglobin, and kidney size on
ultrasound. The second model, IKBRC, was an extension of KBRC-5 that added immediate
ultrasound findings. The third model, SKBRC, also built upon KBRC-5 but included the
size of the hematoma identified at the 6-h ultrasound. The AUROCs for the models were
0.683 (p < 0.001; 95% CI [0.635–0.731]) for KBRC-5, 0.786 (p < 0.001; 95% CI
[0.744–0.827]) for IKBRC, and 0.867 (p < 0.001; 95% CI [0.833–0.902]) for SKBRC (Fig. 1).
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Predictive nomogram and calibration curve for three models
Three nomograms combining significant predictors and clinically relevant variables were
developed (Fig. 2). Each variable was assigned a score on a point scale, and by summing the
total score, clinicians can reference the total point scale to draw a straight line down to
determine the estimated probability of bleeding complications. Risk factors included
immediate ultrasound hematoma, ultrasound hematoma size at 6 h. Protective factors
included age, platelet count, hemoglobin concentration and BMI. In addition, calibration
plots (Fig. 3) demonstrated good agreement between predicted and observed probabilities
for all models, with Brier scores of 22.5 (KBRC-5), 18.9 (IKBRC), and 14.2 (SKBRC),
confirming their reliability.

Table 1 Characteristics of patients according to postbiopsy bleeding events.

Characteristics Total (N = 471) No bleeding complications
(N = 235)

Minor bleeding events
(N = 230)

Major bleeding events
(N = 6)

p
value

Age (yra), mean (SDb) 42.60 (14.28) 43.63 (14.46) 41.83 (14.11) 31.83 (7.17) 0.118

BMIc, mean (SDb) 24.24 (3.75) 25.23 (3.79) 23.22 (3.47) 24.30 (2.72) <0.001

Maximum size of the kidney,
median (IQRd)

10.3 (9.8–10.9) 10.4 (9.8–11.1) 10.3 (9.8–10.9) 9.75 (9.5–10.2) 0.324

Systolic BPe 0.836

<140 (mmHg) 409 (86.8) 206 (87.7) 198 (86.1) 5 (83.3)

140–150 (mmHg) 47 (10) 22 (9.4) 25 (10.9) 0 (0)

151–160 (mmHg) 7 (1.5) 4 (1.7) 3 (1.3) 0 (0)

>160 (mmHg) 8 (1.7) 3 (1.2) 4 (1.7) 1 (16.7)

Diastolic BPe 0.851

<80 (mmHg) 218 (46.3) 110 (46.8) 107 (46.5) 1 (16.7)

80–90 (mmHg) 164 (34.8) 81 (34.5) 81 (35.2) 2 (33.3)

91–100 (mmHg) 72 (15.3) 34 (14.5) 36 (15.7) 2 (33.3)

>100 (mmHg) 17 (3.6) 10 (4.3) 6 (2.6) 1 (16.7)

Creatinine (mmol/L), median
(IQRd)

101.0
(74.0–149.0)

98.0 (74.0–145.0) 109.0 (74.0–147.25) 145.5 (115.3–361.8) 0.276

Hemoglobin (g/L), mean (SDb) 130.09
(114.0–146.0)

136.13 (26.536) 124.0 (26.63) 127.3 (21.62) <0.001

Platelets (×109), mean (SDb) 228.30
(178.0–270.0)

233.3 (81.0) 223.6 (76.3) 212.3 (59.3) 0.168

Number of passes, median (IQRd) 2.00 (2–3) 2 (2–3) 2 (2–3) 2 (2–3) 0.232

Diabetes mellitus 0.065

No 423 (89.8) 203 (86.4) 212 (92.2) 6 (100)

Yes 48 (10.2) 32 (13.6) 18 (7.8) 0 (0)

Hypertension 0.749

No 250 (53.1) 123 (52.3) 126 (54.8) 1 (16.7)

Yes 221 (46.9) 112 (47.7) 104 (45.2) 5 (83.3)

Notes:
a Years.
b Standard deviation.
c Body mass index.
d Interquartile range.
e Blood pressure.
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Table 2 Logistic regression analyses results for risk factors of bleeding complications from percutaneous renal biopsy.

Characteristics Univariable logistic regression analysis Multivariable logistic regression analysis

OR p value 95% CI OR p value 95% CI

Age 0.990 0.117 [0.997–1.003]

BMIa 0.858 <0.001 [0.813–0.906] 0.918 0.016 [0.857–0.984]

Maximum size of the kidney 3.275 0.279 [0.727–1.096]

Systolic BPb 1.003 0.584 [0.992–1.015]

Diastolic BPb 1.001 0.883 [0.986–1.017]

Creatinine 1.001 0.584 [1–1.003]

Hemoglobin 0.982 <0.001 [0.975–0.990]

Platelets 0.998 0.169 [0.996–1.001]

Number of passes 0.820 0.260 [0.580–1.158]

Diabetes mellitus 0.564 0.068 [0.305–1.043]

Hypertension 0.943 0.749 [0.656–1.354]

Immediate ultrasound information 7.388 <0.001 [4.476–12.194] 2.432 0.005 [1.315–4.496]

Hematoma size at 6 h 2.236 <0.001 [1.941–2.575] 1.942 <0.001 [1.675–2.251]

Notes:
a Body mass index.
b Blood pressure.
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Figure 1 Comparison of the area under the receiver operating characteristics curve (AUROC)
between KBRC-5, IKBRC and SKBRC. Comparison of the area under the receiver operating char-
acteristics curve (AUROC) between KBRC-5, IKBRC and SKBRC. The AUROC of KBRC-5 0.683
(p < 0.001; 95% CI [0.635–0.731]). The AUROC of IKBRC was 0.786 (p < 0.001, 95% CI [0.744–0.827]).
The AUROC of SKBRC was 0.867 (p < 0.001, 95% CI [0.833–0.902]). x = 1 − sensitivity, y = sensitivity.

Full-size DOI: 10.7717/peerj.18741/fig-1
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DCA for three models
DCA was conducted to assess the clinical utility of the three models (Fig. 4). For patients
with a risk threshold between 25% and 77%, IKBRC provided greater NB than either
treating all patients or treating none. Similarly, SKBRC showed higher NB when the risk
threshold ranged between 10% and 95%. Both IKBRC and SKBRC, which incorporated
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Figure 3 Calibration plots of the KBRC-5 model, IKBRC model, and SKBRC model. (A) This calibration plot evaluates the agreement between
predicted probabilities and observed outcomes for bleeding complications following percutaneous renal biopsy using the KBRC-5 model. (B) This
calibration plot evaluates the agreement between predicted probabilities and observed outcomes for bleeding complications following percutaneous
renal biopsy using the IKBRC model. (C) This calibration plot evaluates the agreement between predicted probabilities and observed outcomes for
bleeding complications following percutaneous renal biopsy using the SKBRC model. The solid diagonal line represents perfect calibration, where
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of predicted probabilities, while the vertical error bars indicate the 95% confidence intervals for the observed frequencies.

Full-size DOI: 10.7717/peerj.18741/fig-3
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ultrasound findings, outperformed KBRC-5 across all risk thresholds. This analysis
underscores the improved clinical decision-making potential when incorporating
real-time ultrasound data into bleeding risk prediction models following PRB.

Incremental predictive value of ultrasound data
NRIs and IDIs were calculated to evaluate the risk reclassification capability of the models.
The addition of immediate (p = 0.000) or 6-h ultrasound (p = 0.000) increased NRI and IDI
in the KBRC-5 model (all p < 0.05; Table 3, Fig. 5), indicating that inclusion of immediate or
6-h ultrasound information improved the risk reclassification ability of the prediction
model. For IKBRC the NRI was 0.69 ðPð" eventÞ ¼ 44:5%;Pð# non� eventÞ ¼ 90:2%Þjj .
For SKBRC, the NRI was 1.30 ðPð" eventÞ ¼ 79:2%;Pð# non� eventÞ ¼ 85:9%Þjj . These
results suggest that the 6-h ultrasound data provided better discrimination between events
and non-events than the immediate ultrasound data.

For IKBRC, the IDI was 0.14, reflecting an improvement in mean predicted probabilities
for events and a reduction for non-events. For SKBRC, the IDI was 0.32, indicating even
greater enhancement in discrimination between events and non-events compared to
IKBRC. These results confirm the incremental value of adding ultrasound findings to the
KBRC-5 model, as both IDI values were statistically significant (p < 0.05).

DISCUSSION
In this study, we prospectively collected and analyzed data on bleeding complications in
471 patients who underwent PRB. We assessed the impact of incorporating immediate and
6-h post-biopsy ultrasound data into bleeding risk prediction models. Our findings
demonstrate that adding ultrasound data substantially enhanced the predictive accuracy
and risk reclassification capacity of the models. Furthermore, we compared the clinical
utility and predictive power of three models: a base model (KBRC-5) and two enhanced
models incorporating ultrasound data (IKBRC and SKBRC). The results showed that
models with ultrasound data not only achieved higher predictive accuracy but also
provided a greater NB across specific risk thresholds, highlighting their potential for more
precise and clinically useful bleeding risk assessment.

The results demonstrate a marked improvement in the risk reclassification capability of
the KBRC-5 model when immediate or 6-h ultrasound data is integrated. This
enhancement, measured through significant increases in the NRI and IDI, underscores the
model’s enhanced precision in assigning patients to appropriate risk categories—an
essential factor for effective clinical decision-making (Pencina et al., 2008). Specifically, the
incorporation of ultrasound findings significantly boosts the model’s accuracy in
identifying high-risk patients, enabling clinicians to prioritize these individuals for closer
monitoring and timely intervention (Van Den Bosch et al., 2021). This allows clinicians to
better target individuals requiring closer monitoring or timely intervention. This
enhancement is particularly relevant in a clinical context where accurate stratification of
bleeding risk can guide monitoring intensity and therapeutic decisions, ultimately
contributing to better patient outcomes (Antonopoulos et al., 2022). These findings support
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the clinical value of integrating real-time imaging data into predictive models to refine risk
stratification and inform personalized patient management strategies.

Our study’s models offer several advancements over existing bleeding risk prediction
models for PRB, particularly in terms of predictive accuracy and AUROC values. The
KBRC-5 model, which included pre-biopsy variables such as age, BMI, platelet count,
hemoglobin, and kidney size on ultrasound, demonstrated moderate predictive accuracy
with an AUROC of 0.683. This is consistent with the results of earlier studies, which
reported similar performance metrics for the original KBRC-5 model (Schorr et al., 2020).
By incorporating immediate post-biopsy ultrasound findings, the IKBRC model showed a
significant improvement in predictive accuracy, with an AUROC of 0.786. This immediate
ultrasound assessment provides critical information about the initial impact of the biopsy
on kidney tissue, including the detection of small hematomas or other abnormalities before
the patient is moved (Bhattacharya et al., 2024). The ability to assess these early
complications in real time allows for a more nuanced prediction of subsequent bleeding
events. The SKBRC model, which includes hematoma size identified at the 6-h ultrasound,
further enhances predictive performance, achieving an AUROC of 0.867. This substantial
improvement highlights the value of delayed imaging in capturing the full extent of
post-biopsy changes, as hematomas may enlarge or become more apparent over time
(Prasad et al., 2015). However, while the SKBRC model demonstrated the highest
accuracy, it is worth noting that obtaining 6-h ultrasound results may not always be
feasible in routine clinical practice due to logistical challenges. Therefore, the IKBRC
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Table 3 Performance metrics of multivariate models with and without ultrasound information to predict bleeding complications after PRB.

Model Continuous NRI IDI

Estimate p value 95% CI Estimate p value 95% CI

KBRC-5 model Reference Reference

KBRC-5 model with immediate ultrasound information 0.694 0.000 [0.559–0.840] 0.135 0.000 [0.105–0.166]

KBRC-5 model with 6 h ultrasound information 1.304 0.000 [1.095–1.455] 0.316 0.000 [0.276–0.357]

Note:
PRB, Percutaneous renal biopsy; NRI, net reclassification improvement; IDI, integrated discrimination improvement.
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model, which uses more readily available immediate ultrasound data, may offer a more
practical solution for many healthcare settings. In comparison with prior models, the
integration of real-time ultrasound data (immediate and 6-h post-biopsy) in the IKBRC
and SKBRC models led to higher AUROC scores, indicating improved accuracy in
identifying patients at risk of bleeding complications. This improvement highlights the
added value of dynamic, real-time assessment, which many previous models lack.

DCA provides a clearer understanding of how predictive models can inform clinical
decisions by evaluating their NB across different risk thresholds (Vickers & Holland, 2021).
In our study, both ultrasound-enhanced models outperformed the original KBRC-5 model
across all risk thresholds. The IKBRC model offered a positive NB for patients with a
bleeding risk threshold between 25% and 77%. Similarly, the SKBRC model, with its
inclusion of 6-h ultrasound data, showed an even broader range of NB, from 10% to 95%.
For patients with a bleeding risk threshold between 10% and 95%, the SKBRC model
provides guidance that balances benefit and risk more effectively than either treating all
patients or treating none. This broad applicability makes SKBRC a valuable tool for
individualized patient care, as it allows clinicians to tailor their monitoring and
intervention strategies based on specific risk levels (Whittier, Sayeed & Korbet, 2016). It
can be seen that the combination of real-time ultrasound data enables personalized patient
management and has the potential to reduce the incidence of serious complications by
facilitating early identification and intervention of high-risk patients.

Similar to previous studies (Shidham et al., 2005; Trajceska et al., 2019), our univariable
logistic regression analysis showed that specific vital signs, age, laboratory test results,
ultrasound information were associated with bleeding complications after PRB. However,
in the multivariable logistic regression analysis, variables associated with bleeding
complications were the BMI immediate ultrasound information, and hematoma size at 6 h.
This reduction in significant predictors suggests that certain variables identified in
univariate analysis may act as confounders or mediators. For instance, lower BMI and
hemoglobin levels are likely indirect markers of underlying patient frailty (Huynh et al.,
2022; Zhang et al., 2023), which might be more directly linked to an increased bleeding risk
following PRB. These insights underscore the importance of refining predictive models to
focus on the most robust indicators of risk.

The nomograms derived from each model, particularly from the SKBRC model,
significantly enhance clinical applicability by providing a rapid, visual tool for assessing
bleeding risk. To improve the usability of the SKBRC model specifically, we developed a
nomogram that integrates key predictors—hematoma size at 6 h, BMI, hemoglobin levels,
platelet count, kidney size, and age. Each predictor is assigned a weighted score, allowing
clinicians to quickly calculate a patient’s overall bleeding risk by summing these values.
This accessible tool facilitates efficient and informed decision-making in busy clinical
environments, as it enables practitioners to easily assess the likelihood of bleeding
complications based on individualized patient profiles. The prominence of hematoma size
at 6 h as the most heavily weighted predictor within the SKBRC nomogram highlights the
importance of delayed ultrasound imaging in capturing clinically significant post-biopsy
changes. This finding aligns with a recent studie suggesting that delayed imaging offers
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valuable insights into evolving hematomas, which may not be fully evident in immediate
post-biopsy scans (Montoya et al., 2021). Unlike previous models that focused on
pre-biopsy and immediate post-biopsy factors, our nomogram underscores the added
predictive value of later imaging data, which enhances accuracy in stratifying bleeding risk.

Additionally, the nomogram emphasizes the contribution of other variables such as
BMI, hemoglobin, and platelet count, which add essential context for assessing overall risk.
Studies by Palsson et al. (2020) and Hasegawa et al. (2022) similarly highlighted the role of
these parameters in bleeding risk, but did not integrate them as intuitively into clinical
tools. By translating complex statistical models into a user-friendly, accessible format, our
nomogram bridges this gap, making advanced risk prediction easily implementable in
clinical workflows.

Overall, the integration of real-time ultrasound findings in the SKBRC model offers a
new standard for bleeding risk prediction following PRB. By enhancing predictive accuracy
and supporting timely clinical interventions, this model has the potential to improve
patient outcomes and optimize resource allocation in healthcare settings.

However, some limitations should be considered. First, this study was conducted at a
single tertiary-care institution, which may limit the generalizability of our findings.
External validation in larger, multi-center cohorts is needed to confirm the utility of these
modified models across diverse populations. Additionally, patients initially expected to
undergo PRB but later excluded for various reasons were not part of the analysis, which
may introduce selection bias. Moreover, certain relevant variables—such as biopsy needle
size, operator experience, and biopsy depth—were not included in our dataset, potentially
limiting the comprehensiveness of the predictive models.

Despite these limitations, our study provides valuable insights into predicting bleeding
complications after PRB. The integration of real-time ultrasound data into the IKBRC and
SKBRC models represents a significant advancement in risk prediction, with potential to
enhance patient safety and improve clinical outcomes. Future research should focus on
validating these models in varied clinical settings and identifying additional risk factors
that could further refine bleeding risk prediction, thereby enhancing the models’ utility in
routine clinical practice.

CONCLUSIONS
This study demonstrates the value of ultrasound data as a predictor of bleeding risk
following PRB. By incorporating ultrasound information after PRB, the predictive
performance of the KBRC model for bleeding risk significantly improves. This enhanced
model provides clinicians with a more accurate tool to guide patient management
decisions, including the duration of supine positioning, monitoring requirements, and the
appropriate use of hemostatic interventions. These findings underscore the importance of
ultrasound imaging in observing hematomas post-PRB and highlight its potential to
support clinical decision-making and facilitate integration into medical practice.

Li et al. (2024), PeerJ, DOI 10.7717/peerj.18741 14/18

http://dx.doi.org/10.7717/peerj.18741
https://peerj.com/


ADDITIONAL INFORMATION AND DECLARATIONS

Funding
This work was supported by the West China Nursing Discipline Development Special
Fund Project of Sichuan University (HXHL21013), and the Scientific and Technological
Department of Sichuan Province (No. 2022YFS0266). 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:
West China Nursing Discipline Development Special Fund Project of Sichuan University:
HXHL21013.
Scientific and Technological Department of Sichuan Province: 2022YFS0266.

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

Author Contributions
. Xing Li conceived and designed the experiments, analyzed the data, prepared figures
and/or tables, and approved the final draft.

. Min Liu conceived and designed the experiments, performed the experiments, analyzed
the data, prepared figures and/or tables, authored or reviewed drafts of the article, and
approved the final draft.

. Di-fei Duan conceived and designed the experiments, analyzed the data, authored or
reviewed drafts of the article, and approved the final draft.

. Yu Yan performed the experiments, prepared figures and/or tables, and approved the
final draft.

. Dengyan Ma performed the experiments, 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):

The West China Hospital of Biomedical Ethics Review Committee granted Ethical
approval to carry out the study within its facilities (Ethical Application Ref: 2022-832).

Data Availability
The following information was supplied regarding data availability:

The raw measurements are available in the Supplemental File.

Supplemental Information
Supplemental information for this article can be found online at http://dx.doi.org/10.7717/
peerj.18741#supplemental-information.

Li et al. (2024), PeerJ, DOI 10.7717/peerj.18741 15/18

http://dx.doi.org/10.7717/peerj.18741#supplemental-information
http://dx.doi.org/10.7717/peerj.18741#supplemental-information
http://dx.doi.org/10.7717/peerj.18741#supplemental-information
http://dx.doi.org/10.7717/peerj.18741
https://peerj.com/


REFERENCES
Antonopoulos AS, Angelopoulos A, Tsioufis K, Antoniades C, Tousoulis D. 2022.

Cardiovascular risk stratification by coronary computed tomography angiography imaging:
current state-of-the-art. European Journal of Preventive Cardiology 29(4):608–624
DOI 10.1093/eurjpc/zwab067.

Bhadauria D, Jose L, Kushwaha R, Kaul A, Nandan R, Singh V, Prasad N. 2022. Delayed onset
bleed after percutaneous kidney biopsy: is it the same as early bleed? Acta Radiologica
63(2):261–267 DOI 10.1177/0284185120988812.

Bhattacharya S, Nagaraju SP, Prabhu RA, Rangaswamy D, Rao IR, Bhojaraja MV, Shenoy SV.
2024. Sonological predictors of complications of percutaneous renal biopsy—a prospective
observational study. Irish Journal of Medical Science 193(5):2537–2544
DOI 10.1007/s11845-024-03753-y.

Cameron JS, Hicks J. 1997. The introduction of renal biopsy into nephrology from 1901 to 1961: a
paradigm of the forming of nephrology by technology. American Journal of Nephrology
17(3–4):347–358 DOI 10.1159/000169122.

Collins GS, Moons KGM, Dhiman P, Riley RD, Beam AL, Van Calster B, Ghassemi M, Liu X,
Reitsma JB, van Smeden M, Boulesteix AL, Camaradou JC, Celi LA, Denaxas S,
Denniston AK, Glocker B, Golub RM, Harvey H, Heinze G, Hoffman MM, Kengne AP,
Lam E, Lee N, Loder EW, Maier-Hein L, Mateen BA, McCradden MD, Oakden-Rayner L,
Ordish J, Parnell R, Rose S, Singh K, Wynants L, Logullo P. 2024. TRIPOD+AI statement:
updated guidance for reporting clinical prediction models that use regression or machine
learning methods. BMJ 385:e078378 DOI 10.1136/bmj-2023-078378.

Corapi KM, Chen JL, Balk EM, Gordon CE. 2012. Bleeding complications of native kidney biopsy:
a systematic review and meta-analysis. American Journal of Kidney Diseases 60(1):62–73
DOI 10.1053/j.ajkd.2012.02.330.

Dhaun N, Bellamy CO, Cattran DC, Kluth DC. 2014. Utility of renal biopsy in the clinical
management of renal disease. Kidney International 85(5):1039–1048 DOI 10.1038/ki.2013.512.

Granata A, Distefano G, Pesce F, Battaglia Y, Suavo Bulzis P, Venturini M, Palmucci S,
Cantisani V, Basile A, Gesualdo L. 2021. Performing an ultrasound-guided percutaneous
needle kidney biopsy: an up-to-date procedural review. Diagnostics (Basel) 11(12):2186
DOI 10.3390/diagnostics11122186.

Hasegawa S, Okada A, Aso S, Kumazawa R, Matsui H, Fushimi K, Yasunaga H, Nangaku M.
2022. Association between diabetes and major bleeding complications of renal biopsy. Kidney
International Reports 7(2):232–240 DOI 10.1016/j.ekir.2021.11.013.

Hogan JJ, Mocanu M, Berns JS. 2016. The native kidney biopsy: update and evidence for best
practice. Clinical Journal of the American Society of Nephrology 11(2):354–362
DOI 10.2215/CJN.05750515.

Huynh TQH, Pham TLA, Vo VT, Than HNT, Nguyen TV. 2022. Frailty and associated factors
among the elderly in Vietnam: a cross-sectional study. Geriatrics (Basel) 7(4):85
DOI 10.3390/geriatrics7040085.

Li FF, Guan YX, Li TX, Jiang D, He ZX, Xia P, Zhao XS. 2024. Analysis of hemorrhage upon
ultrasound-guided percutaneous renal biopsy in China: a retrospective study. International
Urology and Nephrology 56(5):1713–1720 DOI 10.1007/s11255-023-03860-2.

Lim CC, Tan HZ, Tan CS, Healy H, Choo J, Franca Gois PH. 2021. Desmopressin acetate to
prevent bleeding in percutaneous kidney biopsy: a systematic review. Internal Medicine Journal
51(4):571–579 DOI 10.1111/imj.14774.

Li et al. (2024), PeerJ, DOI 10.7717/peerj.18741 16/18

http://dx.doi.org/10.1093/eurjpc/zwab067
http://dx.doi.org/10.1177/0284185120988812
http://dx.doi.org/10.1007/s11845-024-03753-y
http://dx.doi.org/10.1159/000169122
http://dx.doi.org/10.1136/bmj-2023-078378
http://dx.doi.org/10.1053/j.ajkd.2012.02.330
http://dx.doi.org/10.1038/ki.2013.512
http://dx.doi.org/10.3390/diagnostics11122186
http://dx.doi.org/10.1016/j.ekir.2021.11.013
http://dx.doi.org/10.2215/CJN.05750515
http://dx.doi.org/10.3390/geriatrics7040085
http://dx.doi.org/10.1007/s11255-023-03860-2
http://dx.doi.org/10.1111/imj.14774
http://dx.doi.org/10.7717/peerj.18741
https://peerj.com/


Liu L, Jiang J, Wu L, Zeng M, Yan C, Liang L, Shi J, Xie Q. 2024. Assessing the risk of concurrent
mycoplasma pneumoniae pneumonia in children with tracheobronchial tuberculosis:
retrospective study. PeerJ 12(24):e17164 DOI 10.7717/peerj.17164.

Montoya F, Vidal A, Sepulveda F, Marileo R, Caro J, Castillo M. 2021. Cavernous sinus
hemangioma: imaging diagnosis and surgical considerations. World Neurosurgery 146:e30–e37
DOI 10.1016/j.wneu.2020.09.153.

Palsson R, Short SAP, Kibbelaar ZA, Amodu A, Stillman IE, Rennke HG, McMahon GM,
Waikar SS. 2020. Bleeding complications after percutaneous native kidney biopsy: results from
the Boston kidney biopsy cohort. Kidney International Reports 5(4):511–518
DOI 10.1016/j.ekir.2020.01.012.

Patel AG, Kriegshauser JS, Young SW, Dahiya N, Patel MD. 2021. Detection of bleeding
complications after renal transplant biopsy. American Journal of Roentgenology 216(2):428–435
DOI 10.2214/AJR.20.22990.

Pencina MJ, D’Agostino RB Sr, D’Agostino RB Jr, Vasan RS. 2008. Evaluating the added
predictive ability of a new marker: from area under the ROC curve to reclassification and
beyond. Statistics in Medicine 27(2):157–172; discussion 207–112 DOI 10.1002/sim.2929.

Pombas B, Rodríguez E, Sánchez J, Radosevic A, Gimeno J, Busto M, Barrios C, Sans L,
Pascual J, Soler MJ. 2020. Risk factors associated with major complications after
ultrasound-guided percutaneous renal biopsy of native kidneys. Kidney and Blood Pressure
Research 45(1):122–130 DOI 10.1159/000504544.

Prasad N, Kumar S, Manjunath R, Bhadauria D, Kaul A, Sharma RK, Gupta A, Lal H, Jain M,
Agrawal V. 2015. Real-time ultrasound-guided percutaneous renal biopsy with needle guide by
nephrologists decreases post-biopsy complications. Clinical Kidney Journal 8(2):151–156
DOI 10.1093/ckj/sfv012.

Schorr M, Roshanov PS, Weir MA, House AA. 2020. Frequency, timing, and prediction of major
bleeding complications from percutaneous renal biopsy. Canadian Journal of Kidney Health and
Disease 7(1):2054358120923527 DOI 10.1177/2054358120923527.

Shidham GB, Siddiqi N, Beres JA, Logan B, Nagaraja HN, Shidham SG, Piering WF. 2005.
Clinical risk factors associated with bleeding after native kidney biopsy. Nephrology (Carlton)
10(3):305–310 DOI 10.1111/j.1440-1797.2005.00394.x.

Torigoe K, Yamashita A, Abe S, Muta K, Mukae H, Nishino T. 2022. Effect of hemocoagulase on
the prevention of bleeding after percutaneous renal biopsy. Toxins (Basel) 14(3):223
DOI 10.3390/toxins14030223.

Trajceska L, Severova-Andreevska G, Dzekova-Vidimliski P, Nikolov I, Selim G, Spasovski G,
Rambabova-Busletik I, Ristovska V, Grcevska L, Sikole A. 2019. Complications and risks of
percutaneous renal biopsy. Open Access Macedonian Journal of Medical Sciences 7(6):992–995
DOI 10.3889/oamjms.2019.226.

Van Den Bosch T, Verbakel JY, Valentin L, Wynants L, De Cock B, Pascual MA, Leone FPG,
Sladkevicius P, Alcazar JL, Votino A, Fruscio R, Lanzani C, Van Holsbeke C, Rossi A,
Jokubkiene L, Kudla M, Jakab A, Domali E, Epstein E, Van Pachterbeke C, Bourne T,
Van Calster B, Timmerman D. 2021. Typical ultrasound features of various endometrial
pathologies described using international endometrial tumor analysis (IETA) terminology in
women with abnormal uterine bleeding. Ultrasound in Obstetrics & Gynecology 57(1):164–172
DOI 10.1002/uog.22109.

Varnell CD Jr, Stone HK, Welge JA. 2019. Bleeding complications after pediatric kidney biopsy: a
systematic review and meta-analysis. Clinical Journal of the American Society of Nephrology
14(1):57–65 DOI 10.2215/CJN.05890518.

Li et al. (2024), PeerJ, DOI 10.7717/peerj.18741 17/18

http://dx.doi.org/10.7717/peerj.17164
http://dx.doi.org/10.1016/j.wneu.2020.09.153
http://dx.doi.org/10.1016/j.ekir.2020.01.012
http://dx.doi.org/10.2214/AJR.20.22990
http://dx.doi.org/10.1002/sim.2929
http://dx.doi.org/10.1159/000504544
http://dx.doi.org/10.1093/ckj/sfv012
http://dx.doi.org/10.1177/2054358120923527
http://dx.doi.org/10.1111/j.1440-1797.2005.00394.x
http://dx.doi.org/10.3390/toxins14030223
http://dx.doi.org/10.3889/oamjms.2019.226
http://dx.doi.org/10.1002/uog.22109
http://dx.doi.org/10.2215/CJN.05890518
http://dx.doi.org/10.7717/peerj.18741
https://peerj.com/


Vickers AJ, Elkin EB. 2006. Decision curve analysis: a novel method for evaluating prediction
models. Medical Decision Making 26(6):565–574 DOI 10.1177/0272989X06295361.

Vickers AJ, Holland F. 2021. Decision curve analysis to evaluate the clinical benefit of prediction
models. The Spine Journal 21(10):1643–1648 DOI 10.1016/j.spinee.2021.02.024.

Wang WT, Patel AG, Zhang N, Young SW, Kriegshauser JS, Dahiya N, Patel MD. 2022. The
impact of blood pressure on the risk of major bleeding complication after renal transplant
biopsy. Abdominal Radiology (NY) 47(1):409–415 DOI 10.1007/s00261-021-03282-7.

Whittier WL, Sayeed K, Korbet SM. 2016. Clinical factors influencing the decision to transfuse
after percutaneous native kidney biopsy. Clinical Kidney Journal 9(1):102–107
DOI 10.1093/ckj/sfv128.

Xu S, Xiong B, Lin S, Li Q, Wang L, Zhao W. 2021. Predictors of perirenal haematoma
post-percutaneous ultrasound-guided renal biopsy. Journal of International Medical Research
49(11):3000605211058377 DOI 10.1177/03000605211058377.

Zhan T, Lou A. 2023. Comparison of outcomes of an 18-gauge vs 16-gauge ultrasound-guided
percutaneous renal biopsy: a systematic review and meta-analysis. Renal Failure 45(2):2257806
DOI 10.1080/0886022X.2023.2257806.

Zhang H, Wei X, Pan J, Chen X, Sun X. 2023. Anemia and frailty in the aging population:
implications of dietary fiber intake (findings of the US NHANES from 2007–2018). BMC
Geriatrics 23(1):634 DOI 10.1186/s12877-023-04352-9.

Li et al. (2024), PeerJ, DOI 10.7717/peerj.18741 18/18

http://dx.doi.org/10.1177/0272989X06295361
http://dx.doi.org/10.1016/j.spinee.2021.02.024
http://dx.doi.org/10.1007/s00261-021-03282-7
http://dx.doi.org/10.1093/ckj/sfv128
http://dx.doi.org/10.1177/03000605211058377
http://dx.doi.org/10.1080/0886022X.2023.2257806
http://dx.doi.org/10.1186/s12877-023-04352-9
http://dx.doi.org/10.7717/peerj.18741
https://peerj.com/

	Validation and modification of existing bleeding complications prediction models for percutaneous renal biopsy: a prospective study ...
	Introduction
	Materials and Methods
	Results
	Discussion
	Conclusions
	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


