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Simple Summary: Prognostication of breast cancer patients is essential for risk communication and
clinical decision-making. Many clinical tools for the survival prediction of breast cancer patients
have been developed over the years. However, most of them were developed from Western coun-
tries. Studies have shown that these tools did not perform well in other ethnicities, such as Asian
populations, including Thai. This study developed a new prediction model for survival predictions
using modern statistical methods that allow a more accurate estimation of the baseline survival. The
model was entitled the Individualized Prediction of Breast cancer Survival or the IPBS model. It
contains twelve routinely available predictors that oncologists usually evaluate in daily practice. The
survival information provided by the model was proven to be acceptably accurate and might be
useful for physicians and patients, especially in Thailand or other Asian countries, to arrive at the
most appropriate management plan.

Abstract: Prognostic models for breast cancer developed from Western countries performed less
accurately in the Asian population. We aimed to develop a survival prediction model for overall
survival (OS) and disease-free survival (DFS) for Thai patients with breast cancer. We conducted
a prognostic model research using a multicenter hospital-based cancer clinical registry from the
Network of National Cancer Institutes of Thailand. All women diagnosed with breast cancer who
underwent surgery between 1 January 2010 and 31 December 2011 were included in the analysis.
A flexible parametric survival model was used for developing the prognostic model for OS and
DFS prediction. During the study period, 2021 patients were included. Of these, 1386 patients with
590 events were available for a complete-case analysis. The newly derived individualized prediction
of breast cancer survival or the IPBS model consists of twelve routinely available predictors. The
C-statistics from the OS and the DFS model were 0.72 and 0.70, respectively. The model showed good
calibration for the prediction of five-year OS and DFS. The IPBS model provides good performance
for the prediction of OS and PFS for breast cancer patients. A further external validation study is
required before clinical implementation.
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1. Introduction

Breast cancer is the most common cancer among women and a significant public health
burden worldwide [1]. Globally, the five-year prevalence of breast cancer was reported at
1.8 million cases, with an age-standardized incidence rate at 47.8 and an age-standardized
mortality rate of 13.6 per 100,000 person/years [1]. In Thailand, breast cancer incidence
was the highest among all other cancers, with an age-standardized incidence rate of 31.4
per 100,000 person/years, with approximately 15,000 new cases diagnosed each year [2].
The overall trends of breast cancer have been observed to be increasing in every region of
Thailand. The incidence rate was projected to be around 48.5 per 100,000 person/years in
2034 [3-6]. Despite the high incidence rate of female breast cancer, the overall prognosis
was favorable compared to other cancers with an estimated age-standardized five-year
net survival of over 85% in developed countries [7]. In developing countries, including
Thailand, the five-year net survival was somehow lower at 64.8-68.7% [7].

Cancer prognostication is essential for guiding cancer management policy at both
the national and the global levels. Estimating the average prognosis from a population of
individuals with specific cancer (i.e., population-based cancer registry) can provide useful
information for policymakers to evaluate and benchmark the overall effectiveness of the
current healthcare situation. In contrast, estimating an accurate individual prognosis for
each patient with breast cancer is crucial for oncologists to arrive at the appropriate clinical
management decisions due to the highly heterogeneous nature and variations of breast
cancer [8]. For instance, prognostic models can provide survival predictions of patients
with early breast cancer after their surgical management, allowing clinicians to determine
whether adjuvant therapy will be beneficial to them.

Several survival prognostic models for patients with breast cancer were developed
over the years. Some of the well-known models were as follows: the Nottingham prognostic
index (NPI) [9], Adjuvant! [10], BC Nomogram [11], OPTIONS [12], CancerMath [13]
and PREDICT [14]. However, all of these models were originally developed from the
populations in Western countries, and some of the models were proven to provide less
accurate predictions during validation in other populations, including Asian ones [15-20].
There was one study that externally validated Western prognostic models in Thailand [20].
This external validation study concluded that Western models were less accurate in Thai
breast cancer patients. The poor external performance of the models could be the result of
the differences in the population case-mix and regression coefficients [21]. The association
and the predictive ability of the previously reported predictors in the Western models
might also be different, and the re-estimation of regression coefficients is often necessary.
Therefore, a prognostic model for survival prediction should be specifically developed
from a dataset of Thai patients with breast cancer. This study aimed to develop and
internally validate the novel prognostic models to predict the overall survival (OS) and
disease-free survival (DFS) for individual patient using multicenter hospital-based clinical
cancer registry data from the Network of National Cancer Institutes of Thailand.

2. Materials and Methods
2.1. Patients and Data

This prognostic model research was conducted based on the multicenter hospital-
based clinical cancer registry data from the Network of National Cancer Institutes of Thai-
land, which includes the National Cancer Institute (NCI) and five regional cancer hospitals,
including Lampang Cancer Hospital, Udon Thani Cancer Hospital, Ubon Ratchathani
Cancer Hospital, Surat Thani Cancer Hospital and Chonburi Cancer Hospital. These
cancer hospitals were located in different regions of Thailand and were responsible for
approximately 10% of patients with breast cancer in Thailand (Figure 1).
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Figure 1. The Network of National Cancer Institute of Thailand, which contributed to the clinical database of breast cancer.

The patient domain was all women newly diagnosed with invasive breast cancer
who underwent surgery and were treated at the NCI and the participating regional cancer
hospitals between 1st January 2010 and 31st December 2011. As our model was intended
to be used for prognostication in patients with operable breast cancer patients, patients
with stage IV breast cancer were excluded. We also excluded patients with any neoad-
juvant therapy before surgery. Patients were followed up from the date of surgery to
31st December 2016. Overall survival (OS) was estimated from patients who died from
any causes, and the definition of disease-free survival (DFS) was based on the guidelines
for time-to-event endpoint definitions in breast cancer trials [22]. In our study, DFS was
estimated from any invasive relapse (including ipsilateral recurrence), any appearance of a
second primary cancer (including contralateral breast cancer), any appearance of distant
metastasis and any causes of death, whichever occurred first and were documented in the
medical records. Therefore, disease-free in our study was the length of time after surgery
ends that the patient survives without any signs or symptoms or evidence of breast cancer.
Patients who did not have any endpoints were censored on 31st December 2016. The study
was approved by the institutional review board and ethical committee of the Faculty of
Medicine, Thammasat University (MTU-EC-ES-4-211/60) and by the ethical committee of
NCI and participating regional Cancer Hospitals (LPCH-EC-19/2015).

2.2. Predictors

Candidate predictors for the survival of patients with breast cancer were selected
based on clinical importance (expert advice, previously reported prognostic models and
the availability of predictors at the point of prediction). These prognostic factors included
patient factors: age at diagnosis (surgery) and menopausal status; tumor factors: patho-
logical staging, histological type, size of the tumor, histological grade, lymphovascular
invasion (LVI), nodal involvement, estrogen receptor (ER), progesterone receptor (PR) and
human epidermal growth factor receptor 2 (HER-2) and treatment factors: type of surgery,
chemotherapy, hormonal therapy and radiotherapy.

All prognostic factor data were reviewed and retrieved from medical records. Tumor
factor data were extracted directly from the pathological report. The ER or PR positivity
was examined by immunohistochemistry and defined as 1% or more positive tumor cells
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with nuclear staining. The HER-2 positivity was defined as either a score of 2+ and 3+ by
immunohistochemistry.

2.3. Derivation of the Survival Models

The Royston—-Parmar (RP) model, a parametric alternative to the Cox’s model, was
used to derive the prognostic model for overall survival and disease-free survival [23,24].
As the RP model estimates the baseline cumulative hazard function using restricted cu-
bic splines, it provides smooth estimates of the hazard and survival functions used to
extrapolate survival beyond the observed data. The number of degrees of freedom for the
baseline spline function was chosen based on the lowest Akaike Information Criterion
(AIC) and Bayesian Information Criterion (BIC). The proportional hazard assumption was
tested graphically using Schoenfeld residuals. A multivariable fractional polynomial (MFP)
procedure was used to model continuous variables, including age at surgery and size of the
tumor [25]. All data analyses were performed using Stata version 16 (StataCorp, College
Station, TX, USA). The derivatives of the RP model and multivariable fractional polynomial
model were fitted using stpm2 and mfp packages, respectively. The mathematical details of
the RP model are described in Supplementary File S1.

2.3.1. Missing Data

A complete case analysis would have excluded up to 30% of the original dataset due
to missing values among the ten candidate predictors; multiple imputation with chained
equation (MICE) was used to handle these missing values [26]. The mi impute chained
command was used to generate missing values, and the mi estimate command was used to
combine estimated coefficients from each RP model of the imputed datasets. We generated
20 imputed datasets during the MICE procedure based on the percentage of the variable
with the highest missing values. Predictive mean matching was to impute the size of
the tumor, ordinal logit models for pathological staging and histological grade and logit
models for the rest of the binary predictors. The endpoint indicator and log of survival
time were included in the series of chained imputation equations. The models derived
from MICE were compared to the models derived from the complete-case analysis. If no
significant differences were observed, the models from the complete-case analysis would
be presented.

2.3.2. Model Performance

The model performance was assessed in terms of discrimination and calibration.
The discriminative ability assesses how well the model can distinguish between a person
with more prolonged survival and shorter survival. Two measures of discrimination were
selected. One is based on a concordance and another one on prognostic separation. Harrell’s
C discrimination index (C-statistic) is the concordance measure that quantifies the rank
between the predicted risk and the observed survival times [27]. Royston and Sauerbrei’s
D statistic (D-statistic and R%p) were reported for prognostic separation measures [28].
D-statistic quantifies the observed separation between patients from low- and high-risk
groups, where these two equally sized groups are dichotomized at the median value of the
linear predictor of the proportional hazard model. Higher values of this statistic indicate
a more remarkable discriminative ability of the model. R?p is a measure of explained
variation derived from the D-statistic.

The model calibration was evaluated with multiple measures, as follows: Firstly,
the calibration plot was visualized by contrasting the observed proportion of endpoints
(overall survival and disease-free survival) at a fixed time point of five years from surgery
against the expected probabilities estimated from the models in 10 risk groups. To generate
the ten risk categories, we estimated the linear predictors of each patient through statistical
modeling and split them at the 10th, 20th, 30th, 40th, 50th, 60th, 70th, 80th and 90th
centiles. Secondly, we plotted the predicted and observed survival curves in four risk
groups to assess the longitudinal calibration. Cut-offs at the 25th, 50th and 75th centiles
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were applied to the linear predictor for generating four risk categories. Lastly, we presented
the calibration slope. By regressing the observed survival outcomes on the predicted
prognostic index, the regression coefficient is the calibration slope, where the values of the
slope close to 1 suggest that the model is well-calibrated. Internal validity and optimism
of the model were assessed by the bootstrap resampling method with 1000 replications.
Optimism-corrected C-statistic, D-statistic, R2p and calibration slope were calculated.

2.3.3. Model Presentation

The hazard ratio (HR) of each predictor was presented. The regression coefficient of
each predictor can be calculated by taking the natural logarithm of the hazard ratio. Baseline
overall and disease-free survival probabilities (Sp) at 5 (So(5)) and 10 (Sp(10)) years after
surgery were also presented. The prognostic index (PI) can be calculated by multiplying
the value of each predictor by its coefficient and then summing all the numbers together.
The five-year or 10-year predicted survival probability is then calculated as So(5)>PD
or 80(10)EXP(PD. The formula of how to calculate the predicted survival probability was
presented in Supplementary Table S1.

3. Results
3.1. Study Patients

During the study period, 2489 women diagnosed with breast cancer who underwent
surgical treatment were included. A total of 468 women were excluded (Figure 2). Of
these patients, 519 died, 69 had local recurrence and 194 had distant metastasis before
31 December 2016. A total of 590 events were considered in the disease-free survival model.
Of 2021 included cases, 1386 were available for a complete-case analysis. Regarding the
complete-case analyses, the number of events was 339 for the overall survival model and
384 for the disease-free survival model. According to the reverse Kaplan—-Meier method,
the median follow-up time was six years for both the overall survival and the disease-free
survival. The overall survival and disease-free survival probabilities at five years after
surgical treatment were 77.9% and 74.0%, respectively.

Most of the patients were from the National Cancer Institute (41%). The mean age of
the patients was 50 years old. A large proportion of patients had an invasive ductal tumor
(95%), pathological stage II and III (85%), tumor histological grade II and III (80%), no
lymphovascular invasion (60%), positive nodes (58%), positive ER and PR status (61% and
51%) and negative HER-2 status (55%). In terms of treatment, 87% of patients underwent
a mastectomy, 84% received chemotherapy, 52% received hormonal therapy and 56%
received radiation therapy. The demographic and clinicopathologic characteristics of the
patient cohort are listed in Table 1.

Table 1. Demographic and clinicopathologic characteristics of the study patients.

Total 5-Year OS 5-Year DFS
Characteristics
n (%) (%) p-Value (%) p-Value
Cancer Hospital
Lampang 343 (17.0) 77.8 0.182 67.9 0.131
Udon Thani 350 (17.3) 77.1 76.6
Ubon Ratchathani 149 (7.4) 85.2 79.2
Surat Thani 115 (5.7) 80.9 73.9
Chonburi 231 (11.4) 78.0 77.5
NCI 833 (41.2) 76.5 73.6
Age at surgery (year, mean + SD) 50.4 +10.6
<50 1020 (50.5) 80.5 0.001 77.0 <0.001
>50 1001 (49.5) 75.2 71.0
Menopausal status
Premenopause 903 (44.7) 80.2 0.012 76.6 0.005
Postmenopause 996 (49.3) 754 71.2

Unknown 112 (6.0)
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Table 1. Cont.

Total 5-Year OS 5-Year DFS
Characteristics
n (%) (%) p-Value (%) p-Value
Pathological stage
I 286 (14.2) 91.3 <0.001 88.1 <0.001
I 979 (48.4) 84.9 80.8
I 744 (36.8) 63.8 60.0
Unknown 12 (0.6)
Histological type
Ductal 1915 (94.8) 77.7 0.140 73.7 0.107
Other types 106 (5.2) 82.1 79.3
Histological grade
I 277 (13.7) 85.2 <0.001 83.0 <0.001
I 955 (47.2) 80.0 75.5
I 652 (32.3) 72.2 68.7
Unknown 137 (6.8)
Tumor size (mm, mean + SD) 32.7 +£20.7
<30 1014 (50.2) 82.6 <0.001 79.1 <0.001
>30 954 (47.2) 73.6 69.2
Unknown 53 (2.6)
LVI
Yes 684 (33.9) 70.0 <0.001 65.2 <0.001
No 1205 (59.6) 82.0 79.0
Unknown 132 (6.5)
Node
0 838 (41.5) 88.5 <0.001 85.7 <0.001
1-3 524 (25.9) 80.3 74.6
>4 659 (32.6) 62.4 58.7
ER
Positive 1237 (61.2) 82.7 <0.001 78.6 <0.001
Negative 718 (35.5) 69.6 66.3
Unknown 66 (3.3)
PR
Positive 1026 (50.8) 84.1 <0.001 80.4 <0.001
Negative 925 (45.8) 71.1 67.2
Unknown 70 (3.4)
HER-2 status
Positive 687 (34.0) 74.5 0.001 69.6 0.001
Negative 1110 (54.9) 80.6 77.7
Unknown 224 (11.1)
Type of surgery
Mastectomy 1758 (87.0) 76.3 <0.001 72.6 <0.001
BCS 263 (13.0) 88.2 83.3
Chemotherapy
Yes 1696 (83.9) 78.1 0.685 74.2 0.645
No 325 (16.1) 76.9 72.9
Hormonal therapy
Yes 1053 (52.1) 85.5 <0.001 81.2 <0.001
No 900 (44.5) 69.8 66.2
Unknown 68 (3.4)
RT
Yes 1126 (55.7) 75.1 <0.001 70.3 <0.001
No 819 (40.5) 82.3 79.6
Unknown 76 (3.8)

Abbreviations: DFS, disease-free survival; ER, estrogen receptor; HER-2, human epidermal growth factor receptor
2; LVI, lymphovascular invasion; NCI, National Cancer Institute; OS, overall survival; PR, progesterone receptor;
RT, radiotherapy and BCS, breast conserving surgery.
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Inclusion (1 = 2489)
Breast cancer patients who underwent surgery at the NCI and participating Regional Cancer Hospitals
between January 2010 and December 2011

Exclusion (n = 468)
460 Neoadjuvant therapy
------ M 77 StagelV
2 Male
4 Missing outcome

Data collection (at baseline)

Candidate predictors

= Patient factors (age at diagnosis (surgery), menopausal status)

= Tumor factors (staging, histological type, histological grade, tumor size, LVI, nodes, ER, PR and HER-2)
= Treatment factors (type of surgery, chemotherapy, hormonal therapy and radiotherapy)

Outcomes (follow-up until 315t December 2016)

= Overall survival

= Disease-free survival

______ N Missing data
(n=1635)
A 4 A 4
Overall survival Disease-free survival
A 4 A 4 A 4 A 4
Complete-case Multiple imputation Complete-case Multiple imputation
n=1386 n=2021 n=1386 n=2021
(339 events) (519 events) (384 events) (590 events)

Figure 2. Study flow diagram of the patient cohort. NCI: National Cancer Institute. Abbreviations: NCI, National Cancer
Institute of Thailand; LVI, lymphovascular invasion; ER, estrogen receptor status; PR, progesterone receptor status; HER-2,
human epidermal growth factor receptor 2.

3.2. Flexible Parametric Survival Models

The final predictors of both the overall survival and disease-free survival models
are shown in Table 2. Pathological stage III, histological grade III, the presence of lym-
phovascular invasion and the greater number of positive lymph nodes were identified as
significant predictors in the disease-free survival models. The risk was significant reduced
with chemotherapy and hormonal therapy. The overall survival models also identified the
statistical significance of the same set of predictors, except for pathological stage IlII, histo-
logical grade Il and the presence of lymphovascular invasion in the complete-case analysis
dataset. However, the direction and the magnitude of these nonsignificant coefficients were
not different from that of the other models. Overall, the patterns of association for each
predictor on the overall and disease-free survival were similar. The number of degrees of
freedom for the baseline spline function that have the lowest AIC and BIC for the overall
survival and disease-free survival models were degrees of freedom (df) = 2 (one interior
knot) and df = 3 (two interior knots), respectively. The distributions of baseline hazard
functions were shown in Supplementary Figure S1. The multiple imputation analyses gave
approximately the same results. No major violations of the proportional hazard assumption
were detected, and the continuous predictors (age and tumor size) were included in the
models as the linear functional forms.
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Table 2. Predictors and estimated hazard ratios from multivariable flexible parametric survival models.

os DFS
Predictors Complete-Case Multiple Imputation Complete-Case Multiple Imputation
HR (95% CI) p-Value HR (95% CI) p-Value HR (95% CI) p-Value HR (95% CI) p-Value

Age at surgery (year) 1.00 (0.99, 1.01) 0.985 1.00 (0.99, 1.01) 0.829 1.00 (0.99, 1.01) 0.784 1.00 (0.99, 1.01) 0.563
Menopausal status

Premenopause 1 1 1 1

Postmenopause 1.18 (0.89, 1.57) 0.241 1.17 (0.92, 1.49) 0.204 1.16 (0.89, 1.52) 0.265 1.17 (0.93, 1.46) 0.174
Pathological stage

I 1 1 1 1

I 1.04 (0.62,1.74) 0.880 1.38 (0.91, 2.10) 0.132 1.22(0.75,1.99) 0.417 1.35(0.92,1.98) 0.126

I 1.82(0.97, 3.41) 0.064 2.02 (1.20, 3.38) 0.008 1.97 (1.08, 3.58) 0.026 1.97 (1.22,3.18) 0.006
Histological type

Other types 1 1 1 1

Ductal 1.49 (0.66, 3.37) 0.335 0.99 (0.63, 1.56) 0.980 1.41 (0.66, 2.99) 0.374 1.02 (0.67,1.56) 0.920
Histological grade

I 1 1 1 1

I 1.19 (0.82,1.73) 0.360 1.25(0.92, 1.70) 0.159 1.41 (0.98, 2.02) 0.064 1.30(0.97,1.74) 0.078

I 1.37(0.93,2.01) 0.112 1.38 (1.00, 1.89) 0.048 1.53 (1.05,2.23) 0.028 1.38 (1.02, 1.86) 0.038
Tumor size (mm) 1.00 (0.99, 1.01) 0.368 1.00 (0.99, 1.01) 0.565 1.00 (0.99, 1.01) 0.458 1.00 (0.99, 1.01) 0.696
LVI

No 1 1 1 1

Yes 1.23 (0.98, 1.54) 0.072 1.38 (1.14, 1.66) 0.001 1.28 (1.03, 1.58) 0.024 1.39 (1.17, 1.65) <0.001
Node

0 1 1 1 1

1-3 1.59 (1.11, 2.30) 0.013 1.51 (1.14, 2.00) 0.004 1.72 (1.23,2.39) 0.001 1.60 (1.23,2.07) <0.001

>4 2.24 (1.40, 3.59) 0.001 2.20 (1.51, 3.20) <0.001 2.13 (1.38, 3.30) 0.001 1.99 (1.41,2.82) <0.001
ER

Negative 1 1 1 1

Positive 0.89 (0.62, 1.29) 0.545 1.04 (0.77, 1.40) 0.792 0.90 (0.64, 1.27) 0.542 1.05 (0.78, 1.40) 0.753
PR

Negative 1 1 1 1

Positive 0.90 (0.65, 1.25) 0.537 0.75 (0.58, 0.97) 0.028 0.96 (0.71, 1.31) 0.819 0.79 (0.62, 1.00) 0.054
HER-2 status

Negative 1 1 1 1

Positive 1.07 (0.86, 1.34) 0.532 1.11 (0.91, 1.35) 0.307 1.10 (0.89, 1.36) 0.363 1.10(0.91, 1.33) 0.332
Type of surgery

Mastectomy 1 1 1 1

BCS 0.78 (0.52,1.17) 0.237 0.72 (0.51, 1.02) 0.061 0.82(0.57,1.19) 0.295 0.79 (0.59, 1.08) 0.140
Chemotherapy

No 1 1 1

Yes 0.64 (0.45, 0.93) 0.018 0.63 (0.49, 0.82) 0.001 0.56 (0.40, 0.79) 0.001 0.62 (0.48, 0.79) <0.001
Hormonal therapy

No 1 1 1 1

Yes 0.57 (0.42, 0.78) <0.001 0.62 (0.48, 0.80) <0.001 0.62 (0.46, 0.82) 0.001 0.63 (0.50, 0.81) <0.001
RT

No 1 1 1 1

Yes 0.98 (0.75, 1.27) 0.857 0.89 (0.72, 1.10) 0.277 1.01(0.78,1.29) 0.968 0.96 (0.79, 1.18) 0.717
5-year baseline 0OS = 89.3% DFS = 88.9%
10-year baseline OS =81.8% DFS = 83.8%

Abbreviations: CI, confidence interval; DFS, disease-free survival; ER, estrogen receptor; HER-2, human epidermal growth factor receptor
2; HR, hazard ratio; LVI, lymphovascular invasion; OS, overall survival; PR, progesterone receptor and RT, radiotherapy. Significant

predictors are shown in bold.

3.2.1. Model Performance

For discrimination, the C-statistics for the complete-case and multiple imputation
analyses of the overall survival models were 0.72 and 0.71, respectively. The D-statistics
and R?p were 1.246 and 0.27 for the complete-case analysis model and 1.219 and 0.26 for the
multiple imputation analysis model. Since the D-statistic is an estimate of the log hazard
ratio comparing two equal-sized prognostic groups, the D-statistic of 1.246 from the overall
survival model can be interpreted as the risk of death in a high-risk group and is 3.48 times
higher than the risk of death in a low-risk group. R?p of 0.27 can be interpreted as 27%
of the variability explained by this model on the log relative hazard scale. Regarding the
disease-free survival models, the C-statistics for the complete-case and multiple imputation
analysis models were 0.70 and 0.69, respectively. The D-statistics and R?p were 1.179 and
0.25 for the complete-case analysis model and 1.129 and 0.23 for the multiple imputation
analysis model.

The overall survival and disease-free survival models appeared to be well-calibrated,
according to the calibration plots comparing the predicted and the observed risks at the
five-year after surgical treatment (Figure 3). Both models slightly underestimated the
probability of events in the fourth risk quantile (Figure 4). The overall survival model
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minimally overestimated the probability of death in the second and the third risk quantiles.
The disease-free survival model also slightly overestimated the probability of events in the
second quantile.

Overall Survival

Disease-free Survival
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Figure 3. Calibration plots for predicting 5-year overall survival and disease-free survival prob-
abilities (10 risk groups: the 10th, 20th, 30th, 40th, 50th, 60th, 70th, 80th and 90th centiles of the
linear predictors).
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Figure 4. Predicted overall survival and disease-free survival curves (solid lines) compared with the
observed Kaplan-Meier curves (dashed lines) (4 risk groups from the cut-offs at the 25th, 50th and
75th centiles of the linear predictors).

For the internal validation of the complete-case analysis models, the C-statistics
optimisms were 0.015 (95%CI 0.014-0.016) for the overall survival model and 0.015 (95%ClI
0.014-0.016) for the disease-free survival model. The D-statistics and R,P optimisms were
0.141 (95%CI 0.135-0.147) and 0.044 (95%CI 0.042-0.046) for the overall survival model
and 0.130 (95%CI 0.124-0.136) and 0.041 (95%CI 0.039-0.043) for the disease-free survival
model. The shrinkage factor for both the overall survival and disease-free survival models
was 0.90.

3.2.2. Model Presentation and Demonstration

For a demonstration of the model predictions, we present an example of nine patient
cases with specific combinations of predictors (Table 3). The predicted five-year overall
survival probabilities from the complete-case analysis were compared with the results from
the multiple imputation analysis and the estimates generated by the PREDICT and NPI
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models. The selection of these two models was based on their ability to provide survival
prediction at five years, while other models provide predictions at longer time-points
that were not within our interests (i.e., 10- and 15-year survivals). The predicted survival
probabilities from the complete-case analysis were comparable to the results from the
multiple imputation analysis. However, the PREDICT and NPI models estimates were
found to be much different from those of our models (Table 3).

Table 3. Predicted 5-year overall survival after surgery for nine systematically sampled patients using the complete-

case analysis model (CC), multiple-imputation analysis model (MI), PREDICT model and Nottingham prognostic index

(NPI) model.

5-year OS (%)

Case Age Menopause Stage  Pathology Grade Size LVI Node ER PR HER-2 Surgery

CC MI PREDICT NPI
1 29 Pre- 1 Ductal 2 20 No 0 Pos Pos Neg Mastectomy 854 87.2 93.0 82.0
2 54 Pre- 2 Ductal 2 40 No 0 Neg Neg Neg Mastectomy  79.5 752 75.0 82.0
3 36 Pre- 2 Ductal 1 35 No 18 Neg Neg Neg BCS 733 729 65.0 82.0
4 47 Pre- 2 Ductal 3 30 Yes 2 Pos Pos Neg Mastectomy  68.5 63.9 79.0 37.0
5 56 Post- 2 Ductal 3 48 Yes 2 Pos Pos Neg Mastectomy  62.8 58.2 70.0 37.0
6 51 Pre- 3 Ductal 1 50 No 8 Pos Pos Neg Mastectomy  56.2 59.6 84.0 82.0
7 76 Post- 3 Ductal 2 22 No 34 Pos Pos Neg Mastectomy  46.4 47.0 48.0 72.0
8 49 Pre- 3 Ductal 3 45 No 11 Neg Neg Neg Mastectomy  38.1 40.3 26.0 37.0
9 33 Pre- 3 Ductal 2 150 Yes 17 Neg Neg Neg Mastectomy  27.8 28.4 1.0 37.0

Abbreviations: BCS, breast-conserving surgery; CC, complete-case analysis; ER, estrogen receptor; HER-2, human epidermal growth factor
receptor 2; LVI, lymphovascular invasion; MI, multiple imputation analysis; Neg, negative status; OS, overall survival; POS, positive status;
PR, progesterone receptor and RT, radiotherapy.

We also demonstrated the predicted overall survival probabilities for patients without
any adjuvant treatment after surgery and compared them with the predicted overall
survival probabilities if those patients were prescribed adjuvant treatment after surgery
(Table 4 and Figure 5). For predicting the survival probabilities without any adjuvant
therapy, regression coefficients of zeros were used for adjuvant treatment predictors (0
for chemotherapy, 0 for hormonal therapy and 0 for radiotherapy). For predicting the
survival probabilities if the patient received adjuvant therapy, the population proportions
of patients who received each adjuvant treatment were used as the values of each predictor
(0.839 for chemotherapy, 0.539 for hormonal therapy and 0.579 for radiotherapy). Then, the
regression coefficients of each adjuvant treatment from the model were used for predicting
the survival probabilities.

Table 4. Predicted 5-year and 10-year overall survival probabilities for nine systematically sampled patients without any

adjuvant treatment after surgery (No Rx) and the same patients with adjuvant treatment after surgery (Rx) using the

complete-case analysis models.

5-year OS 10-year OS
(%) (%)
Case Age Menopause Stage Pathology Grade Size LVI Node ER PR HER-2 Surgery

No Rx No Rx

Rx Rx
1 29 Pre- 1 Ductal 2 20 No 0 Pos Pos Neg Mastectomy 85.4 92.3 75.5 86.8
2 54 Pre- 2 Ductal 2 40 No 0 Neg Neg Neg Mastectomy 79.5 89.1 66.5 81.4
3 36 Pre- 2 Ductal 1 35 No 18 Neg Neg Neg BCS 733 85.5 57.5 75.6
4 47 Pre- 2 Ductal 3 30 Yes 2 Pos Pos Neg Mastectomy 68.5 82.6 51.0 71.2
5 56 Post- 2 Ductal 3 48 Yes 2 Pos Pos Neg Mastectomy 62.8 79.1 43.7 65.8
6 51 Pre- 3 Ductal 1 50 No 8 Pos Pos Neg Mastectomy 56.2 74.8 35.9 59.6
7 76 Post- 3 Ductal 2 22 No 34 Pos Pos Neg Mastectomy 46.4 67.9 25.5 50.2
8 49 Pre- 3 Ductal 3 45 No 11 Neg Neg Neg Mastectomy 38.1 61.4 17.9 42.0
9 33 Pre- 3 Ductal 2 150 Yes 17 Neg Neg Neg Mastectomy 27.8 52.4 10.2 31.6

Abbreviations: BCS, breast-conserving surgery; CC, complete-case analysis; ER, estrogen receptor; HER-2, human epidermal growth factor
receptor 2; LVI, lymphovascular invasion; MI, multiple imputation analysis; Neg, negative status; OS, overall survival; POS, positive status;
PR, progesterone receptor; RT, radiotherapy and Rx, adjuvant treatment after surgery.

For example, the estimated five-year overall survival probability after surgery without
any adjuvant treatment for a 56-year-old postmenopausal women diagnosed with 48-mm
ductal breast cancer with evidence of pathological stage II, tumor histological grade III, two

positive lymph nodes, lymphovascular invasion, positive ER and PR status and negative
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HER-2 status was 62.8%. If this patient were provided with adjuvant treatment, the
five-year survival probability is projected to be increased to 79.1%.
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Figure 5. Predicted 10-year overall survival curves for nine systematically sampled patients without any adjuvant treatment
after surgery and the same patients with adjuvant treatment after surgery using the complete-case analysis models.

4. Discussion

In this study, we derived an individual survival prediction model for Thai patients
with breast cancer from a hospital-based clinical cancer registry database of the Network
of National Cancer Institute of Thailand, entitled the Individualized Prediction of Breast
Cancer Survival model or the IPBS model. The IPBS model is able to predict both the
overall and the disease-free survival for patients with breast cancer at any time point after
their surgical treatment. In making a prediction, the IPBS model requires twelve routinely
available predictors in clinical practice: age at surgical treatment, menopausal status, patho-
logical staging, tumor type, histological grading, tumor size in millimeters, lymphovascular
invasion status, ER, PR and HER-2 status and type of surgical treatment. The IPBS model
carries an acceptable discriminative ability, is well-calibrated and is potentially useful as a
clinical tool to assist physicians in deciding whether adjuvant therapy is warranted in a
given situation. Moreover, the overall and disease-free survival can help provide clinicians
with a complete picture of the entire disease process.

Previous well-known prognostic models for the survival prediction of patients with
breast cancer such as NPI [9], Adjuvant! [10], BC Nomogram [11], OPTIONS [12], Cancer-
Math [13] and PREDICT [14] were developed from populations in European countries or
the United States. However, it was consistently reported that patients in Asian countries,
including Thailand, had significantly different clinicopathological features from Western
countries. For instance, in Thailand, patients with breast cancer were considerably younger
and were diagnosed with more advanced clinical staging [29-31]. Furthermore, Adjuvant!
and PREDICT, the most well-known prognostic models, performed less accurately in
patients from Asian countries, including Malaysia [16,18], South Korea [17], Taiwan [15]
and Thailand [20]. The differences in the case-mix and regression coefficients both account
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for the drop in external performance. A difference in the population case-mix might occur
because the study settings were different. For instance, when the model was developed in
a secondary care center and was subsequently validated in a tertiary care setting where the
distribution of predictors was often different. The regression coefficients could also be dif-
ferent owing to the clinical heterogeneity. When comparing the characteristics of the study
patients from our model to those of PREDICT, our patients were younger (age < 50 years,
50% vs. 23%) and had a larger size of tumor (size > 3 cm, 47% vs. 20%), a greater number
of positive nodes (node > 4, 27% vs. 11%) and a lower proportion of them were ER-positive
(61% vs. 83%). A validation study of the PREDICT model in Thailand showed that, on
average, the model underestimated the five-year overall survival. A given example of
the predicted five-year overall survival probabilities from nine patient cases with specific
combinations of predictors demonstrated that the PREDICT and NPI models gave different
predictions compared to those from our model. For example, PREDICT overestimated the
five-year survival in case number 4 and case number 6 but underestimated the survival
in case number 8 and case number 9. The possible explanation for this discrepancy could
be the effect of the ER status, which was much higher in PREDICT. Therefore, the overes-
timation of survival was observed in ER-positive patients, and the underestimation was
seen in ER-negative patients. Moreover, some of our significant predictors (e.g., LVI and
stage) were not incorporated in PREDICT. Regarding NPI, only the tumor size, lymph node
status and tumor grade were used as predictors. In addition, the predicted five-year overall
survival probabilities were not for the individual patient but patients within the same
prognosis category. For instance, case numbers 1, 2, 3 and 6 were in the good prognosis
group, and case numbers 4, 5, 8 and 9 were in the poor prognosis group.

Many factors have been reported as the prognostic factors of patients with breast
cancer [32] and have been used as predictors to predict breast cancer outcomes by several
prognostic models over the years. For instance, NPI is based on the tumor size, histopatho-
logical grading and lymph node status [9]. Adjuvant! is based on the age at diagnosis,
tumor size, comorbidities, histopathological grading, number of involved lymph nodes
and ER [10]. PREDICT is also based on the same predictor variables as Adjuvant! but with
the addition of HER-2 and KI-67 [14,33,34]. A recent systematic review of the prognostic
models for breast cancer showed that the most commonly used predictors were the nodal
status, tumor size, histopathological tumor grading, age at diagnosis and ER status [35].
The IPBS model includes all twelve candidate predictors selected based on the clinical im-
portance, clinical availability and previous evidence. A full model approach was employed
to avoid the data-driven selection of predictors and avoid overfitting.

Most prognostic models for breast cancer patients were developed using Cox’s pro-
portional hazard regression [35]. However, the flexible parametric survival model or the
Royston—Parmar (RP) model used in this study has many advantages over the standard
Cox’s model [24], such as generating a smooth baseline hazard flexible enough to represent
the true hazard function adequately. The RP model can also give a smooth survival function
and extrapolate survival predictions beyond the actual follow-up time in the dataset. In
this study, our RP models can predict individual smooth OS and DFS probabilities at ten
years from the date of surgery. The IPBS model demonstrated good performance both in
terms of model calibration and discriminative ability.

In general, an overfitting problem often arises when too many prediction parameters
are incorporated into the models; however, only a small amount of optimism (the global
shrinkage factor of 0.9) was identified in our study. The minimal sample size for developing
the multivariable survival prediction models was generally based on three criteria, as
described by Riley et al. [36]. We estimated that a minimum of 698 cases and 172 events
were required for the OS model (events per predictor parameter (EPP) =9), and a minimum
of 842 cases and 233 events were required for the DFS model (EPP = 11). For the complete-
case analysis models, the EPP for the OS and DFS models were 16 and 18, respectively.
Thus, the study size of 1386 cases in the complete-case analysis models was adequate for
the model development. Nonetheless, as missing data can lead to bias during the statistical
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modeling, the MICE procedure was performed [26]. As the results were comparable
for both approaches (i.e., complete-case analysis and multiple imputation analysis); the
regression coefficients and the baseline survival probabilities of the complete-case analysis
models were reported in order to be used for the external validation study.

In this study, we modeled the treatment “drop-in” or the starting of the adjunctive
treatment during the follow-up as a binary covariate. This approach is one of the seven
available methods to account for treatment use after the point of prediction when devel-
oping prognostic models [37]. Although a review showed that this approach produced
slightly higher-risk predictions [37], the purpose of including chemotherapy, hormonal
therapy and radiotherapy in the IPBS model was not to estimate the treatment effects
but to adjust for the adjuvant therapy in order to have the models capable of generating
predictions of the overall survival and disease-free survival based on the prognostic factors
only. We used the population proportions of patients who received each adjuvant treatment
as the values of each adjuvant therapy predictors to prognosticate patients who would be
given adjuvant treatment in order for physicians and patients to communicate the progno-
sis. It is helpful to bear in mind that the purpose of this study was not to demonstrate the
treatment benefit of each adjuvant therapy but to provide useful information on whether
adjuvant therapy should be initiated or not for each specific patient.

Despite the adequate study size and the rigorous statistical modeling, this study was
not without limitations. Firstly, an unavoidable limitation of this study, or any prognostic
model research in general, was an unavoidable time gap between data collection (i.e.,
during 2010-2011) and the time of model development and reporting (i.e., 2020-2021).
Some novel prognostic factors might be identified during this gap and should theoretically
be included in our model. For example, the data on Ki-67 [38], a specific proliferation-
related gene advocated as the marker of choice for measuring and monitoring tumor
proliferation, was not available when we were developing our models. In addition, the
prognosis of patients with breast cancer generally improved over time as the local therapies
and administration of systemic therapies has been enhanced. Secondly, the IPBS model was
composed of only clinicopathologic factors. Several biological factors are associated with
breast cancer prognosis, such as the urokinase plasminogen activator (uPA), plasminogen
activator inhibitor (PAI-1) [39] and cathepsin D (Cath-D) [40], and were omitted, as the
data were unavailable in our settings. In our future work, we will assess other potential
predictive factors and their effects on the performance of our model. These will include
new prognostic factors, details of treatments and comorbidity to update our prognostic
models of breast cancer patients. Another limitation was that, while our prognostic models
were valid for reproducibility (internal validity), our models have not yet been validated
against an external, independent dataset. Since we developed our models from specialized
hospital-based data, the aspect of generalizability (external validity) of our models for use
in other populations of breast cancer patients in Thailand should be concerned. Therefore,
where the interest lies in the model’s generalizability to other populations and settings,
external validation studies are required before our models can be implemented in clinical
practice. Finally, modern methods to account for the treatment used when developing the
prognostic model, such as the inverse probability of treatment weighing after censoring
(IPCW) or marginal structural modeling (MSM), should be used to reduce the bias in future
predictions [37]. The multistate modeling of the local recurrence, distant metastasis and
death may be used in the future to obtain highly personalized, dynamic predictions of the
outcomes in breast cancer patients.

5. Conclusions

A prognostic model for the individual prediction of overall and disease-free survivals
of Thai patients with early breast cancer who have undergone surgery, the IPBS model,
was developed using flexible parametric survival regression. The model includes twelve
routinely available predictors that were chosen based on a strong theoretical background
and clinical evidence. With a good predictive ability, the IPBS model is potentially useful
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for providing effective risk communication and information for making an appropriate
clinical decision regarding adjuvant therapy initiation for early breast cancer patients.

Supplementary Materials: The following are available online at https://www.mdpi.com/article/10
.3390/cancers13071567/s1: Table S1: Predictors, scoring and formulas for calculating the overall and
disease-free survival probabilities, File S1: Royston—Parma model, Figure S1: Baseline hazard rates of
the overall survival and disease-free survival models estimated from different survival models.

Author Contributions: Conceptualization, D.P., P.P. (Phichayut Phinyo), J.P. and B.S.; methodology,
D.P,, PP. (Phichayut Phinyo) and ].P.; software, P.P. (Phichayut Phinyo); validation, P.P. (Phichayut
Phinyo) and ]J.P,; formal analysis, D.P,, PP. (Phichayut Phinyo) and J.P; investigation, D.P.; resources,
P.P. (Phichayut Phinyo) and B.S.; data curation, K.D. and P.P. (Pachaya Phothong); writing—original
draft preparation, D.P,; writing—review and editing, P.P. (Phichayut Phinyo) and J.P.; visualization,
D.P. and PP. (Phichayut Phinyo); supervision, P.P. (Phichayut Phinyo) and J.P; project administration,
D.P. and funding acquisition, P.P. All authors have read and agreed to the published version of
the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: The study was approved by the institutional review board
and ethical committee of the Faculty of Medicine, Thammasat University (MTU-EC-ES-4-211/60) and
by the ethical committee of the NCI and participating regional Cancer Hospitals (LPCH-EC-19/2015).

Informed Consent Statement: Patient consent was waived due to the retrospective manner of the
analysis and the use of deidentified data.

Data Availability Statement: The datasets used and/or analyzed during the current study are
available from the corresponding author upon reasonable request.

Acknowledgments: This work was partially supported by the Faculty of Medicine, Chiang Mai
University.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.  Ferlay, ].; Colombet, M.; Soerjomataram, I.; Mathers, C.; Parkin, D.M.; Pifieros, M.; Znaor, A.; Bray, F. Estimating the Global
Cancer Incidence and Mortality in 2018: GLOBOCAN Sources and Methods. Int. |. Cancer 2019, 144, 1941-1953. [CrossRef]

2. Cancer in Thailand. Vol.IX, 2013-2015; Imsamran, W.; Pattatang, A.; Supaattagorn, P.; Chiawiriyabunya, I.; Namthaisong, K;
Wongsana, M.; Puttawibul, P. (Eds.) National Cancer Institute: Bangkok, Thailand, 2018.

3.  Tassanasunthornwong, S.; Chansaard, W.; Sriplung, H.; Bilheem, S. Breast Cancer in Surat Thani, a Province in Southern Thailand:
Analysis of 2004-2012 Incidence and Future Trends. Asian Pac. ]. Cancer Prev. 2015, 16, 6735-6740. [CrossRef]

4.  Sangkittipaiboon, S.; Leklob, A.; Sriplung, H.; Bilheem, S. Breast Cancer in Lopburi, a Province in Central Thailand: Analysis of
2001-2010 Incidence and Future Trends. Asian Pac. J. Cancer Prev. APJCP 2015, 16, 8359-8364. [CrossRef]

5. Lalitwongsa, S.; Pongnikorn, D.; Daoprasert, K.; Sriplung, H.; Bilheem, S. Breast Cancer in Lampang, a Province in Northern
Thailand: Analysis of 1993-2012 Incidence Data and Future Trends. Asian Pac. ]. Cancer Prev. 2015, 16, 8327-8333. [CrossRef]
[PubMed]

6.  Sripan, P; Sriplung, H.; Pongnikorn, D.; Virani, S.; Bilheem, S.; Chaisaengkhaum, U.; Maneesai, P.; Waisri, N.; Hanpragopsuk, C.;
Tansiri, P; et al. Trends in Female Breast Cancer by Age Group in the Chiang Mai Population. Asian Pac. ]. Cancer Prev. 2017, 18,
1411-1416. [CrossRef]

7. Allemani, C.; Matsuda, T.; Di Carlo, V.; Harewood, R.; Matz, M.; Niksi¢, M.; Bonaventure, A.; Valkov, M.; Johnson, C.].; Esteve, ].;
et al. Global Surveillance of Trends in Cancer Survival 2000-14 (CONCORD-3): Analysis of Individual Records for 37,513,025
Patients Diagnosed with One of 18 Cancers from 322 Population-Based Registries in 71 Countries. Lancet Lond. Engl. 2018, 391,
1023-1075. [CrossRef]

8. Polyak, K. Heterogeneity in Breast Cancer. J. Clin. Investig. 2011, 121, 3786-3788. [CrossRef]

9.  Haybittle, J.L.; Blamey, R.W.; Elston, C.W.; Johnson, J.; Doyle, PJ.; Campbell, EC.; Nicholson, R.L; Griffiths, K. A Prognostic Index
in Primary Breast Cancer. Br. J. Cancer 1982, 45, 361-366. [CrossRef]

10. Ravdin, PM.; Siminoff, L.A.; Davis, G.J.; Mercer, M.B.; Hewlett, ].; Gerson, N.; Parker, H.L. Computer Program to Assist in
Making Decisions about Adjuvant Therapy for Women with Early Breast Cancer. J. Clin. Oncol. 2001, 19, 980-991. [CrossRef]
[PubMed]

11. Kattan, M.W.; Giri, D.; Panageas, K.S.; Hummer, A.; Cranor, M.; Van Zee, K.J.; Hudis, C.A.; Norton, L.; Borgen, P1; Tan, LK. A

Tool for Predicting Breast Carcinoma Mortality in Women Who Do Not Receive Adjuvant Therapy. Cancer 2004, 101, 2509-2515.
[CrossRef]


https://www.mdpi.com/article/10.3390/cancers13071567/s1
https://www.mdpi.com/article/10.3390/cancers13071567/s1
http://doi.org/10.1002/ijc.31937
http://doi.org/10.7314/APJCP.2015.16.15.6735
http://doi.org/10.7314/APJCP.2015.16.18.8359
http://doi.org/10.7314/APJCP.2015.16.18.8327
http://www.ncbi.nlm.nih.gov/pubmed/26745080
http://doi.org/10.22034/APJCP.2017.18.5.1411
http://doi.org/10.1016/S0140-6736(17)33326-3
http://doi.org/10.1172/JCI60534
http://doi.org/10.1038/bjc.1982.62
http://doi.org/10.1200/JCO.2001.19.4.980
http://www.ncbi.nlm.nih.gov/pubmed/11181660
http://doi.org/10.1002/cncr.20635

Cancers 2021, 13, 1567 15 of 16

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

Campbell, HEE.; Gray, A.M.; Harris, A.L.; Briggs, A.H.; Taylor, M.A. Estimation and External Validation of a New Prognostic
Model for Predicting Recurrence-Free Survival for Early Breast Cancer Patients in the UK. Br. ]. Cancer 2010, 103, 776-786.
[CrossRef]

Michaelson, J.S.; Chen, L.L.; Bush, D.; Fong, A.; Smith, B.; Younger, J. Improved Web-Based Calculators for Predicting Breast
Carcinoma Outcomes. Breast Cancer Res. Treat. 2011, 128, 827-835. [CrossRef]

Wishart, G.C.; Bajdik, C.D.; Azzato, E.M.; Dicks, E.; Greenberg, D.C.; Rashbass, J.; Caldas, C.; Pharoah, P.D.P. A Population-Based
Validation of the Prognostic Model PREDICT for Early Breast Cancer. Eur. J. Surg. Oncol. 2011, 37, 411-417. [CrossRef] [PubMed]
Yao-Lung, K.; Dar-Ren, C.; Tsai-Wang, C. Accuracy Validation of Adjuvant! Online in Taiwanese Breast Cancer Patients-a 10-Year
Analysis. BMC Med. Inform. Decis. Mak. 2012, 12, 108. [CrossRef] [PubMed]

Bhoo-Pathy, N.; Yip, C.-H.; Hartman, M.; Saxena, N.; Taib, N.A.; Ho, G.-F; Looi, L.-M.; Bulgiba, A.M.; van der Graaf, Y.; Verkooijen,
H.M. Adjuvant! Online Is Overoptimistic in Predicting Survival of Asian Breast Cancer Patients. Eur. |. Cancer 2012, 48, 982-989.
[CrossRef]

Jung, M.; Choi, E.H.; Nam, C.M,; Rha, S.Y.; Jeung, H.C.; Lee, S.H.; Yang, W.I; Roh, ].K.; Chung, H.C. Application of the Adjuvant!
Online Model to Korean Breast Cancer Patients: An Assessment of Prognostic Accuracy and Development of an Alternative
Prognostic Tool. Ann. Surg. Oncol. 2013, 20, 2615-2624. [CrossRef]

Wong, H.-S.; Subramaniam, S.; Alias, Z.; Taib, N.A.; Ho, G.-F; Ng, C.-H.; Yip, C.-H.; Verkooijen, H.M.; Hartman, M.; Bhoo-Pathy,
N. The Predictive Accuracy of PREDICT: A Personalized Decision-Making Tool for Southeast Asian Women with Breast Cancer.
Medicine 2015, 94, €593. [CrossRef]

Miao, H.; Hartman, M.; Verkooijen, H.M.; Taib, N.A.; Wong, H.-S.; Subramaniam, S.; Yip, C.-H.; Tan, E.-Y.; Chan, P; Lee, S.-C.;
et al. Validation of the CancerMath Prognostic Tool for Breast Cancer in Southeast Asia. BMC Cancer 2016, 16, 820. [CrossRef]
[PubMed]

Polchai, N.; Sa-nguanraksa, D.; Numprasit, W.; Thumrongtaradol, T.; O-charoenrat, E.; O-charoenrat, P. A Comparison between
the Online Prediction Models CancerMath and PREDICT as Prognostic Tools in Thai Breast Cancer Patients. Cancer Manag. Res.
2020, 12, 5549-5559. [CrossRef]

Steyerberg, E. Clinical Prediction Models: A Practical Approach to Development, Validation, and Updating; Statistics for Biology and
Health; Springer: New York, NY, USA, 2009; ISBN 978-0-387-77243-1.

Gourgou-Bourgade, S.; Cameron, D.; Poortmans, P.; Asselain, B.; Azria, D.; Cardoso, F.; A'Hern, R.; Bliss, J.; Bogaerts, J.; Bonnefoi,
H.; et al. Guidelines for Time-to-Event End Point Definitions in Breast Cancer Trials: Results of the DATECAN Initiative
(Definition for the Assessment of Time-to-Event Endpoints in CANcer Trials). Ann. Oncol. 2015, 26, 873-879. [CrossRef]
Royston, P.; Parmar, M.K.B. Flexible Parametric Proportional-Hazards and Proportional-Odds Models for Censored Survival
Data, with Application to Prognostic Modelling and Estimation of Treatment Effects. Stat. Med. 2002, 21, 2175-2197. [CrossRef]
Royston, P.; Lambert, P.C. Flexible Parametric Survival Analysis Using Stata: Beyond the Cox Model, 1st ed.; Stata Press: College
Station, TX, USA, 2011; ISBN 978-1-59718-079-5.

Sauerbrei, W.; Royston, P. Building Multivariable Prognostic and Diagnostic Models: Transformation of the Predictors by Using
Fractional Polynomials. J. R. Stat. Soc. Ser. A Stat. Soc. 1999, 162, 71-94. [CrossRef]

White, LR.; Royston, P.; Wood, A.M. Multiple Imputation Using Chained Equations: Issues and Guidance for Practice. Stat. Med.
2011, 30, 377-399. [CrossRef] [PubMed]

Harrell, FE.; Lee, K.L.; Mark, D.B. Multivariable Prognostic Models: Issues in Developing Models, Evaluating Assumptions and
Adequacy, and Measuring and Reducing Errors. Stat. Med. 1996, 15, 361-387. [CrossRef]

Royston, P.; Sauerbrei, W. A New Measure of Prognostic Separation in Survival Data. Stat. Med. 2004, 23, 723-748. [CrossRef]
[PubMed]

Tantivatana, T.; Chongthanakorn, M.; Rongsriyam, K.; Katanyoo, K. Treatment Outcomes and Prognostic Factors of Patients with
Breast Cancer: A Retrospective Review. |. Med. Assoc. Thai. 2009, 92, 1084. [PubMed]

Chairat, R.; Puttisri, A.; Pamarapa, A.; Wongrach, N.; Tawichasri, C.; Patumanond, J.; Tantraworasin, A.; Charoentum, C.
Recurrence and Death from Breast Cancer after Complete Treatments: An Experience from Hospitals in Northern Thailand. J.
Med. Assoc. Thai. 2014, 97, 932. [PubMed]

Tubtimhin, S.; Promthet, S.; Suwanrungruang, K.; Supaattagorn, P. Molecular Subtypes and Prognostic Factors among Pre-
menopausal and Postmenopausal Thai Women with Invasive Breast Cancer: 15 Years Follow-up Data. Asian Pac. ]. Cancer Prev.
2018, 19, 3167-3174. [CrossRef]

Cao, 5.-5.; Lu, C.-T. Recent Perspectives of Breast Cancer Prognosis and Predictive Factors. Oncol. Lett. 2016, 12, 3674-3678.
[CrossRef]

Wishart, G.C.; Bajdik, C.D.; Dicks, E.; Provenzano, E.; Schmidt, M.K.; Sherman, M.; Greenberg, D.C.; Green, A.R.; Gelmon, K.A;
Kosma, V.-M; et al. PREDICT Plus: Development and Validation of a Prognostic Model for Early Breast Cancer That Includes
HER?2. Br. ]. Cancer 2012, 107, 800-807. [CrossRef]

Wishart, G.C.; Rakha, E.; Green, A.; Ellis, I.; Ali, H.R.; Provenzano, E.; Blows, EM.; Caldas, C.; Pharoah, P.D.P. Inclusion of KI67
Significantly Improves Performance of the PREDICT Prognostication and Prediction Model for Early Breast Cancer. BMC Cancer
2014, 14, 908. [CrossRef] [PubMed]

Phung, M.T,; Tin Tin, S.; Elwood, J.M. Prognostic Models for Breast Cancer: A Systematic Review. BMC Cancer 2019, 19, 230.
[CrossRef] [PubMed]


http://doi.org/10.1038/sj.bjc.6605863
http://doi.org/10.1007/s10549-011-1366-9
http://doi.org/10.1016/j.ejso.2011.02.001
http://www.ncbi.nlm.nih.gov/pubmed/21371853
http://doi.org/10.1186/1472-6947-12-108
http://www.ncbi.nlm.nih.gov/pubmed/22985190
http://doi.org/10.1016/j.ejca.2012.01.034
http://doi.org/10.1245/s10434-013-2956-z
http://doi.org/10.1097/MD.0000000000000593
http://doi.org/10.1186/s12885-016-2841-9
http://www.ncbi.nlm.nih.gov/pubmed/27769212
http://doi.org/10.2147/CMAR.S258143
http://doi.org/10.1093/annonc/mdv106
http://doi.org/10.1002/sim.1203
http://doi.org/10.1111/1467-985X.00122
http://doi.org/10.1002/sim.4067
http://www.ncbi.nlm.nih.gov/pubmed/21225900
http://doi.org/10.1002/(SICI)1097-0258(19960229)15:4&lt;361::AID-SIM168&gt;3.0.CO;2-4
http://doi.org/10.1002/sim.1621
http://www.ncbi.nlm.nih.gov/pubmed/14981672
http://www.ncbi.nlm.nih.gov/pubmed/19694335
http://www.ncbi.nlm.nih.gov/pubmed/25536710
http://doi.org/10.31557/APJCP.2018.19.11.3167
http://doi.org/10.3892/ol.2016.5149
http://doi.org/10.1038/bjc.2012.338
http://doi.org/10.1186/1471-2407-14-908
http://www.ncbi.nlm.nih.gov/pubmed/25472026
http://doi.org/10.1186/s12885-019-5442-6
http://www.ncbi.nlm.nih.gov/pubmed/30871490

Cancers 2021, 13, 1567 16 of 16

36.

37.

38.

39.

40.

Riley, R.D.; Snell, K.I; Ensor, J.; Burke, D.L.; Harrell, EE., Jr.; Moons, K.G.; Collins, G.S. Minimum Sample Size for Developing a
Multivariable Prediction Model: PART II—Binary and Time-to-Event Outcomes. Stat. Med. 2019, 38, 1276-1296. [CrossRef]
Pajouheshnia, R.; Schuster, N.A.; Groenwold, R.H.H.; Rutten, FH.; Moons, K.G.M.; Peelen, L.M. Accounting for Time-Dependent
Treatment Use When Developing a Prognostic Model from Observational Data: A Review of Methods. Stat. Neerl. 2020, 74, 38-51.
[CrossRef]

Dowsett, M.; Nielsen, T.O.; A'Hern, R.; Bartlett, ].; Coombes, R.C.; Cuzick, J.; Ellis, M.; Henry, N.L.; Hugh, J.C.; Lively, T,; et al.
Assessment of Ki67 in Breast Cancer: Recommendations from the International Ki67 in Breast Cancer Working Group. J. Natl.
Cancer Inst. 2011, 103, 1656-1664. [CrossRef]

Duffy, M.].; McGowan, PM.; Harbeck, N.; Thomssen, C.; Schmitt, M. UPA and PAI-1 as Biomarkers in Breast Cancer: Validated
for Clinical Use in Level-of-Evidence-1 Studies. Breast Cancer Res. 2014, 16, 428. [CrossRef] [PubMed]

Zhang, C.; Zhang, M.; Song, S. Cathepsin D Enhances Breast Cancer Invasion and Metastasis through Promoting Hepsin
Ubiquitin-Proteasome Degradation. Cancer Lett. 2018, 438, 105-115. [CrossRef]


http://doi.org/10.1002/sim.7992
http://doi.org/10.1111/stan.12193
http://doi.org/10.1093/jnci/djr393
http://doi.org/10.1186/s13058-014-0428-4
http://www.ncbi.nlm.nih.gov/pubmed/25677449
http://doi.org/10.1016/j.canlet.2018.09.021

	Introduction 
	Materials and Methods 
	Patients and Data 
	Predictors 
	Derivation of the Survival Models 
	Missing Data 
	Model Performance 
	Model Presentation 


	Results 
	Study Patients 
	Flexible Parametric Survival Models 
	Model Performance 
	Model Presentation and Demonstration 


	Discussion 
	Conclusions 
	References

