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Abstract

risk predictions.

existing model with and without the trend indicators.

Background: Clinicians informally assess changes in patients’ status over time to prognosticate their outcomes.
The incorporation of trends in patient status into regression models could improve their ability to predict
outcomes. In this study, we used a unique approach to measure trends in patient hospital death risk and
determined whether the incorporation of these trend measures into a survival model improved the accuracy of its

Methods: We included all adult inpatient hospitalizations between 1 April 2004 and 31 March 2009 at our
institution. We used the daily mortality risk scores from an existing time-dependent survival model to create five
trend indicators: absolute and relative percent change in the risk score from the previous day; absolute and relative
percent change in the risk score from the start of the trend; and number of days with a trend in the risk score. In
the derivation set, we determined which trend indicators were associated with time to death in hospital,
independent of the existing covariates. In the validation set, we compared the predictive performance of the

Results: Three trend indicators were independently associated with time to hospital mortality: the absolute change
in the risk score from the previous day; the absolute change in the risk score from the start of the trend; and the
number of consecutive days with a trend in the risk score. However, adding these trend indicators to the existing
model resulted in only small improvements in model discrimination and calibration.

Conclusions: We produced several indicators of trend in patient risk that were significantly associated with time to
hospital death independent of the model used to create them. In other survival models, our approach of
incorporating risk trends could be explored to improve their performance without the collection of additional data.

Background
Many physicians informally prognosticate patients by
determining changes in their health status over time.
Physicians assess whether patients are getting better,
getting worse, or staying the same by comparing their
current health state to that quantified from previous
assessments. Conclusions made from such assessments
are essential for gauging a patient’s present status and
predicting future outcomes.

Findings from several studies suggest that trends (i.e.
changes over time) in prognostic factors may play an
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important role in predicting patient outcomes. In pros-
tate cancer patients, changes in health-related quality of
life measurements were associated with mortality [1]
and other clinical outcomes [2]. In chronic heart failure
patients, relative changes in the level of N-terminal pro-
brain natriuretic peptide [3] and changes in peak oxygen
consumption [4] were found to be associated with the
risk of death. In cardiac surgery patients, even small
changes in serum creatinine after surgery were found to
predict subsequent death independent of other estab-
lished perioperative risk factors [5]. In each of these stu-
dies, changes over time were measured prior to the
analytical baseline and were not measured during the
observation period. Continual measurement of changes
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in prognostic markers throughout the observation per-
iod could further improve risk prediction.

We recently derived and internally validated a time-
dependent survival model for hospital death that could
predict a patient’s daily mortality risk via estimation of
the hazard of death on each day [6]. The model
expanded on that of Escobar et al. [7] by using Cox
(instead of logistic) regression methods and including
time-dependent covariates. Our model had good discri-
mination (concordance probability = 0.879) and calibra-
tion (close agreement between the observed and
expected number of deaths in all risk strata over all
admission days). Our model’s commendable predictive
performance was largely due to the inclusion of time-
dependent covariates, whose values could be updated on
a daily basis [unpublished data, Wong et al.]. However,
our model used only the most recent covariate values to
predict a patient’s daily risk of hospital death and did
not consider trends over time in a patient’s covariate
values or risk of death prior to that day.

In this study, we incorporated indicators of trend in
patient risk into our time-dependent model. We first
calculated daily risk scores (summary indices of risk
based on a patient’s daily covariate values) from our
existing model and used these to generate several indi-
cators of trend in patient risk. We then re-estimated
our survival model including these trend indicators in
addition to the original model covariates. We did this
to determine whether prior changes in a patient’s risk
of hospital death were predictive of daily death risk
independent of the original model covariates. Finally,
we compared the predictive performance of the exist-
ing model with and without the trend indicators to
determine if these markers significantly improved the
model’s ability to predict daily risk of hospital
mortality.

Methods

Study design and setting

This was a cohort study including all inpatient hospitali-
zations that occurred between 1 April 2004 and 31
March 2009 at The Ottawa Hospital (TOH). TOH is a
tertiary-care teaching hospital in Ottawa, Canada that
consists of two inpatient campuses, operates within a
publicly funded health care system, and serves a popula-
tion of approximately 1.5 million people in Ottawa and
Eastern Ontario. All data in this study came from a
large repository of administrative and laboratory data
originating from the hospital’s major operational sys-
tems. We derived all models on a randomly selected
66% of hospitalizations and assessed their performance
on the remaining admissions. The unit of analysis in the
study was the hospitalization. This study was approved
by the TOH Research Ethics Board.
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Study cohort

We used the same set of admissions as that used pre-
viously to derive and internally validate our time-depen-
dent survival model [6]. This cohort included all
inpatient admissions at our hospital during the study
period except those where the patient was younger than
15 years of age, transferred to or from another acute
care hospital, or hospitalized for obstetrical reasons.
Hospitalizations of patients transferred between TOH
campuses were linked and considered a single
admission.

Time-dependent survival model for hospital mortality
The time-dependent model for hospital mortality was
derived using Cox regression methods [6]. The model
included three time-independent covariates whose
values remained constant over the hospitalization:
patient age® (expressed as a restricted cubic spline);
admission type (emergent surgical and non-surgical,
elective surgical and non-surgical); and the Elixhauser
score [8] to summarize the patient’s comorbidities at
admission.

The model also included four time-dependent covari-
ates whose values could be updated on daily basis:
intensive care unit (ICU) status - a binary variable
whose value was ‘1’ for patients in the ICU at the begin-
ning of the day ('0’ otherwise); alternative level of care
(ALC) status - a binary variable whose value was ‘1’ for
patients awaiting placement in a long-term care facility
and no longer receiving active medical care ('0’ other-
wise); the Procedure Independent Mortality Risk score
[unpublished data, van Walraven et al.] - a continuous
variable summarizing the performance of important
therapeutic procedures independently associated with
hospital death risk; and the number of days elapsed
since the last PIMR procedure (expressed as x >-°). The
daily value of the PIMR score was equal to the score of
the most recently performed PIMR procedure (0 if no
PIMR procedure had been performed previously, or the
sum of the individual scores if more than one PIMR
procedure was performed on a given day).

Finally, the model included a number of interaction
terms between covariates and between specific time-
independent variables and a logarithmic transformation
of time. Details of this model are described elsewhere

[6].

Markers of daily death risk from the time-dependent
model

The time-dependent survival model could produce two
different, but related estimates of daily death risk. First,
the model could estimate a patient’s hazard of death on
each hospitalization day (Appendix). The hazard on a
given day represents the instantaneous rate of death on
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that day and can be interpreted as a patient’s risk of
death on that day conditional upon his or her survival
up to that day.

Second, the model could produce a daily “risk score”
by summing the product of each covariate value and
its regression coefficient from the model (i.e. ZBx) on
each hospitalization day. The risk score is related to
the hazard because the latter is calculated by multiply-
ing the exponential of the risk score (i.e. e***) by the
baseline hazard estimate (i.e. the hazard for a patient
with all covariate values set to 0 or the reference
value).

In this study, we used the daily risk score instead of
the hazard to measure changes over time in a patient’s
daily death risk. This is because changes in the hazard
over time are due to changes in a patient’s covariate
values as well as fluctuations in the baseline hazard over
time. In contrast, changes in the daily risk score are
directly proportional to changes in a patient’s covariate
values and therefore more closely reflect changes in a
patient’s condition.

Indicators of trend in daily death risk

We created five time-dependent variables to quantify the
direction, degree, and duration of change in a patient’s
risk score prior to each hospitalization day. These vari-
ables (which we refer to as “trend indicators”) were: 1)
the absolute change in the risk score from the previous
day; 2) the relative percent change in the risk score
from the previous day; 3) the absolute change in the
risk score from the start of the trend; 4) the relative per-
cent change in the risk score from the start of the trend;
and 5) the number of consecutive days with a trend in
the risk score. We defined a trend as a period of time
over which the daily risk score increased or decreased
over consecutive days. We expressed all of the trend
indicators as continuous variables, using a positive or
negative number to indicate an increasing or decreasing
risk score, respectively. If there was no change in the
risk score or no previous risk score for comparison (i.e.
on the first day of the hospitalization), the value of all
trend indicators was set to 0.

Incorporation of trend indicators into the existing
time-dependent model

We first added the individual trend indicators
(expressed as time-dependent covariates) separately to
the existing time-dependent survival model to determine
whether each indicator was significantly associated with
time to hospital death (independent of the covariates in
the existing model) and whether the relative or absolute
change was more informative. We used the likelihood
ratio test to determine the statistical significance of each
trend indicator and compared the prognostic value of
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the trend indicators using the value of Akaike’s Informa-
tion Criterion (AIC) for each model.

Next, we jointly added only those trend indicators that
were individually significant (based on the likelihood
ratio test) to the existing model. If the relative and abso-
lute change in the risk score from the previous day or
from the start of the trend were individually significant,
we only added the trend indicator with the greatest
prognostic value (i.e. that which produced the model
with the lowest AIC when added separately to the exist-
ing model) to avoid multi-collinearity. We then used the
methods of Sauerbrei and Royston [9] to identify the
best second-degree fractional polynomial transformation
for each trend indicator in the joint model and removed
any trend indicators that were no longer significant at o
= 0.05.

We derived all models using a randomly selected 66%
of hospitalizations (the derivation set). For all analyses,
we used the PHREG procedure in SAS, Version 9.2
(Cary, NC).

Performance of the existing model with and without

the trend indicators

In the remaining third of admissions (the validation set),
we compared the predictive performance of the existing
model with and without the trend indicators using four
different methods.

First, we measured the discrimination of each model
by calculating the concordance probability (also known
as the area under the ROC curve) with 95% confidence
intervals (CIs) [10]. The concordance probability repre-
sents the proportion of all informative pairs of patients
where the patient with the lower model-predicted risk
of death survives longer.

Second, we measured the calibration of each model
by dividing admissions into risk deciles on each admis-
sion day and calculating the number of observed and
expected deaths within each risk decile on each day.
We calculated the number of expected deaths by sum-
ming the hazard on that day of all patients within each
decile. We then summed the number of observed and
expected deaths within each risk decile across all
admission days to give the final estimate. In order to
directly compare the calibration of the two models, we
used the same risk decile groupings (based on the
daily risk score from the new model with the trend
indicators). To test for a significant difference between
the number of observed and expected events within
each decile, we calculated the p-value associated with
the standardized z-statistic [11].

Lastly, we calculated the Integrated Discrimination
Improvement (IDI) and the Net Reclassification
Improvement (NRI) [12] to quantify the improvement in
predictive performance attained by adding the trend
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covariates to the existing model. The IDI represents the
difference in discrimination slopes between the new and
existing model (where the discrimination slope is the
mean predicted risk of death among patients who died
minus the mean predicted risk of death among patients
who survived). The IDI can also be interpreted as the
change in average sensitivity minus the change in aver-
age (1-specificity). An IDI above zero indicates improved
discrimination with the new model. We calculated the
IDI with 95% ClIs [12] on each admission day up to day
32 (the 95" percentile of observed length of stay) using
patients’ hazard estimate and vital status for that day.
We calculated the IDI on each admission day because
patients’ covariate values and hazard of death could
change daily.

The NRI quantifies the amount of correct reclassifica-
tion (i.e. upwards for events and downwards for non-
events) when comparing the predicted risk of death
from the new versus the existing model. Specifically, the
NRI is calculated as the proportion of correct minus
incorrect reclassifications among events (i.e. patients
who died) plus the proportion of correct minus incor-
rect reclassifications among non-events (i.e. patients
who were discharged alive). An NRI above zero indi-
cates improved risk prediction with the new model.
Because no established risk categories for hospital mor-
tality exist, we calculated a category-less NRI, where
upward reclassification was defined as a higher predicted

Table 1 Characteristics of admissions included in the study
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risk of death from the new model and downward reclas-
sification was defined as a lower predicted risk of death
from the new model [13]. As with the IDI, we calculated
the NRI with 95% CIs [12] on each of the first 32
admission days using patients’ hazard estimate and vital
status for that day.

Results

A total of 159 787 hospitalizations were used pre-
viously to derive and internally validate our existing
time-dependent survival model [6]. Characteristics of
the derivation and validation sets were very similar
(Table 1). Most commonly, hospitalizations were emer-
gent and non-surgical and involved elderly patients
(median age 61). At admission, most patients had few
or no comorbidities (median Elixhauser score of 0), a
fairly low acuity of illness (median LAPS of 4 in the
validation set), and a low estimated hazard of death
(median hazard of 0.00008, as predicted by the existing
time-dependent model). PIMR procedures were per-
formed during 28% of hospitalizations, most of which
were low-risk procedures (median PIMR score of 1).
Only 3% of hospitalizations had a PIMR procedure
performed on more than one day. Few patients were
admitted to the ICU (5%) or awaited placement (4%)
during the hospitalization. Most admissions were fairly
short (median length of stay of 5 days). Over the study
period, 5% of admissions ended in death.

Characteristic Derivation Validation
Patients/Hospitalizations, n* 77294/106522 44300/53265
Deaths in-hospital, n (%) 5407 (5.1) 2640 (5.0)
Length of admission in days, median (IQR¥) 5(2-9 529
Male, n (%) 55295 (51.9) 27807 (52.2)
Age at admission, median (IQR) 61 (48-75) 61 (48-74)
Admission type, n (%)
Emergent non-surgical 49862 (46.8) 24982 (46.9)
Emergent surgical 22534 (21.2) 11187 (21.0)
Elective non-surgical 14184 (13.3) 6970 (13.1)
Elective surgical 19942 (18.7) 10126 (19.0)
Elixhauser score, median (IQR) 0 (0-6) 0 (0-6)
LAPS* at admission, median (IQR) 5 (0-38) 4 (0-38)
Hazard of death at admission’, median (IQR) 0.0008 (0.0002- 0.0040) 0.0008 (0.0002- 0.0039)
At least 1 admission to the intensive care unit, n (%) 5433 (5.1) 2654 (5.0)
Change from active care to alternative level of care, n (%) 4830 (4.5) 2363 (4.4)
At least 1 PIMR* procedure, n (%) 29791 (28.0) 14923 (28.0)
PIMR score on day of procedure*, median (IQR) 1(-4-2) 1(-4-2)

*n = number; IQR = interquartile range; LAPS = Laboratory-based Acute Physiology Score; PIMR = Procedure Independent Mortality Risk

Tas predicted by the existing time-dependent survival model

*among admissions where at least 1 PIMR procedure was performed. For admissions where PIMR procedures were performed on more than one day (3% of all
admissions), we used the PIMR score on the first procedure day to calculate the median (IQR) score. If more than one PIMR procedure was performed on the
procedure day, the scores of the individual procedures were summed. A negative PIMR score indicates a procedure associated with a decreased risk of hospital

death.
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The median value of the risk score from the existing
model increased over time, while the variability of the risk
score remained constant (Figure 1A). The median value of
each of the trend indicators was fairly stable over time
(Figure 1B-1F). Variability of the absolute change in the
risk score from the start of the trend remained stable over
time (Figure 1D). In contrast, variability increased over
time for the number of consecutive days with a trend in
the risk score (Figure 1B) and decreased over time for the
remaining trend indicators. Compared to the risk score
from the previous day, the risk score on days 2, 3, and 4
increased in 70%, 66%, and 65% of patients, respectively,
and decreased in 30%, 34% and 35% of patients, respec-
tively. The risk score did not stay the same for any patients
because the existing model included interaction terms
with time (which altered the risk score even if the covari-
ate values remained the same).

When we added each trend indicator separately to the
existing model, three trend indicators were independently
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and strongly significant: the absolute change in the risk
score from the previous day; the absolute change in the
risk score from the start of the trend; and the number of
consecutive days with a trend in the risk score (Table 2).
Of these three covariates, the absolute change from the
start of trend had the greatest prognostic value because it
produced the model with the lowest AIC (Table 2).

These three trend indicators were still highly signifi-
cant (p < .0001) when added jointly to the existing
model using the following transformations: X> + X**log
(X) for the absolute change in the risk score from the
previous day; X*® + X%**log(X) for the absolute change
in the risk score from the start of the trend; and X +
X **log(X) for the number of consecutive days with a
trend in the risk score (we first shifted all original values
up by the minimum observed value to ensure the values
were greater than zero). Moreover, all of the original
covariates in the existing model remained statistically
significant in the presence of these trend indicators.
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Figure 1 Distribution of the risk score from the existing time-dependent survival model and the trend indicators over time. The graphs
above show the value of the risk score from the existing time-dependent survival model (Figure 1A) and the five trend indicators (Figure 1B-1F)
at the 5™ 25™ 50" 75™ and 95" percentile of observed values on each of the first 14 days of admission. The value of each trend indicator is
positive or negative for an increase or decrease in the risk score, respectively. TD = number of consecutive days with a trend in the risk score;
AC-PD = absolute change in the risk score from the previous day; AC-ST = absolute change in the risk score from the start of the trend; RC-PD
= relative percent change in the risk score from the previous day; RC-ST = relative percent change in the risk score from the start of the trend.
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Table 2 Significance of each trend indicator when added separately to the existing time-dependent model

Trend indicator added to the existing model* -2 log likelihood p-value* AIC**
(46389.92") (46445.92")

Absolute change in the risk score from the previous day 4634045 <0001 4639845

Absolute change in the risk score from the start of the trend 46303.56 < .0001 46361.56

Relative change in the risk score from the previous day 46389.70 0.6386 46447.70

Relative change in the risk score from the start of the trend 46389.87 0.8361 46447.87

Number of consecutive days with a trend in the risk score 46377.89 0.0005 46435.89

*for the existing time-dependent model with no trend indicators

*p-value from the likelihood ratio test comparing the existing time-dependent model with and without the trend indicator

**Akaike’s Information Criterion

*For all trend indicators, the value was expressed as a positive or negative number for an increase or decrease in the risk score, respectively. We defined a trend
as a period of time over which the risk score consistently increased or decreased. If there was no change in the risk score or no previous risk score for
comparison (i.e. on the first day of the hospitalization), the value of all trend indicators was set to 0.

In the final model, the trend indicators notably chan-
ged the predicted risk of death in hospital. The adjusted
hazard ratio increased as the number of days with an
increasing trend in the risk score increased (Figure 2A,
solid line), the absolute change in the risk score from
the previous day increased (Figure 2B, solid line), and
the absolute change in the risk score from the start of
the trend increased (Figure 2C, solid line). The adjusted
hazard ratio decreased as the number of days with a
decreasing trend in the risk score increased (Figure 2A,
dotted line) and as the absolute change in the risk score
from the previous day decreased (Figure 2B, dotted
line). Contrary to our expectations, the hazard ratio
increased for larger decreases in the risk score from the
start of the trend (Figure 2C, dotted line).

However, the addition of the trend indicators to the
existing model produced only a marginal, non-signifi-
cant improvement in the concordance probability. The
concordance probability of the existing model was
0.8790 (95% CI 0.8718-0.8861) compared to 0.8801
(0.8730-0.8873) for the new model, representing an
absolute increase of only 0.11%.

The calibration of both models was excellent. Within
each risk decile, the number of deaths predicted by each
model was not significantly different from the number
of observed deaths (Table 3). However, the predictions
from the model that incorporated trend indicators were
not noticeably better. This model predicted slightly clo-
ser to the number of observed deaths in six risk deciles,
while the existing model (without trend indicators) pre-
dicted slightly closer in the other four deciles (Table 3).
Overall, the model incorporating trend indicators pre-
dicted closer to the total number of deaths, but only by
12 deaths compared to the number of deaths predicted
by the existing model (Table 3 last row).

The IDI suggested that the addition of the trend indi-
cators did not significantly improve the overall discrimi-
nation of the existing model. The IDI was not
statistically significant on 29 out of 32 days (Figure 3).

On days 3 and 11, the IDI was 0.006 and 0.003, respec-
tively, and was statistically significant on both days (sug-
gesting improvement in overall discrimination).
However, on day 1, the IDI was below zero (-0.003) and
statistically significant (suggesting worse overall discrimi-
nation). On day 2, the IDI was particularly negative
(-0.043), but not statistically significant.

The NRI also suggested that the addition of the trend
indicators did not significantly improve the daily perfor-
mance of the existing model. The NRI was not statisti-
cally significant on 29 days (Figure 4). On days 2, 3, and
16, however, the NRI was significantly above zero, with
a value of 0.32, 0.16, and 0.33, respectively (Figure 4).

Discussion

In this study, we determined if changes over time in a
patient’s health status were predictive of a patient’s
daily risk of hospital death independent of his or her
current health status. To do this, we first used an
existing time-dependent survival model for hospital
mortality to produce summary indices of hospital
death risk (i.e. risk scores) on each day of a patient’s
hospitalization. We then used these risk scores to gen-
erate indicators of trend (change over time) in a
patient’s risk of hospital death. Finally, we added these
trend indicators to the existing survival model and
determined whether their inclusion improved the mod-
el’s predictive ability.

We found that three trend indicators (the absolute
change in the risk score from the previous day; the
absolute change in the risk score from the start of the
trend; and the number of consecutive days with a trend
in the risk score) were significantly and independently
associated with the risk of hospital mortality. Moreover,
when these trend indicators were added to the existing
model, the original covariates remained statistically sig-
nificant. However, we found that adding these trend
indicators to the existing survival model did not notice-
ably improve its predictive performance.
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Figure 2 Effect of the trend indicators on the hazard of death in hospital. The graphs above show the multiplicative effect of different
values of each trend indicator on the hazard of death (compared to the hazard for a patient with the minimum absolute value of the trend
indicator). To create the graphs, we held the value of all covariates constant (except the trend indicator of interest) and calculated the risk score
when the value of the trend indicator of interest was allowed to vary from a minimum absolute value up to the 95" percentile of observed
values for an increasing trend (black solid line) or down to the 5th percentile of observed values for a decreasing trend (grey dotted line). We
calculated the hazard ratios by exponentiating (i.e. €°) the difference between each risk score and the risk score for the minimum absolute value
of the trend indicator.

We believe that the approach we used to measure
changes over time in patient risk is unique and efficient.
By simply using the daily risk scores produced by the
existing time-dependent survival model, we were able to
create a number of statistically significant trend indica-
tors without having to collect additional patient data.
Further studies should determine whether our approach
is generalizable to other survival models that include
time-dependent covariates.

The effect of larger absolute decreases in the risk score
from the start of the trend was noteworthy (Figure 2C,
dotted line). The model predicted a higher hazard of
death for larger absolute decreases in the risk score over
time. This suggests that patients with larger decreases in
their risk score over time had worse outcomes than
those with smaller decreases in their risk score. This

observation could be due to sicker patients having
higher risk scores to begin with and therefore experien-
cing larger decreases in their risk score over time. In
contrast, relatively healthier patients may experience
only small decreases in their risk score over time
because their risk score is lower to begin with.

Several reasons could explain why the trend indicators
were highly statistically significant (p < .0001) but did
not notably improve the predictive performance of the
existing model. Since the performance of the existing
model was already very good, we needed new covariates
with a very large and independent association with hos-
pital mortality in order to produce noticeable improve-
ments in the model’s performance [12]. However, the
magnitude of association between the trend indicators
and the risk of hospital death was probably only
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Table 3 Calibration of the existing time-dependent model with and without the trend indicators
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Existing model with trend indicators

Existing model without trend indicators

Risk Decile # observed deaths # expected deaths z-score p # expected deaths z-score p
1 5 431 03298 0.7415 537 0.1609 0.8722
2 9 1275 1.0498 0.2938 13.68 1.2664 0.2054
3 21 2474 0.7527 04517 26.03 0.9853 0.3245
4 36 4345 1.1298 0.2586 4459 1.2861 0.1984
5 54 68.90 1.7952 0.0726 69.50 1.8597 0.0629
6 103 108.72 0.5482 0.5836 109.97 0.6646 0.5063
7 174 171.65 0.179% 0.8575 17349 0.0386 0.9692
8 260 285.35 1.5008 0.1334 285.02 14821 0.1383
9 453 474.99 1.0090 03130 47893 1.1850 0.2360
10 1525 1496.72 0.7309 0.4649 149723 0.7177 04729
Total 2640 2691.59 0.9943 0.3201 2703.82 1.2274 0.2197

We divided the validation admissions into risk deciles on each admission day (based on the patient’s risk score for that day from the model with the trend
indicators), determined the number of observed and expected deaths from each model within each risk decile on each day (where the daily number of expected

deaths was equal to the sum of the daily hazard of all patients within each decile), and finally summed the number of observed and expected deaths within
each risk decile across all admission days (shown above). We tested for a significant difference between the observed and expected number of deaths within
each decile by calculating the p-value associated with standardized z-statistic, where z = (observed-expected)/(Vexpected).

moderate or even small since most hospitalizations were
short (median stay of five days) and involved relatively
healthy patients, thereby making it unlikely that the risk
score would change drastically over most hospitaliza-
tions. Moreover, the trend indicators were likely highly
statistically significant because of our large study size,
which can make moderate or even small associations
statistically significant.

While our approach of using model-generated risk
scores to measure trends in patient health status is
efficient and relatively simple, it is computationally

intensive and may not appeal to those who find it too
challenging or laborious. For example, even the calcu-
lation of the risk score itself could be challenging in
cases where the existing model contains a large num-
ber of predictors and/or interaction terms. Another
disadvantage of our approach is that it cannot reliably
measure trends at the very start of the observation
period (since there are no previous risk scores for
comparison). On day 1, because there were no pre-
vious risk scores available for all admissions, we set
the value of the trend indicators to zero (assuming
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and without the trend indicators. On each of the first 32 and without the trend indicators. On each of the first 32
admission days (the o5t percentile of observed length of stay), we admission days (the g5t percentile of observed length of stay), we
calculated the IDI with 95% Cls [12] using patients’ estimated hazard calculated the NRI with 95% Cls [12] using patients’ estimated
of death from each model and vital status for that day. An IDI hazard of death from each model and vital status for that day. An
above 0 suggests that the addition of the trend indicators to the NRI above 0 indicates improved risk prediction with the new model
existing model improved overall model discrimination. containing the trend indicators.
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neither an improving nor deteriorating health status).
This may have been inaccurate for some patients and
may have adversely affected the model fit early on, as
suggested by the negative value of the IDI on days 1
and 2 (Figure 3). Therefore, we suggest that models
including trend indicators be used for risk prediction
only once patients have been observed long enough
to measure a trend in their risk scores. In our case,
just a few days may be sufficient since the value of
the IDI was positive and statistically significant on
day 3 (Figure 3).

Conclusions

In this study, we demonstrate a unique and efficient
approach to measure trends in patient risk over time.
We used risk scores calculated on a daily basis from an
existing time-dependent survival model for hospital
mortality to create several trend indicator variables.
When added to the existing model, these trend indica-
tors were significantly associated with the risk of hospi-
tal death independent of the original variables in the
existing model. However, the clinical significance of
these trend indicators was minimal because they did not
noticeably improve the predictive performance of the
existing model. Future research should determine
whether the approach we present in this study is gener-
alizable to other time-dependent survival models and
can significantly improve the performance of survival
models with much longer time horizons where larger
changes in patient risk are more likely.

Appendix: Calculation of the daily hazard of
death from a time-dependent Cox model

The hazard of death at time ¢ represents the instanta-
neous rate of death at ¢ and can be interpreted as the
risk of death at ¢ conditional upon survival to ¢. The
hazard of death can be estimated from a Cox regression
model using the formula:

h() = (exp [Z ﬁx]) * ho (t),

where h() is the estimated hazard of death on day ¢,
YBx is the “risk score” (i.e. the sum of the product of
each covariate value and its parameter estimate), and %,
(¢) is the estimated baseline hazard of death on day ¢

To estimate a patient’s hazard of death on each hospi-
talization day with our time-dependent Cox model, we
used SAS to obtain daily estimates of the baseline
hazard function and then multiplied the baseline hazard
estimate for each day by the patient’s “risk score” from
the model for that day. Note that a patient’s risk score
could change over the hospitalization because the model
included time-dependent covariates.

Page 9 of 10

List of Abbreviations

AIC: Akaike’s Information Criterion; ALC: Alternative Level of Care; Cl:
Confidence Interval; IDI: Integrated Discrimination Improvement; ICU:
Intensive Care Unit; NRI: Net Reclassification Improvement; PIMR: Procedure
Independent Mortality Risk; ROC: Receiver Operating Curve; TOH: The Ottawa
Hospital.

Acknowledgements and Funding
This study was funded by the Canadian Institutes of Health Research and
the Department of Medicine, University of Ottawa.

Author details

'Clinical Epidemiology Program, Ottawa Hospital Research Institute, 1053
Carling Avenue, Ottawa, K1Y 4E9, Canada. 2Department of Medicine,
University of Ottawa, 1053 Carling Avenue, Ottawa, K1Y 4E9, Canada.

Authors’ contributions

JW was involved in the study design, conducted the data analysis,
interpreted the data, and led the drafting of the manuscript. CvW and MT
participated in the study design, helped with the interpretation of the data,
and reviewed the manuscript for its clinical and statistical content. AJF also
participated in the study design and reviewed the manuscript for its clinical
content. All authors have read and approved the final manuscript.

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

Received: 1 February 2011 Accepted: 21 July 2011
Published: 21 July 2011

References

1. Sadetsky N, Hubbard A, Carroll PR, Satariano W: Predictive value of serial
measurements of quality of life on all-cause mortality in prostate cancer
patients: data from CaPSURE (cancer of the prostate strategic urologic
research endeavor) database. Qual Life Res 2009, 18:1019-1027.

2. Sullivan PW, Nelson JB, Mulani PM, Sleep D: Quality of life as a potential
predictor for morbidity and mortality in patients with metastatic
hormone-refractory prostate cancer. Qual Life Res 2006, 15:1297-1306.

3. Masson S, Latini R, Anand IS, Barlera S, Angelici L, Vago T, Tognoni G,

Cohn JN: Prognostic value of changes in N-terminal pro-brain natriuretic
peptide in Val-HeFT (Valsartan Heart Failure Trial). / Am Coll Cardiol 2008,
52:997-1003.

4. Florea VG, Henein MY, Anker SD, Francis DP, Chambers JS, Ponikowski P,
Coats AJ: Prognostic value of changes over time in exercise capacity and
echocardiographic measurements in patients with chronic heart failure.
Eur Heart J 2000, 21:146-153.

5. Lassnigg A, Schmidlin D, Mouhieddine M, Bachmann LM, Druml W, Bauer P,
Hiesmayr M: Minimal changes of serum creatinine predict prognosis in
patients after cardiothoracic surgery: a prospective cohort study. / Am
Soc Nephrol 2004, 15:1597-1605.

6. Wong J, Taljaard M, Forster AJ, Escobar GJ, van Walraven C: Derivation and
validation of a model to predict daily risk of death in hospital. Medical
Care 2011.

7. Escobar GJ, Greene JD, Scheirer P, Gardner MN, Draper D, Kipnis P: Risk-
adjusting hospital inpatient mortality using automated inpatient,
outpatient, and laboratory databases. Med Care 2008, 46:232-239.

8. van Walraven C, Austin PC, Jennings A, Quan H, Forster AJ: A modification
of the Elixhauser comorbidity measures into a point system for hospital
death using administrative data. Med Care 2009, 47:626-633.

9. Sauerbrei W, Meier-Hirmer C, Benner A, Royston P: Multivariable regression
model building by using fractional polynomials: Description of SAS,
STATA and R programs. Computational Statistics & Data Analysis 2006,
50:3464-3485.

10.  Kremers WK: Concordance for Survival Time Data: Fixed and Time-
dependent Covariates and Possible Ties in Predictor and Time. Mayo
Foundation; 2007.

11, May S, Hosmer DW: A simplified method of calculating an overall
goodness-of-fit test for the Cox proportional hazards model. Lifetime
Data Anal 1998, 4:109-120.


http://www.ncbi.nlm.nih.gov/pubmed/19697155?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19697155?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19697155?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19697155?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16830258?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16830258?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16830258?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18786480?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18786480?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10637088?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10637088?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15153571?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15153571?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18388836?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18388836?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18388836?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19433995?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19433995?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19433995?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21779159?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21779159?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21779159?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9658770?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9658770?dopt=Abstract

Wong et al. BMC Health Services Research 2011, 11:171
http://www.biomedcentral.com/1472-6963/11/171

12. Pencina MJ, D'Agostino RB, D'Agostino RB, Vasan RS: Evaluating the added
predictive ability of a new marker: from area under the ROC curve to
reclassification and beyond. Stat Med 2008, 27:157-172.

13. Pencina MJ, D'’Agostino RB, Steyerberg EW: Extensions of net
reclassification improvement calculations to measure usefulness of new
biomarkers. Stat Med 2011, 30:11-21.

Pre-publication history
The pre-publication history for this paper can be accessed here:
http://www.biomedcentral.com/1472-6963/11/171/prepub

doi:10.1186/1472-6963-11-171

Cite this article as: Wong et al: Does adding risk-trends to survival
models improve in-hospital mortality predictions? A cohort study. BMC
Health Services Research 2011 11:171.

Page 10 of 10

Submit your next manuscript to BioMed Central
and take full advantage of:

e Convenient online submission

e Thorough peer review

¢ No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

¢ Research which is freely available for redistribution

Submit your manuscript at
www.biomedcentral.com/submit

( BioMed Central



http://www.ncbi.nlm.nih.gov/pubmed/17569110?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17569110?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17569110?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21204120?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21204120?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21204120?dopt=Abstract
http://www.biomedcentral.com/1472-6963/11/171/prepub

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study design and setting
	Study cohort
	Time-dependent survival model for hospital mortality
	Markers of daily death risk from the time-dependent model
	Indicators of trend in daily death risk
	Incorporation of trend indicators into the existing time-dependent model
	Performance of the existing model with and without the trend indicators

	Results
	Discussion
	Conclusions
	Appendix: Calculation of the daily hazard of death from a time-dependent Cox model
	Acknowledgements and Funding
	Author details
	Authors' contributions
	Competing interests
	References
	Pre-publication history


<<
  /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 /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /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 true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /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 true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /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 true
  /MonoImageDownsampleType /Bicubic
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  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 /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


