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to address adverse events associated
with the storage time of blood in an obstetric
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Abstract

Background: A recent topic of interest in the blood transfusion literature is the existence of adverse effects of trans-
fusing red cells towards the end of their storage life. This interest has been sparked by conflicting results in observa-
tional studies, however a number of methodological difficulties with these studies have been noted. One potential
strategy to address these difficulties is the use of propensity scores, of which there are a number of possible methods.
This study aims to compare the traditional methods for binary exposures with more recently developed generalised
propensity score methods.

Methods: Data were obtained from probabilistically linked hospital, births and blood bank databases for all women
giving birth from 23 weeks gestation in New South Wales, Australia, between July 2006 and December 2010 with
complete information on the birth admission and blood issued. Analysis was restricted to women who received 1-4
units of red cells. Three different propensity score methods (for binary, ordinal and continuous exposures) were com-
pared, using each of four different approaches to estimating the effect (matching, stratifying, weighting and adjusting
by the propensity score). Each method was used to determine the effect of blood storage time on rates of severe
morbidity and readmission or transfer.

Results: Data were available for 2990 deliveries to women receiving 1-4 units of red cells. The rate of severe maternal
morbidity was 3.7 %, and of readmission or transfer was 14.4 %. There was no association between blood storage time
and rates of severe morbidity or readmission irrespective of the approach used. There was no single optimal propen-
sity score method; the approaches differed in their ease of implementation and interpretation.

Conclusions: Within an obstetric population, there was no evidence of an increase in adverse events following trans-
fusion of older blood. Propensity score methods provide a useful tool for addressing the question of adverse events
with increasing storage time of blood, as these methods avoid many of the pitfalls of previous studies. In particular,
generalised propensity scores can be used in situations where the exposure is not binary.
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Background transfusion of older blood [1]. One reason for debate
A common debate in the blood transfusion literature is the large number of conflicting observational stud-
surrounds the risks of adverse outcomes associated with  ies, of varying quality, which attempt to infer causality

without an appropriate experimental design. Evidence

from randomized trials is limited, due to the complex-
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blood can be difficult in an observational setting. The age
of the blood that a patient receives varies due to blood
bank inventory management processes, blood type, num-
ber of transfusions, and time of year [2—4]. These factors
may also affect outcomes, and so need to be considered
in any analysis. In addition, observational studies of the
effect of age of blood on outcomes are prone to a num-
ber of confounding factors, including the need to untan-
gle any adverse outcomes due to receiving older blood,
from adverse outcomes which result from the condition
requiring the transfusion (confounding by indication) [5].
Patients receiving greater numbers of transfusions are
also more likely to receive older blood [5]. In addition,
there are difficulties in defining the age of blood received,
where more than one pack is transfused [6]. Many stud-
ies to date have focused on a binary exposure of ‘fresh’ or
‘old’ blood, where there is also the important considera-
tion of what cutpoint to use. Although there are changes
that occur in blood as it is stored (termed the ‘storage
lesion’), [7] there is no biologically intuitive cutpoint
where the build-up of changes would be expected to have
an effect, and so cutpoints are somewhat arbitrary, and
may not provide sufficient distinction between patients
receiving fresh and old blood.

The use of propensity scores has the potential to reduce
the effect of confounders on associations between out-
comes and age of blood. Propensity score methods have
been developed to enable conclusions about causality to
be drawn from observational data [8]. Propensity score
methods involve the development of a model of the prob-
ability of a patient to have received the particular treat-
ment/exposure they received, based on their observed
covariates. Under several assumptions [9], patients with
similar propensity scores can be considered to have the
same likelihood of exposure, and so the average differ-
ence in outcome for patients with the same propensity
score, but different exposure, can be interpreted as being
due to the exposure. The most important assumption for
this approach is that treatment/exposure assignment is
independent of the outcome given the observed covari-
ates. Propensity scores are most commonly applied to
binary exposures, which are less applicable for consid-
ering age of blood. While applications of propensity
score methodology to ordinal and continuous exposures
are less common, methods have been proposed [9, 10],
however their use has predominantly been in disciplines
other than medicine [11-14]. Applications vary not only
in the methods of construction of the propensity score
or scores, but also in the approaches to using the score
for matching, stratification, weighting or in regression
adjustment [8, 15, 16].

Researchers typically perform a single propensity score
analysis for a given study, meaning that the performance
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of the different applications in a real-life situation cannot
be compared, although Brookhart et al. [17] perform such
a comparison considering only the different approaches
to estimating the effect using a binary propensity score.
Understanding the differences between the varying pro-
pensity score applications in an applied context gives
researchers the opportunity to select the application best
suited to their research question. Our paper explores the
application of three different methods of constructing the
propensity score (binary, ordinal and continuous expo-
sures) combined with four approaches to estimating the
effect (matching, stratification, weighting and regression
adjustment) to the problem of adverse outcomes after
transfusion of older blood in a maternity population,
focusing on differences in results and implementation.

Methods

The study population was all women giving birth from
23 weeks gestation in New South Wales, Australia,
between July 2006 and December 2010, with complete
information on the birth admission and blood issued.
Only women receiving from 1 to 4 transfusions were
selected to create a group of relatively homogenous risk
(by excluding women with massive haemorrhage). The
data for this study come from five sources: the New South
Wales (NSW) Perinatal Data Collection (‘birth data’); the
Admitted Patients Data Collection (‘hospital data’), Clini-
cal Excellence Commission Red Cell Utilisation Database
(‘Red Cell data’) and the Australian Red Cross Blood Ser-
vice (‘Red Cross data’), and the NSW Registry of Births,
Deaths and Marriages death registrations (‘deaths data’).
These datasets have been described elsewhere [18]. The
birth data contains pregnancy, labour and delivery data
for women giving birth in NSW, and the hospital data
contains data on diagnoses and medical procedures
(including transfusion) for all hospital admissions. The
Red Cell and Red Cross data together contain informa-
tion on all blood packs issued from hospital pathology
laboratories, including collection date and issue date,
from which age of blood at transfusion can be derived.
Fact of death was established from the deaths data.

The outcomes considered were readmission to the
same or another hospital within 6 weeks of birth, and
severe maternal morbidity. Transfers from the delivery
hospital were considered a readmission. Severe maternal
morbidity included a diagnosis of one or more of sepsis,
thromboembolic events, organ dysfunction, shock, car-
diac arrest, cerebral oedema, coma, cerebral-vascular
accident, assisted ventilation, or dialysis within 6 weeks
of delivery, or death (within 12 months). Potential con-
founders considered were parity, plurality, antepartum
or postpartum haemorrhage, gestational diabetes, preg-
nancy hypertension, maternal age, bleeding or platelet
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disorders, number of transfusions, month and year of
admission, blood type of blood, hospital, hospital level,
and leucodepletion.

The age of blood was defined as the age (time between
collection and issue of blood pack from the blood bank)
of the oldest blood a patient received within the delivery
admission. Three methods of constructing the propensity
scores were considered: using a binary exposure (split-
ting age of blood at the median of the maximum age of
blood transfused), using quartiles of the maximum age of
blood transfused (ordinal exposure), and using the maxi-
mum age of blood transfused as a continuous exposure.
In each case, the propensity score model was developed
using binary logistic, ordinal logistic or linear regres-
sion models as appropriate, considering both supply and
maternal factors as possible confounders. Models were
built using an iterative approach, whereby a model was
proposed, balance across covariates assessed, and then
the model refined to promote balance. Interactions were
included where they improved balance on the propensity
score. Balance was assessed by dividing the population
into quintiles based on the propensity score, and compar-
ing the proportions of women receiving older vs fresher
blood (binary case), or proportions within quintiles of
actual age of blood received (ordinal and continuous
cases). The application of the four approaches to incor-
porating the propensity scores differed for each method,
and are explained in more detail below. For the purpose
of comparison, results are presented as the rate of adverse
outcomes with 95 % confidence intervals in each case.

Statistical analyses were performed in SAS (9.3) and R
(3.1.0).

Ethical approvals
This study was approved by the NSW Population and
Health Services Research Ethics Committee.

Method 1: binary propensity score

An arbitrary cutpoint of 22 days (the median age of the
oldest blood transfused) was used to divide patients into
groups having received any blood >22 days or not. The
mean or median are commonly chosen cutpoint in age
of blood studies [4, 19, 20], to increase the power of the
analysis [5]. Logistic regression was used to construct the
propensity score. In order to avoid extrapolating findings
beyond the range supported by the data, overlap of cases,
the “common support” was assessed by plotting the dis-
tribution of propensity scores by older/fresher blood.
Cases outside of the common support were excluded
to remove patients where the overall treatment effect
may be unreliably estimated. This was not needed when
matching on propensity scores within a caliper, as the
matching process selects only similar cases. A summary
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of methods for binary propensity scores can be found
in Williamson et al. [21] with relevant details outlined
below.

Matching

Greedy one to one matching without replacement was
used to match those receiving older blood to those receiv-
ing blood <22 days having a similar propensity score.
Matches were restricted such that a woman receiving
older blood could only be matched to a woman receiving
fresher blood whose propensity score was within £0.05
(the caliper). The rate of adverse outcomes in each group
was compared.

Stratification

The sample was divided into strata based on quintiles
on the basis of the propensity score, and the rate of each
adverse outcome calculated within each stratum, and
estimates weighted by stratum size summarized over
strata.

Weighting

Inverse probability of treatment weights were calcu-
lated as the inverse of the propensity score for those
receiving older blood, and the inverse of 1 minus the
propensity score for those receiving fresher blood.
These weights were multiplied by the marginal prob-
ability of receiving/not receiving older blood for those
receiving and not receiving older blood. This stabiliza-
tion results in the weighted sample size being the same
as the original sample size, and reduces the variance of
the estimates.

Regression adjustment

Logistic regression was used to calculate the odds of
adverse outcomes for those receiving blood >22 days,
including propensity score in the model. This was used
to calculate the predicted adverse outcome rate for those
receiving older and fresh blood.

Method 2: generalized propensity score-ordinal exposure
Women were divided into quartiles (<15, 16-22, 23-30,
31 days or greater) based on the age of the oldest blood
received, with ordinal logistic regression used to model
the probability of receiving blood belonging to each
age quartile. It has been suggested that where an ordi-
nal logistic regression is appropriate for the data, a sin-
gle score can be developed for each patient [22, 23]. The
linear predictor part of the model is taken as a balanc-
ing score, which balances covariates across quartiles [10].
This method results in a single balancing score, and four
propensity scores (the probability of belonging to each
quartile).
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Matching

Following the work of Lu et al. [22, 24] and using match-
ing algorithms available in R (nbpMatching) [24] we cre-
ated matched pairs of subjects where the subjects had
similar balancing scores, but different actual age of blood
(quartile) received. In matching, preference is given to
pairs with the greater difference in quartile (i.e. a patient
receiving blood in the first quartile would match to a
patient in the third or fourth quartile in preference to
one in the second). Within each pair, the patient belong-
ing to the higher quartile was considered to have received
‘older’ blood. The rates of adverse outcome compared for
those receiving older vs fresher blood.

Stratification

Strata were created by dividing patients into quintiles
based on their balancing score. Logistic regression, strati-
fied by balancing score strata, was used to obtain estimated
probabilities of adverse outcomes for each quartile and
strata. Stratum specific estimates were combined to assess
the effect of age of blood quartiles on adverse outcomes.

Weighting

Inverse probability of treatment weights were defined as
the inverse of the propensity score for the quartile of age
of blood received, divided by the marginal probability of
that quartile [25]. These weights were applied to estimate
the adverse outcome rates.

Regression

A logistic regression model including the propensity
score and quartile of age of blood, with polynomial
terms up to degree 4, was used to examine the relation-
ship between age of blood and adverse outcomes. The
model was developed using the actual propensity score
and quartile of age of blood received, and then the prob-
ability of adverse outcome at each age of blood quartile
for each patient calculated using this model and the esti-
mated propensity scores for unobserved quartiles, giving
the expected proportion of adverse outcomes for each
quartile. Confidence intervals were calculated using 1000
bootstrap samples [9, 12].

Method 3: generalized propensity score-continuous
exposure

A linear regression model was built to predict age of
blood received (as a continuous variable), considering
supply and maternal factors. The analysis followed the
method outlined above for quartiles, using each day of
age of blood (days 1-42), instead of quartiles, and using
the predicted age of blood as a balancing score. The
assumption of constant variance on the multiple linear
regression used to construct the propensity score was
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necessary to create a scalar balancing score and appeared
reasonable. The regression model was built consider-
ing age of blood as a continuous variable [12]. Rates of
adverse events were calculated for each approach, sum-
marized by decile of age of blood.

Results

Data were available for 2990 deliveries to women receiv-
ing 1-4 bags of blood. The median age of the oldest pack
of blood transfused to each woman was 22 days. The rate
of severe morbidity was 3.7 % (N = 111) and of readmis-
sion/transfer was 14.4 % (N = 430).

Method 1: binary propensity score

Of the 1424 women receiving older blood, 1018 (71 %)
were matched to a woman receiving <22 day old blood.
After matching the rate of severe adverse outcome was
4.2 % (95 % CI 3.1, 5.7) for those receiving fresher blood,
and 3.1 % (2.1, 4.3) for those receiving older blood, with an
average difference in age of blood of 14.5 days. Removing
subjects outside the common support, there were 1412
patients receiving older blood (>22 days) and 1535 receiv-
ing fresher blood. The rates of severe morbidity after
stratification, weighting and regression adjustment ranged
from 3.8 to 3.9 % for fresher blood and 3.0-3.4 % for older
blood (Table 1), and for readmission/transfer were from
14.1 to 14.9 % for fresher blood and 13.6—14.7 % for older
blood. When considering severe morbidity, each method
showed lower rates in the groups receiving older blood,
although differences were small and not statistically sig-
nificant. When considering readmission and transfer this
pattern was reflected across matching, stratification and
weighting approaches, but not regression adjustment.
Regression adjustment was associated with the narrow-
est confidence intervals, and very similar estimates were
obtained for regression and stratification.

Method 2: generalised propensity score-ordinal exposure
Women were divided into four groups (<15, 16-22,
23-30, 31 days or greater) based on the age of the old-
est blood received. There were 1472 matched pairs cre-
ated (N = 2944, 98.5 %). The average difference in age
of blood received between those receiving older blood
and those receiving fresher blood was 12.1 days. After
excluding patients outside the common support there
were 2860 remaining for analysis. The rates of severe
morbidity ranged from 3.5 to 4.9 % for fresher blood, and
3.1-3.8 % for older blood (Table 2), and for readmission/
transfer were from 13.4 to 14.9 % for fresher blood, and
13.0-15.2 % for older blood. There were only small differ-
ences in outcome rates between quartiles across the dif-
ferent methods, with the middle quartiles tending to have
lower morbidity rates.
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Table 1 Rate of adverse outcomes following transfusion with fresher or older blood, results from binary propensity score

analyses

Crude rate (95 % CI) Matched rate (95 % ClI)

Stratified rate (95 % Cl)

Weighted rate (95 % Cl) Regression rate (95 % Cl)

Severe morbidity
Fresher 402 (3.15,5.12)
Older 3.37(2.54,4.45)
Readmission/transfer
14.18 (12.53,15.99)
14.61 (12.87,16.54)

4.22(3.14,5.65)
3.05(2.14,4.30)

14.54 (12.50, 16.84)
14.34(12.32,16.63)

Fresher
Older

3.94(2.82,4.84)
34(1.89,4.92)

1444 (12.75,16.14)
14.67 (11.79,17.56)

3.76(2.92,4.82)
2.98(2.20,4.02)

39(3.09,4.72)
34(2.72,4.08)

14.88 (13.21,16.72)
13.58 (11.88,15.48)

1444 (12.76,16.13)
14.67 (13.00, 16.33)

Table 2 Rate of adverse outcomes following transfusion with fresher or older blood, results from ordinal propensity

score analyses

Cruderate (95% Cl) Matched rate (95 % Cl)  Stratified rate (95 % Cl) Weighted rate (95% Cl)  Regression rate (95 % Cl)

Severe morbidity

Freshest 4.23(2.99,5.92) 3.53(2.70,4.61) 3.74(1.27,6.2) 492 (3.57,6.75) 6(2.59,4.92)

2nd quartile  3.83 (2.69, 5.41) 9(244,537) 3.81(2.64,544) 4(2.6,4.09)

3rd quartile 298 (1.97, 4.46) 3.05(1.84,4.25) 2.93(1.90,4.45) 3.53(2.82,4.46)

Oldest 3.83(258,5.61) 3.60 (2.76,4.69) 342(2.01,4.82) 3.06(1.95,4.74) 2(2.76,6.15)
Readmission/transfer

Freshest 14.27 (11.95,16.95) 14.54 (12.83, 16.43) 14.94 (10.01, 19.87) 14.84 (12.44,17.59) 13.37(11.35,15.92)

2nd quartile  14.09 (11.86, 16.67) 14.11(11.37,16.84) 13.66 (11.38,16.31) 1365( 12,16.05)

3rd quartile 4(11.85, 1678) 14.17 (11.75,16.6) 13.36 (11.07, 16.04) 3(12.68,15.74)

Oldest 6(12.61,18.12) 14.47 (12.76, 16.36) 14.96 (12.18,17.75) 14.51(11.97,17.47) 1297(1092 15.75)

Method 3: generalised propensity score-continuous
exposure

There were 1490 matched pairs created (N = 2980,
99.7 %). The average difference in age of blood received
between those receiving older blood and those receiving
fresher blood was 12.3 days. After excluding patients out-
side the common support, there were N = 2756 available
for the remaining analyses. There was no difference in
rates of severe morbidity or readmission/transfer across
deciles of age of blood (Table 3). With some exceptions,
rates across deciles tended to be similar for the stratifi-
cation and weighting approaches, where they differed,
the weighting values tended to be more extreme. Both
sets of rates tended to ‘jump around; with little trend evi-
dent between deciles. The regression rates however were
smoother between deciles, and less extreme than either
weighting or stratification, except for the highest and
lowest deciles.

Discussion

This study found no adverse effect of transfusion of
older blood on maternal outcomes. Twelve different
analyses using three methods of constructing the pro-
pensity score and four approaches to applying it were
performed for each adverse outcome, with a high

degree of consistency across methods. None of the
methods considered showed a beneficial or detrimental
effect of older blood on patient outcomes. The obstet-
ric population provides an ideal population in which to
study the effect of age of transfused blood on patient
outcomes, as in this population patients are generally
young and otherwise healthy [26]. A more complete
discussion of the effect of age of blood in an obstetric
population can be found in Patterson et al. [26]. This
finding of no effect of age of blood is consistent with
several studies amongst lower risk patients [27, 28],
however in some specific populations age of blood
has been shown to affect outcomes [1, 29-32]. The
adequacy of methods used in these studies to address
confounding has been questioned [5]. Use of propen-
sity score methods enabled us to separate the effect of
older blood from confounders, particularly the number
of units transfused. Consideration of propensity scores
for ordinal and continuous exposures allowed us to
move away from the need to dichotomise age of blood,
which although commonly used, has little physiologi-
cal justification [5]. Different propensity score meth-
ods were used, resulting in different estimates of effect,
with each method and approach having different ben-
efits and drawbacks.
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Table 3 Rate of adverse outcomes following transfusion with fresher or older blood, results from generalised propensity

score analyses

Cruderate (95 % Cl) Matched rate (95 % Cl)  Stratified rate (95 % Cl)  Weighted rate (95 % Cl)  Regression rate (95 % Cl)
Severe morbidity
Freshest 5.50 (341, 869) 4.03(3.13,5.16) 5.80(3.12,848) 11 (3.00, 845) 5.97(2.02,18.87)
2nd decile 4(1.70,5.61) 2.74(1.22,4.26) A45(2.64,7.32) 4.22(2.25,7.94)
3rd decile 282( 1,5.35) 2.31(0.63,3.99) .11(0.89,4.52) 3.64(2.17,6.14)
4th decile  4.87 (2.64,8.60) 5.09 (2.36,7.82) 64 (3.18,9.66) 3.54(2.29,5.46)
5th decile 4 (2. 47678) 4.27 (2.2,6.35) 16 (246, 6.85) 3.59(241,5.32)
6th decile  4.21(241,7.13) 1(1.74,6.48) 11(2.29,7.12) 3.65 (2.44,5.44)
7th decile 276 (1.31,5.44) 2.96 (0.66, 5.27) 71(1.24,5.52) 6(2.21,5.87)
8th decile  2.83(1.26,5.85) 63(0.17,5.09) 83 (1.90, 7.28) 3.38(1.79,6.54)
oth decile  3.72(2.07,6.45) 1 (=240, 86) .10(0.87,4.59) 2.86(1.23,7.16)
Oldest 3.14(1.49,6.17) 342 (2.61,4.48) 98 (—2.17,6.13) .36 (0.23,4.30) 1.83(047,8.54)
Readmission/transfer

Freshest 14.56 (11.04, 18.95) 14.16 (12.48, 16.03) 14.86 (10.72, 18.99) 19.33(15.08, 24.41) 2(6.40,23.47)
2nd decile  15.14(11.75,19.29) 14.94 (11.20, 18.68) 14.68 (11.24,18.94) 13.96 (10.23, 18.99)
3rd decile 1223 (9.05, 16.30) 12.54 (9.03, 16.05) 13.66 (10.22,18.01) 14.18(11.03,18.12)
4th decile  13.27 (942, 18.36) 1342 (9.01,17.84) 13.75(9.74,19.02) 14.29 (11.6,17.49)
S5thdecile  15.19(11.84,19.27) 1539 (11.71, 19.06) 15.31(11.90, 19.47) 14.48 (11,99, 17.39)
6th decile  15.21(11.61, 19.66) 14.73 (10.50, 18.95) 14.52 (10.91, 19.05) 14.83 (12.26, 17.84)
7th decile  13.45(9.97,17.88) 14.07 (9.51, 18.64) 1372( .10, 18.37) 15.19(12.12,18.89)
8th decile  15.79(11.74, 20.89) 16.23 (9.92,22.54) 9(13.70,23.74) 15.35(11.55,20.19)
oth decile  14.24(10.83, 18.50) 14.48 (5.33,23.63) 14,63 (11.00, 19.18) 15.08 (10.54, 21.4)
Oldest 14.51 (10.68, 19.39) 14.63 (12.93,16.52) 13.86 (1.81,25.91) 10.74(7.12,15.82) 13.29(7.70,22.62)

Propensity scores are becoming more widely used, and
have a number of advantages over other methods. In
particular, matching on a propensity score for a binary
exposure creates a situation similar to the baseline bal-
ance achieved in a randomized trial (on measured con-
founders), and so is accessible for clinicians [8]. It is also
possible to assess the balance created by the propensity
score method [14, 33], and to exclude subjects where the
results are unlikely to apply [33]. Another key benefit lies
in the two step process of analysis, where the modeling
process (constructing the propensity score) is conducted
separately to the analysis of results, maintaining a level of
objectivity [14, 33]. As noted by Zanutto et al. an added
benefit of this approach, used in this study, is that the
same propensity score can be used across multiple out-
comes [14]. In cases where the outcome is rare, but the
exposure is common, traditional regression models are
not able to fully model confounding, however propensity
scores are able to adjust for more confounders [8, 23].

Across the three methods of constructing the pro-
pensity score (using binary, ordinal or continuous expo-
sures) used in our study, there were differences in the
performance of the different approaches. The difference
in age of blood received between pairs decreased when
using the generalized propensity score compared with

the binary and ordinal score approaches, however match-
ing was more successful (greater proportion of patients
matched) when using the generalized propensity score
than with the ordinal and binary methods. This is due to
the smaller number of potential matches excluded due
to having the same value of the exposure. The impact of
this can be seen in narrower confidence intervals com-
pared with other methods when using ordinal or gen-
eralized propensity score methods. In contrast, more
patients were excluded when using the generalized pro-
pensity score and ordinal propensity score methods for
being outside of the ‘common support, where a patient
is deemed to have received an unusual treatment given
their covariate pattern.

Within the binary propensity score method, stratifica-
tion, weighting and regression produce similar estimates
of effect, with the narrowest confidence intervals associ-
ated with the regression estimates. The confidence inter-
vals associated with matching were wider, reflecting the
smaller sample size used in this approach. With the ordi-
nal model, stratification tended to give the widest confi-
dence intervals, with matching and regression producing
narrower intervals. However, using the generalized pro-
pensity score, the greatest uncertainty was associated
with the regression model, reflecting the variability both
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in the propensity score and the modeling process. Strati-
fication typically performed better in terms of reduced
variability. Patterns of estimates obtained via stratifica-
tion and weighting were similar when using the ordinal
and generalized propensity scores, but differed from the
results obtained from the regression based approached.
The regression approaches impose a degree of smooth-
ness between estimates of adjoining categories which
the other estimates are unable to account for. This addi-
tional smoothness was more noticeable with the general-
ized propensity score than with the quartiles. Given the
known ordering of quartiles and deciles, it seems benefi-
cial to incorporate this knowledge in the effect estimates.

The development and assessment of the propensity
score models was most straightforward for the binary
propensity score, as this resulted in two groups that could
easily be compared to assess balance. In the more com-
plex methods, both the exposure and propensity score
need to be stratified, and patients within stratum com-
pared in order to determine if balance has been obtained.
Here we used quintiles of propensity score and observed
age of blood, resulting in 25 strata. This difficulty car-
ries over to the interpretation of results. It is possible to
obtain effect estimates, odds ratios and other measures of
effect for the binary and ordinal propensity score mod-
els, but for the generalized model, with the exception of
matching, the relationship between outcome and expo-
sure is difficult to summarise, and may be better captured
graphically [12, 34].

The relative merits of the different methods for a
binary exposure have been discussed elsewhere [17]
and carry across to the more complex designs with sev-
eral exceptions. Weighting and stratification in the case
of non-binary exposures represent only a small increase
in complexity compared with the binary case. Weighting
methods, while easily applied in the binary propensity
score case, do not exploit the extra information available
in the case of ordinal or continuous data, [34] and are
more difficult in cases with a truly continuous outcome
[35]. Weighting is also difficult when more than one pro-
pensity score has been used for each subject [22, 34, 36].
Stratification however is easy to apply in cases of one or
more propensity score, [14] and retains the ease of inter-
pretation that is present with binary scores [37].

Applications of matching and regression adjustment
methods are somewhat more complicated in the case of
non-binary exposures. While matching is intuitive in the
case of binary exposures, in some sense replicating the
setup of a controlled trial (although only ensuring groups
are the same based on observed covariates), with more
than 2 exposures matching is less intuitive. In the con-
tinuous case, the comparison of ‘older vs fresher’ blood
is conducted without defining ‘older’ or ‘fresher’ across
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the sample. It is possible that there could be a matched
pair with ages of blood 7 and 10 days, and another pair
with ages 32 and 36 days. In this case, the patients receiv-
ing blood of 7 and 32 days would be included as receiv-
ing ‘fresher’ blood, even though the difference in age
of blood received is considerable. It has been argued
that matching can be helpful, even when a null result is
returned, in that it can be interpreted as follows: ‘con-
sidering the greatest possible differences between age
of blood received, there was no effect of age of blood on
outcomes, hence no effect would be expected at smaller
differences’ [22]. Newer techniques allow for matching in
categorical outcomes, where one subject from the group
with the smallest number of subjects is matched to one or
more subjects in the remaining groups, and the matched
sample used in regression analysis or similar [36, 38]. The
matching algorithm needed for matching with more than
two exposures, although available, makes this method
less accessible than stratification, weighting and regres-
sion which can be performed using traditional software.
For this reason, it was considered beyond the scope of
this paper [14]. Regression adjustment in the non-binary
case can be performed in normal statistical software, but
requires several additional steps. In particular, parame-
ters obtained from the regression equation are not able to
be interpreted directly, but need to be averaged over the
distribution propensity scores evaluated at that dose [34].

It is important to note that when using matching
techniques, the whole population is not included in
the analysis, and so reported rates reflect the incidence
of outcomes only in those women who were able to be
matched to a woman in the other arm. With other meth-
ods, where ‘common-support’ criteria are imposed, the
study populations are likewise limited to those women
who similar in terms of likelihood of exposure at varying
treatment levels. In some cases, when a large number of
women have been excluded, this may be quite different
from the population rate [33]. A comparison of included
and excluded cases would be important in practice to aid
in the interpretation of results and generalisation to the
wider population.

This study explored the application of different pro-
pensity score methods to the effect of age of blood on
adverse outcomes. We used a large sample, with infor-
mation on many potential confounders, and considered
two outcomes: one with low incidence and one more
common. A possible limitation of this study is that any
unmeasured confounders such as hospital policies or
clinician practice of preferentially transfusing fresher
blood to sicker patients would not be adjusted for by
the propensity score (regardless of method used), and
may introduce bias into the result. Adjustment by hos-
pital may somewhat offset such bias, but other unknown
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confounders may also affect results. In addition, for sim-
plicity we only used one method of checking for balance,
although several methods have been proposed and are
used in practice, [9, 10, 22, 39] and these methods may
be more appropriate for particular approaches, such as
the use of standardized mean differences [39] for binary
matching. In practice, the balance method chosen should
relate to the methods used in the analysis [33].

Conclusions

Propensity score methods are useful for the analysis of
observational data around the age of blood transfused,
and allow causal inference from such data. These meth-
ods are able to account for differences in number of blood
packs transfused and other confounders that influence
both the age of blood transfused and potential adverse
outcomes. Although less intuitive than their binary expo-
sure counterparts, propensity score methods for ordinal
and continuous exposures are feasible, able to be imple-
mented with standard software (using packages available
online), and better reflect the underlying mechanism of
age of blood. These methods should be considered in
similar studies where it is not appropriate to dichotomise
an exposure, and where the outcome is sufficiently rare to
limit the utility of regression modeling. Each of the three
methods (binary, ordinal and continuous exposure) pro-
duced slightly different estimates of effect, but found no
significant relationship between age of blood transfused
and adverse outcomes.

Abbreviation
NSW: New South Wales.

Authors’ contributions

JP and JF designed the study. JP performed the analysis and drafted the
manuscript. ES provided feedback on the study design and analysis. JF and ES
reviewed the manuscript. All authors read and approved the final manuscript.

Author details

! Clinical and Population Perinatal Health Research, Kolling Institute, Northern
Sydney Local Health District, St Leonards, NSW 2065, Australia. > Sydney
Medical School Northern, University of Sydney, Sydney, Australia. > Depart-
ment of Mental Health, Department of Biostatistics, Department of Health
Policy and Management, Johns Hopkins Bloomberg School of Public Health,
Baltimore, MD, USA.

Acknowledgements

This work was supported by a Partnership Grant from the Australian National
Health and Medical Research Council NHMRC (#1027262), the Australian Red
Cross and the NSW Clinical Excellence Commission. Jane Ford is supported

by an ARC Future Fellowship (#120100069). We thank the NSW Ministry of
Health for access to the population health data and the NSW Centre for Health
Record Linkage for linking the data sets.

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

Data sharing statement
Under the ethical approval governing this study, data are not available for
sharing.

Page 8 of 9

Received: 14 April 2016 Accepted: 16 July 2016
Published online: 26 July 2016

References

1. Wang D, Sun J, Solomon SB, Klein HG, Natanson C. Transfusion of older
stored blood and risk of death: a meta-analysis. Transfusion (Paris).
2012;52(6):1184-95.

2. Aubron C, Nichol A, Cooper DJ, Bellomo R. Age of red blood cells and
transfusion in critically ill patients. Ann Intensive Care. 2013;3(1):2.

3. Dzik WH, Beckman N, Murphy MF, Delaney M, Flanagan P, Fung M,
Germain M, Haspel RL, Lozano M, Sacher R, et al. Factors affecting red
blood cell storage age at the time of transfusion. Transfusion (Paris).
2013;53(12):3110-9.

4. Middelburg RA, van de Watering LM, Briet E, van der Bom JG. Storage
time of red blood cells and mortality of transfusion recipients. Transfus
Med Rev. 2013;27(1):36-43.

5. van de Watering L. Biomedical excellence for safer transfusion C: pitfalls in
the current published observational literature on the effects of red blood
cell storage. Transfusion (Paris). 2011;51(8):1847-54.

6.  Triulzi DJ, Yazer MH. Clinical studies of the effect of blood storage on
patient outcomes. Transfus Apheres Sci. 2010;43(1):95-106.

7. Vandromme MJ, McGwin G Jr, Weinberg JA. Blood transfusion in the
critically ill: does storage age matter? Scand J Trauma Resusc Emerg Med.
2009;17:35.

8. Rosenbaum PR, Rubin DB. The central role of the propensity score in
observational studies for causal effects. Biometrika. 1983;70(1):41-55.

9. Hirano K, Imbens GW. The propensity score with continuous treatments.
In: Gelman AM, Chichester X, editors. Applied Bayesian modeling and
causal inference from incomplete data perspectives, vol. 226164. Hobo-
ken: John Wiley and Sons; 2004. p. 73-84.

10. Imai K, van Dyk DA. Causal inference with general treatment regimes. J
Am Stat Assoc. 2004,99(467):854-66.

11. Bia M, Mattei A. Assessing the effect of the amount of financial aids to
Piedmont firms using the generalized propensity score. Stat Methods
Appl. 2012;21(4):485-516.

12. Kluve J, Schneider H, Uhlendorff A, Zhao Z. Evaluating continuous train-
ing programmes by using the generalized propensity score. J R Stat Soc
Ser A (Statistics in Society). 2012;175(2):587-617.

13. Snodgrass GM, Blokland AAJ, Haviland A, Nieuwbeerta P, Nagin DS.
Does the time cause the crime? an examination of the relationship
between time served and reoffending in the Netherlands. Criminology.
2011,49(4):1149-94.

14. Zanutto E, Lu B, Hornik R. Using propensity score subclassification for
multiple treatment doses to evaluate a National antidrug media cam-
paign. J Educ Behav Stat. 2005;30(1):59-73.

15. Robins JM, Hernan MA, Brumback B. Marginal structural models and
causal inference in epidemiology. Epidemiology. 2000;11(5):550-60.

16. Rosenbaum PR, Rubin DB. Reducing bias in observational stud-
ies using subclassification on the propensity score. J Am Stat Assoc.
1984;79(387):516-24.

17. Brookhart MA, Wyss R, Layton JB, Stirmer T. Propensity score methods for
confounding control in nonexperimental research. Circ Cardiovasc Qual
Qutcomes. 2013;6(5):604-11.

18. Linkage of four administrative datasets to examine blood transfusion in
pregnancy. http://hdl.handle.net/2123/13588.

19. Andreasen JJ, Dethlefsen C, Modrau IS, Baech J, Schonheyder HC, Moeller
JK, Johnsen SP, North-West Denmark transfusion study G. Storage time of
allogeneic red blood cells is associated with risk of severe postoperative
infection after coronary artery bypass grafting. Eur J Cardiothorac Surg.
2011;39(3):329-34.

20. van de Watering L, Lorinser J, Versteegh M, Westendord R, Brand A.
Effects of storage time of red blood cell transfusions on the prog-
nosis of coronary artery bypass graft patients. Transfusion (Paris).
2006;46(10):1712-8.

21. Williamson E, Morley R, Lucas A, Carpenter J. Propensity scores: from
naive enthusiasm to intuitive understanding. Stat Methods Med Res.
2012;21(3):273-93.


http://hdl.handle.net/2123/13588

Patterson et al. BMC Res Notes (2016) 9:367

22.

23.

24,

25.

26.

27.

28.

29.

30.

Lu B, Zanutto E, Hornik R, Rosenbaum PR. Matching with doses in an
observational study of a media campaign against drug abuse. J Am Stat
Assoc. 2001,96(456):1245-53.

Joffe MM, Rosenbaum PR. Invited commentary: propensity scores. Am J
Epidemiol. 1999;150(4):327-33.

Lu B, Greevy R, Xu X, Beck C. Optimal nonbipartite matching and its
statistical applications. Am Stat. 2011;65(1):21-30.

Flores CA, Flores-Lagunes A, Gonzalez A, Neumann TC. Estimating the
effects of length of exposure to instruction in a training program: the
case of job corps. Rev Econ Stat. 2011;94(1):153-71.

Patterson JA, Irving DO, Isbister JP, Morris JM, Mayson E, Roberts CL, Ford
JB. Age of blood and adverse outcomes in a maternity population. Trans-
fusion (Paris). 2015;55(11):2730-7.

Manlhiot C, McCrindle BW, Menjak IB, Yoon H, Holtby HM, Brandao LR,
Chan AK, Schwartz SM, Sivarajan VB, Crawford-Lean L, et al. Longer blood
storage is associated with suboptimal outcomes in high-risk pediatric
cardiac surgery. Ann Thorac Surg. 2012;93(5):1563-9.

Vamvakas EC, Carven JH. Length of storage of transfused red cells and
postoperative morbidity in patients undergoing coronary artery bypass
graft surgery. Transfusion (Paris). 2000;40(1):101-9.

Gauvin F, Spinella PC, Lacroix J, Choker G, Ducruet T, Karam O, Hebert

PC, Hutchison JS, Hume HA, Tucci M, et al. Association between length
of storage of transfused red blood cells and multiple organ dysfunc-
tion syndrome in pediatric intensive care patients. Transfusion (Paris).
2010;50(9):1902-13.

Juffermans NP, Vlaar AP, Prins DJ, Goslings JC, Binnekade JM. The age of
red blood cells is associated with bacterial infections in critically ill trauma
patients. Blood Trans. 2012;10(3):290-5.

32.

33

34.

35.

36.

37.

38.

39.

Page 9 of 9

. Robinson SD, Janssen C, Fretz EB, Berry B, Chase AJ, Siega AD, Carere RG,

Fung A, Simkus G, Klinke WP, et al. Red blood cell storage duration and
mortality in patients undergoing percutaneous coronary intervention.
Am Heart J. 2010;159(5):876-81.

Sanders J, Patel S, Cooper J, Berryman J, Farrar D, Mythen M, Mont-
gomery HE. Red blood cell storage is associated with length of stay
and renal complications after cardiac surgery. Transfusion (Paris).
2011;51(11):2286-94.

Stuart EA. Matching methods for causal inference: a review and a look
forward. Stat Sci. 2010;25(1):1-21.

Imbens G. The role of the propensity score in estimating dose-response
functions. Biometrika. 2000;87(3):706-10.

Hong G. Marginal mean weighting through stratification: a generalized
method for evaluating multivalued and multiple treatments with nonex-
perimental data. Psychol Methods. 2012;17(1):44-60.

Lu B, Qian Z, Cunningham A, Li CL. Estimating the effect of pre-

marital cohabitation on timing of marital disruption: using propen-

sity score matching in event history analysis. Sociol Methods Res.
2012;41(3):440-66.

Loughran TA, Mulvey EP, Schubert CA, Fagan J, Piquero AR, Losoya

SH. Estimating a dose-response relationship between length of stay
and future recidivism in serious juvenile offenders. Criminology.
2009;47(3):699-740.

Lu B, Rosenbaum PR. Optimal pair matching with two control groups. J
Comput Graph Stat. 2004;13(2):422-34.

Rosenbaum PR, Rubin DB. Constructing a control group using multivari-
ate matched sampling methods that incorporate the propensity score.
Am Stat. 1985;39(1):33-8.

Submit your next manuscript to BioMed Central
and we will help you at every step:

* We accept pre-submission inquiries

e Our selector tool helps you to find the most relevant journal
* We provide round the clock customer support

e Convenient online submission

e Thorough peer review

e Inclusion in PubMed and all major indexing services

e Maximum visibility for your research

Submit your manuscript at

www.biomedcentral.com/submit () BiolMed Central




	Use of propensity score methods to address adverse events associated with the storage time of blood in an obstetric population: a comparison of methods
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusions: 

	Background
	Methods
	Ethical approvals
	Method 1: binary propensity score
	Matching
	Stratification
	Weighting
	Regression adjustment

	Method 2: generalized propensity score-ordinal exposure
	Matching
	Stratification
	Weighting
	Regression

	Method 3: generalized propensity score-continuous exposure

	Results
	Method 1: binary propensity score
	Method 2: generalised propensity score-ordinal exposure
	Method 3: generalised propensity score-continuous exposure

	Discussion
	Conclusions
	Authors’ contributions
	References




