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Probability of Severe Adverse Events as a Function
of Hospital Occupancy

Justin Boyle, Kathryn Zeitz, Richard Hoffman, Sankalp Khanna, and John Beltrame

Abstract—A unique application of regression modeling is de-
scribed to compare hospital bed occupancy with reported severe
adverse events amongst inpatients. The probabilities of the occur-
rence of adverse events as a function of hospital occupancy are
calculated using logistic and multinomial regression models. All
models indicate that higher occupancy rates lead to an increase
in adverse events. The analysis identified that at an occupancy
level of 100%, there is a 22% chance of one severe event occur-
ring and a 28% chance of at least one severe event occurring. This
modeling contributes evidence toward the management of hospital
occupancy to benefit patient outcomes.

Index Terms—Biomedical informatics, hospitals, prediction al-
gorithms, regression analysis.

1. INTRODUCTION

N many countries, demand for hospital beds has increased
I through an increased population, increased elderly numbers,
increased community expectations, increased provision of hos-
pital services, and a higher availability of therapeutic interven-
tions [1]. There are pressures that all hospitals face to match
this demand with available beds in order to get unwell patients
into hospital beds in a timely manner. This activity has be-
come more challenging in that the demand increases have taken
place in finite capacity health systems, where bed stocks and
staff resources have remained fairly constant on a per-capita
basis [1], [2].

The focus of recent policy by many governments has been
to improve access to beds and reduce waiting times for people
requiring hospital care (e.g., [3], [4]). Performance targets re-
lated to patient access as well as revenue targets contribute to
pressures on hospitals to maximize the utilization of beds.

An alternate view in the face of such pressures is that patient
safety is compromised when hospital beds are filled to capacity
[5]. However, the evidence around this—specifically whether
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higher inpatient occupancy equates to a higher likelihood of an
adverse event, is minimal. There has been a strong articulation
of the need to use patient outcome measures rather than process
measures to judge health system function [6] as well as requests
for evidence-based debate on this issue [S]-[8].

There have been numerous studies assessing the impact of
emergency department, patient safety, and patient flow [2], but
research on the effect of occupancy on the safety of patients
admitted to hospital beds is scant.

Sprivulis et al. [9] looked at the effect that hospital occupancy
has on admission times for people waiting in the emergency
department and their subsequent mortality. The authors found
that increased hospital occupancy led to longer waiting times
within the emergency department and an increase in mortality
at days 2 and 7. An 85% occupancy rate is the suggested target
occupancy by Sprivulis et al. to allow for “efficient inpatient
flow” and minimize access block-related mortality [9].

In a study of four hospitals over 12 months, Weissman
et al. [10] found that the rate of adverse events in one hospital
was affected by the number of admissions for the day and the
patient to nurse ratio. However, the other variables assessed—
occupancy rate, the number of discharges for the day, and diag-
nosis related groups (to account for case complexity) were not
significantly related to adverse events in any of their study sites.

Schilling et al. [11] analyzed the relationship of high hospital
occupancy, increased nurse staffing levels, weekend admissions,
and seasonal influenza with predicted probability of death versus
actual number of deaths. The study found that each of the factors
had a statistically significant association with in-hospital mor-
tality. Of the four factors, high hospital occupancy, had the third
greatest influence on patient mortality leading to an increase in
0.24% points of actual death versus predicted death (95% CI
0.06-0.43) [11]. Because it is difficult to ascertain when the pa-
tient’s illness ultimately becomes fatal, Schilling et al. looked at
hospital occupancy on the day of admission. It may have been
several days after admission, however, with a different level of
hospital occupancy, that the patient became fatally ill. A better
understanding of the consequences of high hospital occupancy
on the occurrence of all severe adverse events (not just mortality)
could help inform capacity management policies.

Understanding the probability of severe adverse events within
the inpatient population as a function of hospital occupancy en-
ables the development of appropriate resources and interven-
tions to minimize these adverse events. By increasing knowl-
edge within this field, it is hoped that hospitals can improve the
management of hospital occupancy to benefit patient outcomes.

In this study, it was desired to apply regression modeling
to examine the effect of occupancy on severe adverse events
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using a hospital inpatient cohort. Severe adverse events reported
in a major accredited teaching hospital cross-matched to bed
occupancy across a one-year time period were analyzed using
logistic and multinomial regression models. This resulted in
derivations of the probabilities of the occurrence of such events
as a function of hospital occupancy.

II. METHOD
A. Study Site

This study was part of a larger project exploring the rela-
tionship between daily hospital occupancy rates and the occur-
rence of all reported adverse events from an inpatient population
within an Australian public hospital. It was undertaken in South
Australia at the Royal Adelaide Hospital—the state’s largest
teaching hospital with a capacity of approximately 650 acute
care beds and 65 000 emergency presentations per year. Infor-
mation relating to adverse events and occupancy was collected
from hospital information systems for the year July 2009-June
2010 and analyzed on a daily basis. Occupancy was defined
as the number of patients occupying inpatient beds at midnight
compared with the budgeted fixed total hospital bed base.

B. Adverse Event Data

Clinical staff at the study site can report an adverse event
using:

1) an incident report form;

2) directly online using a computer software program—the

advanced incident management system (AIMS);

3) a 24-h contact center staffed by nurses.

These reports are then entered into AIMS and reviewed by
the management of the health service. All incidents are assessed
against a safety assessment code or SAC, which allocates a
numeric score to the incident which guides the organization in
appropriate management and action [12].

The SAC matrix categorizes incidents according to four lev-
els based on consequence/severity and likelihood/probability.
SACI incidents are adverse events that result in extreme or ma-
jor harm to patients. Sentinel events are automatically grouped
in this highest acuity level (SAC1) regardless of the outcome
to the patient. Events categorized as SAC1 must be investigated
by means of a root cause analysis (see Table I for examples of
each of the four SAC levels).

The focus of the analysis was on severe (SAC1 and SAC2)
adverse events due to their link with patient outcomes.

C. Probability Modeling

It was desired to determine the probabilities of severe adverse
events occurring as a function of occupancy. The probability of
an adverse event occurring was determined by collapsing daily
counts to a binary outcome representing whether an event oc-
curred or not, and using logistic regression to quantify the rela-
tionship with occupancy—see Section III-B. The probabilities
of specific counts of severe events occurring per day (zero, one,
two, etc. events/day) were then determined using multinomial
logistic regression—see Section III-C.

TABLE I
ADVERSE EVENT SEVERITY

SAC Example Action
Level
SAC1 A fall resulting in a Immediate action required - a Root
Extreme fracture Cause Analysis investigation must be
risk commenced and Incident Brief
forwarded to the Department of
Health
SAC2 A patient receiving an Senior management attention needed
High risk overdose of medication, - Notification to the Department of
and needing treatment or Health
a longer stay in hospital to
correct the effects
SAC3 The early formation of a Management responsibility must be
Moderate pressure area specified e.g. aggregate data then
risk undertake practice improvement
project.
SAC4 Routine observations are Manage by routine procedures -
Low risk missed or medications not  aggregate data then undertake

given, but there are no ill
effects to the patient

Note: SAC=Safety Assessment Code; shaded severity levels indicate focus of analysis.

practice improvement project.

III. RESULTS
A. Occupancy and Adverse Event Data

The median bed occupancy (midnight census) across the anal-
ysis period was 97.1% (IQR: 93.8-100.2%), and was signifi-
cantly higher (p < 0.001) on weekdays (median 98.0%, IQR
95.2-100.9%) compared to weekends (median 94.7%, IQR
91.0-97.2%).

Out of 2611 reported adverse events, 20 (1%) were coded
as SACI1 events (most severe) and 94 (4%) as SAC2 events.
Across the 12 month study period, 45% (n = 51) of se-
vere adverse events were related to clinical management, 43%
(n = 49) were related to falls and 12% (n = 14) were related
to medication. Fig. 1 shows that at most there were three SAC1
[see Fig. 1(a)] and SAC2 [see Fig. 1(b)] adverse events reported
each day.

Half of the SACI events occurred above an occupancy level
of 99% and half of the SAC2 events occurred above an occu-
pancy level of 98%. This is noteworthy considering that median
hospital occupancy across the whole year was 97%. One capac-
ity management action arising from these observations may be
to use the results to set appropriate thresholds based on historic
patterns.

B. Probability of at Least One Severe Event Per Day

The effect of occupancy on the probability of at least one
severe incident is shown in Fig. 2. The data circles indicate his-
torical daily counts collapsed to binary outcomes (representing
event occurrence or not) and the probability as a function of
occupancy is given by the fitted curve.

The probability P of at least one severe event per day is

log(P/(1 — P)) = —5.49 + 4.55X, where X = occupancy.
ey

Written another way: P = W (2)
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Fig. 1. Reported severe adverse events as a function of bed occupancy. SAC1

events (box A) are most severe and include sentinel events.
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Fig. 2. Probability of at least one severe (SAC1/SAC2) event/day.

The positive regression coefficient (4.55) means that the occu-
pancy explanatory variable increases the probability of a safety
incident occurring. The modeling determined that for a 1% in-
crease in occupancy, the odds of at least one severe (SACI
or SAC2) event occurring increases by a factor of 1.05 (95%
CI: 1.00-1.10). Fig. 3 includes 95% confidence bounds for the
predicted values.

From Fig. 3, it can be seen that at 80% occupancy, there is
around 15% probability of at least one severe adverse event,
which increases to 20% probability at 90% occupancy, and
around 28% probability at 100% occupancy.
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Fig. 3. Probability of at least one severe event/day with 95% CI.
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Fig. 4. Probability of at least one severe event/day as a function of occupancy
and day-of-the-week.

One measure of model fit is the significance of the overall
model. This test determines whether the model with occupancy
as a predictor fits significantly better than a model with just
an intercept (i.e., a null model). The aforementioned model as
a whole fits significantly better than an empty model (likeli-
hood ratio test: distributed chi-squared value X2 = 4.1, with one
degree of freedom, and associated p-value = 0.04).

Including days of the week as individual predictor variables
improves the fit significantly (x> = 5.2, one-DOF p = 0.02).
The model (see Fig. 4) then becomes:

log(P/(1— P)) = —7.79+ 6.28X + 0.15W (3

where X = occupancy (1 = 100%), and W = day of the week
(Sunday = 1, Saturday = 7).

C. Probability of Zero, One, Two, or Three Severe Events/Day

Multinomial logistic regression was used to determine the
effect of occupancy on the probability of the counts of severe
events occurring per day, i.e., the probability of zero, one, two,
or three severe events occurring each day.
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Fig. 5. Probabilities of zero, one, two or three severe adverse events using
“nominal”-type multinomial logistic regression.

Two model types were compared:
1) “nominal” type, where it was assumed there is no ordering
to the categories of daily event counts;
2) “ordinal” type, where there is actually an order to the
categories of daily event counts.
Fig. 5 shows a “nominal” model, where it is assumed there is
no ordering to the categories:
The model intercepts and coefficient terms describe the rela-
tionship between ratios of probabilities:

10g(P(1 event)/ Pino events)) = —3.39 + 2.15%Occupancy (4)

10g( P2 events)/ Pno events)) = —20.70 + 18.17*Occupancy
(5)

108(P(3 events) / Pnoevents)) = —15.77 + 11.54*Occupancy.
(6)

For a one unit change in the variable occupancy, the log of
the ratio of the two probabilities, (1 cvent)/P(noevents)» Will be
increased by 2.15, the log of the ratio of the two probabilities
P2 events) Plno events) Will be increased by 18.17, etc. Therefore,
we can say that, the higher the occupancy level, the more chance
of adverse events (one, two or three events per day) compared
to no events per day.

If we consider 1% occupancy intervals, the log of the ratios
of P1 cvent) t0 Plnoevents) increases by 2.15/100 or 0.0215 for
every 1% increase in occupancy.

The ratio of the probability of one outcome category over
the probability of the reference category is often referred to
as relative risk. So another way of interpreting the regression
results is in terms of relative risk. We can say that for a 1%
increase in occupancy, we expect the relative risk of:

1) SAC1/SAC2 adverse event over no adverse events to in-

crease by exp(0.0215) = 1.02;
2) SACI1/SAC2 adverse events over no adverse events to in-
crease by exp(0.1818) = 1.20;
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Fig. 6. Probabilities of zero, one, two, or three severe adverse events using
“ordinal”-type multinomial logistic regression.

3) SAC1/SAC?2 adverse events over no adverse events to in-
crease by exp(0.1154) = 1.12.

So, we can say that the relative risk is higher for higher
occupancy. The actual probabilities shown on the curves in Fig. 5
can be determined based on the knowledge that probabilities of
all states have to sum to unity. That is

P(nn cvcnts)+P(1cvcnt)+P(2 0vc11ts)+P(3 events) — 1 (7
where

P event) = exp(—3.39 + 2.15"Occupancy)” P(,6 cvents)

®)

P events) = exp(—20.70 + 18.17"Occupancy)” Py, events)
)

P3events) = exp(—15.77+11.54"Occupancy)” P, events) -
(10)

Fig. 6 shows probabilities derived using an “ordinal” type
of multinomial logistic regression model. Ordinal models do
not include interaction between the multinomial categories and
the coefficients. That is, we fit a model with a common set
of coefficients for the occupancy predictor variable, across all
multinomial categories (parallel regression).

The coefficients for the ordered logit model (a; = 6.02,
as = 7.85, a3 = 9.75, f = —5.11) are used to define the
following probability relationships:

P,
L= +BX

Ty (1D

log

where X = hospital occupancy and F, = the probability of no
severe events/day. Rearranging (11) gives

1

= e (12)

)
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The probabilities of other states can be found by expanding
the logit terms as follows:

R+ P
log———— = X 13
e a + 0 (13)
P+P+ P
1 = X d 14
Oglfpofplfpg a3+5 , an ( )
Ph+P+P+P=1. (15)

For a one unit increase in occupancy, we would expect a
5.11 change in the expected log value of the probability of
different severe adverse event daily numbers. Since occupancy
is modeled as 1 = 100%, for every 1% occupancy increment,
we would expect a 5.11/100 = 0.05 decrease on the log scale.
For a 1% increase in occupancy, we expect the relative risk of:
1) SAC1/SAC2 adverse event over no adverse events to in-
crease by exp(5.11/100) = 1.05.

2) SAC1/SAC2 adverse events over 1 adverse events to in-
crease by exp(5.11/100) = 1.05.

3) SACI1/SAC2 adverse events over 2 adverse events to in-
crease by exp(5.11/100) = 1.05.

For an increase of just 1% in hospital occupancy, the odds of
moving to a higher number of severe adverse events reported
daily is 1.05 (95% CI: 1.01-1.1).

When hospital occupancy increases from its low or first quar-
tile (93.8%) to its high or third quartile (100.2%), the odds of
moving from none to one or more severe adverse events, or from
a level of one or more to higher numbers is multiplied by 1.39
(95% CI: 1.04-1.85).

Comparing the multinomial logistic regression methods
(“nominal”-type versus “ordinal”-type), we find that the “com-
mon” increase in relative risks across all multinomial categories
with the ordered logit model (1.05) lies between the varying
relative risks obtained using “nominal”’-type multinomial logis-
tic regression (1.02—1.12). The proportional odds assumptions
of using an “ordinal”’-type model were tested and given that it
could be argued that an ordering does exist between categories
of daily event counts, and noting that the probability curves
depicted in Fig. 6 appear reasonable, the ordered logit model
seems appropriate.

The interpretation of this multinomial regression modeling is
that as hospital occupancy increases, the probability of having
no safety incidents decreases, while the probability of one or
two or three incidents per day increases, although it remains
low (below 50% chance).

At a hospital occupancy level of 80%, there is a 10% chance
of one severe incident, increasing to 20% chance at 95% oc-
cupancy, and 30% chance at 110% occupancy. Fig. 7 includes
95% confidence intervals around predicted probabilities using
the ordered logit model.

IV. DISCUSSION

This study has provided insight into understanding the rela-
tionship between hospital occupancy and adverse events within
an inpatient population. The analysis covered two modeling
approaches:
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Fig.7. Probabilities of varying daily counts of severe adverse events including
95% confidence intervals (ordered logit model).

1) logistic regression (logit regression)—based on collapsing
daily counts of adverse events to a binary outcome repre-
senting whether an event occurred or not; this determined
that at a hospital occupancy level of 100%, there is a 28%
chance of at least one severe event occurring;

2) multinomial logistic regression (multinomial logit)}—
allowing more than two discrete outcomes, which was
used to predict the probabilities of the different possible
outcomes (0, 1, 2, or 3 events per day); this determined
that at a hospital occupancy level of 100%, there is a 22%
chance of one severe event occurring.

All modeling resulted in positive regression coefficients, in-
dicating that as hospital occupancy increases, there is a higher
probability of a severe adverse event occurring.

The work demonstrates an application of multinomial logis-
tic regression using the statistical package “R” which has the
advantages of being free and availability of a good user support
base. It is noted that similar modeling can be performed using
other statistical packages, such as SAS, SPSS, Stata, and MPlus,
which were not investigated in this study.

The management action arising from such analysis is to use
the findings to inform capacity management policy within hos-
pitals. It has been stated [13] that although most adverse events
are preventable, some adverse events cannot be predicted—for
example, drug reactions in patients who had not taken the drugs
previously, or postoperative myocardial infarctions in patients
without previous evidence of heart disease. A typical hospi-
talization may involve many encounters between a patient and
doctors, nurses, hospital staff, and equipment, and unexpected
results or errors can occur with each encounter, perhaps caus-
ing an adverse event. A challenge for hospital management is
determining a capacity level corresponding to an “acceptable”
number of adverse events—and identify the corresponding oc-
cupancy level from the probability plots.

The limitation of this analysis is that only one hospital and one
year of data were used to generate the results. Midnight bed oc-
cupancy was used as opposed to hourly occupancy, and hourly
occupancy may be considered more appropriate for capacity
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management as it captures the “churn” that occurs throughout
a day [14]. Information was not available regarding age, co-
morbidity data, or length of stay information for the affected
patients nor the specialty area within the hospital, and these
effects may influence these results. Finally, adverse event data
were dependent upon “‘self-report” and thus potentially biased.
A reporting culture is crucial in the detection and management
of adverse events and near misses, and the study site has sought
to determine staff barriers to incident reporting and developed
interventions to overcome identified reporting barriers which
are in active use [12].

Appropriate hospital capacity management is one of the many
solutions to help reduce adverse events. Analysis against other
interventions to reduce adverse events is outside the scope of
this study, but such interventions can include scientific advances
(e.g., developing less hazardous chemotherapeutic agents) [13],
education and standards for practice [13], increased health-care
worker hand-hygiene compliance [15], cohorting of patients
(restricting contact with patients to an assigned health-care
worker) [15], automatic “fail-safe” systems such as comput-
erized systems that makes it impossible to order or dispense
a drug to a patient with a known sensitivity [16], computer-
ized surveillance using natural language processing to mine
electronic medical records [17], falls risk assessment and man-
agement programs [18], and developing better mechanisms of
identifying negligent behavior.

Awareness of hospital capacity management as an interven-
tion is required and this study informs the debate and provides
evidence that safety within inpatient wards of hospitals is af-
fected as hospital beds are filled to capacity.

V. CONCLUSION

Hospital managers balance a range of competing priorities
on a daily basis including pressures to optimize bed utiliza-
tion. The evidence generated through regression analysis has
quantified the probabilities of adverse events as a function of
occupancy and links severe adverse events with high occupancy
levels within a hospital. Any effort to reduce inpatient occu-
pancy is thus crucial from a patient safety perspective.

REFERENCES

[1] S. K. Epstein, J. L. Burstein, R. B. Case, A. F. Gardner, S. H. Herman, J.
M. Hirshon, J. W. Jermyn, M. P. McKay, J. C. Mitchiner, W. P. Sullivan,
M. J. Wagner, S. Beer, L. Tiberi, C. Price, R. Cunningham, D. Wilkerson,
M. Bromley, M. Geist, L. Gore, C. A. Singh, G. Wheeler, S. F. Gleason,
J. Decker, V. M. Gwinner, and R. H. Schwalberg, “The national report
card on the state of emergency medicine: Evaluating the emergency care
environment state by state,” Ann. Emerg. Med., vol. 53, no. 1, pp. 4-148,
2009.

[2] R.Forero, K. M. Hillman, and S. McCarthy, “Access block and ED over-
crowding,” Emerg. Med. Australas., vol. 22, no. 2, pp. 119-135, Apr.
2010.

[3] UK. Department of Health. (2011), A&E Clinical Quality Indi-

cators: Best Practice Guidance for Local Publication. (accessed

May 2013). [Online]. Available: http://www.wales.nhs.uk/documents/

dh_1277801.pdf

C. Baggoley, B. Owler, M. Grigg, H. Wellington, M. Monaghan, and J.

Hartley-Jones, “Expert panel review of elective surgery and emergency

access targets under the national partnership agreement on improving pub-

lic hospital services,” Canberra: Commonwealth of Australia, Canberra,
Australia, Report to the Council of Australian Governments, Jun. 30, 2011.
[S] S. M. McCarthy, “Hospital capacity: What is the measure and what is the
goal?” Med. J. Aust., vol. 193, no. 5, pp. 252-253, Sep. 6, 2010.

[6] A.D. Keegan, “Hospital bed occupancy: More than queuing for a bed,”
Med. J. Aust., vol. 193, no. 5, pp. 291-293, Sep. 6, 2010.

[7] R.P.Jones, “Myths of ideal hospital size,” Med. J. Aust, vol. 193, no. 5,
pp. 298-300, Sep. 6, 2010.

[8] C. A.Bain,P. G. Taylor, G. McDonnell, and A. Georgiou, “Myths of ideal

hospital occupancy,” Med. J. Aust., vol. 192, no. 1, pp. 4243, Jan. 4,

2010.

P. C. Sprivulis, J. A.DaSilva, I. G.Jacobs, A. R. Frazer, and G. A. Jelinek,

“The association between hospital overcrowding and mortality among

patients admitted via Western Australian emergency departments,” Med.

J. Aust., vol. 184, no. 5, pp. 208-212, Mar. 6, 2006.

[10] J.S. Weissman, J. M. Rothschild, E. Bendavid, P. Sprivulis, E. F. Cook,
R.S. Evans, Y. Kaganova, M. Bender, J. David-Kasdan, P. Haug, J. Lloyd,
L. G. Selbovitz, H. J. Murff, and D. W. Bates, “Hospital workload and
adverse events,” Med. Care., vol. 45, no. 5, pp. 448-455, May 2007.

[11] P.L. Schilling, D. A. Campbell Jr, M. J. Englesbe, and M. M. Davis,
“A comparison of in-hospital mortality risk conferred by high hospital
occupancy, differences in nurse staffing levels, weekend admission, and
seasonal influenza,” Med. Care., vol. 48, no. 3, pp. 224-232, Mar. 2010.

[12] Improving the System: South Australian Patient Safety Report 2004-2005,
Government of South Australia, Australia 2007, pp. 31-32.

[13] L.L.Leape, T. A. Brennan, N. Laird, A. G. Lawthers, A. R. Localio, B. A.

Barnes, L. Hebert, J. P. Newhouse, P. C. Weiler, and H. Hiatt, “The nature

of adverse events in hospitalized patients. Results of the harvard medical

practice study II,” N. Engl. J. Med., vol. 324, no. 6, pp. 377-384, Feb. 7,

1991.

S.Khanna, J. Boyle, N. Good, J. Lind, and K. Zeitz, “Time based clustering

for analyzing acute hospital patient flow,” in Proc. IEEE Eng Med Biol

Soc. Conf., 2012, pp. 5903-5906.

[15] A. Clements, K. Halton, N. Graves, A. Pettitt, A. Morton, D. Looke,
and M. Whitby, “Overcrowding and understaffing in modern health-care
systems: key determinants in meticillin-resistant Staphylococcus aureus
transmission,” Lancet Infect Dis., vol. 8, no. 7, pp. 427-434, Jul. 2008.

[16] R. A. Raschke, B. Gollihare, T. A. Wunderlich, J. R. Guidry, A. I. Lei-
bowitz, J. C. Peirce, L. Lemelson, M. A. Heisler, and C. Susong, “A
computer alert system to prevent injury from adverse drug events: devel-
opment and evaluation in acommunity teaching hospital,” JAMA, vol. 280,
no. 15, p. 1317, Oct. 21, 1998.

[17] D. W. Bates, R. S. Evans, H. Murff, P. D. Stetson, L. Pizziferri, and G.
Hripcsak, R. S. Evans, H. Murff ef al., “Detecting adverse events using
information technology,” J. Amer. Med. Inform. Assoc., vol. 10, no. 2,
pp. 115-128, Mar./Apr. 2003.

[18] I D. Cameron, L. D. Gillespie, M. C. Robertson, G. R. Murray, K. D.
Hill, R. G. Cumming, and N. Kerse, “Interventions for preventing falls
in older people in care facilities and hospitals,” Cochrane Database Syst.
Rev., Dec. 12,2012. DOI: 10.1002/14651858.CD005465.pub3.

[4

[}

[9

—

[14]

Authors’ photographs and biographies not available at the time of publication.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 0
  /ParseDSCComments false
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo true
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
    /Algerian
    /Arial-Black
    /Arial-BlackItalic
    /Arial-BoldItalicMT
    /Arial-BoldMT
    /Arial-ItalicMT
    /ArialMT
    /ArialNarrow
    /ArialNarrow-Bold
    /ArialNarrow-BoldItalic
    /ArialNarrow-Italic
    /ArialUnicodeMS
    /BaskOldFace
    /Batang
    /Bauhaus93
    /BellMT
    /BellMTBold
    /BellMTItalic
    /BerlinSansFB-Bold
    /BerlinSansFBDemi-Bold
    /BerlinSansFB-Reg
    /BernardMT-Condensed
    /BodoniMTPosterCompressed
    /BookAntiqua
    /BookAntiqua-Bold
    /BookAntiqua-BoldItalic
    /BookAntiqua-Italic
    /BookmanOldStyle
    /BookmanOldStyle-Bold
    /BookmanOldStyle-BoldItalic
    /BookmanOldStyle-Italic
    /BookshelfSymbolSeven
    /BritannicBold
    /Broadway
    /BrushScriptMT
    /CalifornianFB-Bold
    /CalifornianFB-Italic
    /CalifornianFB-Reg
    /Centaur
    /Century
    /CenturyGothic
    /CenturyGothic-Bold
    /CenturyGothic-BoldItalic
    /CenturyGothic-Italic
    /CenturySchoolbook
    /CenturySchoolbook-Bold
    /CenturySchoolbook-BoldItalic
    /CenturySchoolbook-Italic
    /Chiller-Regular
    /ColonnaMT
    /ComicSansMS
    /ComicSansMS-Bold
    /CooperBlack
    /CourierNewPS-BoldItalicMT
    /CourierNewPS-BoldMT
    /CourierNewPS-ItalicMT
    /CourierNewPSMT
    /EstrangeloEdessa
    /FootlightMTLight
    /FreestyleScript-Regular
    /Garamond
    /Garamond-Bold
    /Garamond-Italic
    /Georgia
    /Georgia-Bold
    /Georgia-BoldItalic
    /Georgia-Italic
    /Haettenschweiler
    /HarlowSolid
    /Harrington
    /HighTowerText-Italic
    /HighTowerText-Reg
    /Impact
    /InformalRoman-Regular
    /Jokerman-Regular
    /JuiceITC-Regular
    /KristenITC-Regular
    /KuenstlerScript-Black
    /KuenstlerScript-Medium
    /KuenstlerScript-TwoBold
    /KunstlerScript
    /LatinWide
    /LetterGothicMT
    /LetterGothicMT-Bold
    /LetterGothicMT-BoldOblique
    /LetterGothicMT-Oblique
    /LucidaBright
    /LucidaBright-Demi
    /LucidaBright-DemiItalic
    /LucidaBright-Italic
    /LucidaCalligraphy-Italic
    /LucidaConsole
    /LucidaFax
    /LucidaFax-Demi
    /LucidaFax-DemiItalic
    /LucidaFax-Italic
    /LucidaHandwriting-Italic
    /LucidaSansUnicode
    /Magneto-Bold
    /MaturaMTScriptCapitals
    /MediciScriptLTStd
    /MicrosoftSansSerif
    /Mistral
    /Modern-Regular
    /MonotypeCorsiva
    /MS-Mincho
    /MSReferenceSansSerif
    /MSReferenceSpecialty
    /NiagaraEngraved-Reg
    /NiagaraSolid-Reg
    /NuptialScript
    /OldEnglishTextMT
    /Onyx
    /PalatinoLinotype-Bold
    /PalatinoLinotype-BoldItalic
    /PalatinoLinotype-Italic
    /PalatinoLinotype-Roman
    /Parchment-Regular
    /Playbill
    /PMingLiU
    /PoorRichard-Regular
    /Ravie
    /ShowcardGothic-Reg
    /SimSun
    /SnapITC-Regular
    /Stencil
    /SymbolMT
    /Tahoma
    /Tahoma-Bold
    /TempusSansITC
    /TimesNewRomanMT-ExtraBold
    /TimesNewRomanMTStd
    /TimesNewRomanMTStd-Bold
    /TimesNewRomanMTStd-BoldCond
    /TimesNewRomanMTStd-BoldIt
    /TimesNewRomanMTStd-Cond
    /TimesNewRomanMTStd-CondIt
    /TimesNewRomanMTStd-Italic
    /TimesNewRomanPS-BoldItalicMT
    /TimesNewRomanPS-BoldMT
    /TimesNewRomanPS-ItalicMT
    /TimesNewRomanPSMT
    /Times-Roman
    /Trebuchet-BoldItalic
    /TrebuchetMS
    /TrebuchetMS-Bold
    /TrebuchetMS-Italic
    /Verdana
    /Verdana-Bold
    /Verdana-BoldItalic
    /Verdana-Italic
    /VinerHandITC
    /Vivaldii
    /VladimirScript
    /Webdings
    /Wingdings2
    /Wingdings3
    /Wingdings-Regular
    /ZapfChanceryStd-Demi
    /ZWAdobeF
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create PDFs that match the "Suggested"  settings for PDF Specification 4.0)
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


