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Abstract

Introduction: To date only two studies have evaluated anemia status in acute intracerebral hemorrhage (ICH)
reporting that on admission anemia (OAA) was associated with larger hematoma volume, and lower hemoglobin
levels during hospital stay, which related to poorer outcome. The question remains whether anemia influences
outcome through related volume-effects or itself has an independent impact?

Methods: This single-center investigation included 435 consecutive patients with spontaneous ICH admitted to the
Department of Neurology over five years. Functional short- and long-term outcome (3 months and 1 year) were
analyzed for anemia status. Multivariate logistic and graphical regression analyses were calculated for associations
of anemia and to determine independent effects on functional outcome. It was decided to perform a separate
analysis for patients with ICH-volume <30cm3 (minor-volume-ICH).

Results: Overall short-term-outcome was worse in anemic patients (mRS[4-6] OAA = 93.3% vs. non-OAA = 61.2%, P
< 0.01), and there was a further shift towards an increased long-term mortality (P = 0.02). The probability of
unfavorable long-term-outcome (mRS[4-6]) in OAA was elevated 7-fold (OR:7.5; P < 0.01). Receiver operating
characteristics curve (ROC) analysis revealed a positive but poor association of ICH-volume and anemia (AUC =
0.67) suggesting volume-undriven outcome-effects of anemia (AUC = 0.75). Multivariate regression analyses
revealed that anemia, besides established parameters, has the strongest relation to unfavorable outcome (OR:3.0; P
< 0.01). This is even more pronounced in minor-volume-ICH (OR:5.6; P < 0.01).

Conclusions: Anemia seems to be a previously unrecognized significant predictor of unfavorable functional
outcome with independent effects beyond its association with larger hemorrhage volumes. The recognition of
anemia and its treatment may possibly influence outcome after ICH and as such prospective interventional studies
are warranted.

Keywords: Intracerebral haemorrhage, Spontaneous ICH, On admission anemia, Unfavorable outcome, Outcome
predictor

Introduction
Anemia is a common finding among intensive care
patients, with 95% being anemic by day 3 and up to
50% receiving red blood cell (RBC) transfusions during
their stay [1]. For neurocritical care patients, most
research has been conducted for traumatic brain injury

and subarachnoid hemorrhage, documenting associa-
tions for lower Hb-levels with poorer outcome, but
large randomized controlled trials (RCT) are missing
[2-4]. Despite existing evidence in general intensive care
the appropriate treatment strategy for these brain-
injured patients still needs to be elucidated [2,5].
For intracerebral hemorrhage (ICH) only three studies

are available that analyzed anemia, though including
heterogeneous patient populations, for example, ICH
related to oral anticoagulants. Diedler and colleagues
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found an association of a nadir hemoglobin level during
hospital stay with functional outcome in supratentorial
ICH [6]. Kumar and co-workers identified on-admission
anemia (OAA) to be independently associated with
increased hemorrhage volumes and multivariate analysis
suggested that anemia might have effects on outcome
not related to ICH volume [7]. Another recent study
investigated the influence of RBC transfusions during
acute ICH treatment and reported improved survival
rates at 30 days though transfusion regimes have not
been investigated [8].
It remains unclear whether anemia is a marker for mori-

bund patients with a poor prognosis, or if anemia directly
leads to increased hemorrhage volumes impacting
outcome [6,7]. Given this controversy, the present study
sought to investigate the impact of anemia on functional
outcome in solely spontaneous ICH patients. Based on the
strong association of ICH volume and outcome, and in
light of large hemostatic and blood pressure lowering trials
failing to influence clinical endpoints after enrolling
patients with ICH volumes up to 60 cm3 [9,10], defining
rather tighter volume cutoffs - as done in the ongoing
CLEAR-IVH trial (ICH volume <30 cm3 [11]) - appears
reasonable. As anemia represents an easily treatable medi-
cal condition, which, if compensated, may possibly influ-
ence functional outcome, we performed a sub-analysis in
‘minor-volume’ ICH (that is, <30 cm3) to minimize
volume-based outcome effects and to evaluate the
relevance of anemia in this special cohort.

Materials and methods
Patient selection
The study was performed in accordance with ethical stan-
dards and was approved by the ethics committee of the
Friedrich-Alexander University Erlangen-Nuremberg,
Germany. Informed consent was obtained from all
patients or legal representatives. All consecutive patients
with spontaneous ICH admitted to the Department of
Neurology over a 5-year period (2006 to 2010) were retro-
spectively analyzed from our prospective institutional
database. By definition, we excluded secondary ICH; that
is, ICH related to oral anticoagulant therapy, trauma,
tumor, arteriovenous malformations, central venous
thrombosis, subarachnoid hemorrhage, or ICH after acute
thrombolysis or coagulopathy (platelet counts <50.000/μL;
INR >1.4). Altogether, 464 spontaneous ICH patients were
identified from our database, 29 patients were lost to
follow-up or refused consent. Hence, 435 (93.7%) patients
of central European descent remained for final analysis.
We a priori decided to perform a separate analysis for
those patients of our cohort who showed a parenchymal
ICH volume <30 cm3 (n = 267; in the following referred to
as ‘minor-volume’ ICH patients).

Parameter acquisition
In-hospital parameters (Glasgow Coma Scale (GCS),
National Institute of Health Stroke Scale (NIHSS)), ICH
score, blood pressure, mechanical ventilation, length of
stay, external ventricular drainage (EVD) for occlusive
hydrocephalus [12], diagnosis of pneumonia, urinary tract
infection, and sepsis according to established criteria
[13-15] were obtained by reviewing the patient’s medical
charts and institutional databases. Initial laboratory
parameters were retrieved from our laboratory database.
Anemia was defined according to WHO definitions (Hb
<12 mg/dl for women, Hb <13 mg/dl for men) [5,16].
Further, OAA will be referred to as anemia within the text
and for reasons of brevity as OAA in tables and figures.
Patient characteristics (history of ischemic or hemorrha-

gic stroke, cardiovascular events as myocardial infarction),
use of nicotine, alcohol abuse, diagnosis of arterial
hypertension, diabetes mellitus, and hypercholesterolemia
- according to established criteria [17-19] - were evaluated
by a standardized mailed questionnaire. A semi-quantita-
tive phone interview with patients or their closest relatives
was conducted whenever this questionnaire did not return
within 4 weeks. In cases of insufficient data retrieval (n =
39 patients; no correlation with neurological outcome),
primary care physicians were contacted by telephone
interview. The 435 investigated patients responded in
73.8% (n = 321) by questionnaires and 26.2% (n = 114) by
telephone interviews. Two physicians (JBK, SG) trained
and certified for data collection on disability and quality of
life performed these interviews.

Outcome measures
Mortality and functional outcome 90 days (short-term
outcome) and 1 year (long-term outcome) after disease
onset were obtained as described above and evaluated
using the modified Rankin scale (mRS) [20]. A favorable
outcome was defined as a mRS between 0 and 3, an unfa-
vorable outcome as a mRS of 4 to 6. Moreover, a ‘shift’
from short- to long-term outcome was analyzed separately
for the entire cohort as well as for minor-volume ICH
patients.

Imaging
Diagnosis was made either by computed tomography (SIE-
MENS Somatom Volume Zoom, Germany) or magnetic
resonance imaging (SIEMENS Sonata, 1.5 Tesla, Ger-
many). Two neuroradiologists (HL and SK) blinded to
clinical data reviewed the scans randomized and indepen-
dently. For discrepancies a second consensus analysis was
made. Hematoma growth (volume >33% [21]) was deter-
mined upon follow-up imaging which was performed
within 24 ± 6 h. Parenchymal ICH volume was calculated
by the formula of ellipsoids (ABC/2) [22] and imaging
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modalities were compared using a validated conversion
model [23]. IVH was documented and scored by Graeb
score summation (GS) [24], and midline shift was mea-
sured in mm.

Statistical analysis
Statistical analysis was performed with SPSS 19.0 [25].
The significance level was set at a = 0.05. Statistical
tests were two-sided. The Kolmogorov-Smirnov test was
applied to determine distribution of the data. Latter are
presented as mean ± SD (compared using the student
T-test), or as median and interquartile range (IQR)
(compared using the Mann-Whitney U-test), as appro-
priate. The Pearson-c2 and the Fisher’s exact tests were
used to compare frequency distributions of categorized
variables between anemic and non-anemic patients. The
correlation of anemia with hemorrhage volume and
functional outcome was graphically analyzed by the
receiver operating characteristics curve (ROC) [26]. The
influence of ICH volume on functional outcome (OAA
versus non-OAA) was analyzed by graphical regression
analysis, the locally weighted scatterplot smoothing
(LOWESS) with a = 0.25-0.5. A sub-analysis for minor-
volume ICH (ICH volume <30 cm3) patients was under-
taken to discriminate the effects of anemia from the
overwhelming impact of ICH volume. For prediction of
unfavorable long-term outcome (mRS = 4-6) two step-
wise forward inclusion multivariate logistic regression
models were calculated, one for the entire cohort and
one for minor-volume ICH patients. For both models all
investigated parameters were first tested univariately.
Consecutively, parameters reaching a statistical trend in
univariate analysis (that is, P < 0.1) were included into
the multivariate models.

Results
Anemic patients have larger baseline volumes and poorer
neurological status
All evaluated parameters dichotomized for OAA versus
non-OAA are given in Table 1. Overall, 24.1% of patients
were anemic on admission and as key findings showed sig-
nificantly larger ICH volumes (48.6 cm3 versus 15.0 cm3; P
< 0.01) and neurological status was considerably poorer (P
< 0.01). There were no co-morbidities that revealed a sig-
nificant association with anemia.

Outcome and shift from short- to long-term outcome is
worse in anemic patients
Figure 1 shows the mRS distribution at 90 days and the
long-term outcome-shift (at 1 year) among the analyzed
patients. In comparison both short- and long-term out-
come were significantly poorer in anemic patients (mRS: 4-
6 (90 days): OAA = 93.3% versus non-OAA = 61.2%, P <
0.01; mRS: 4-6 (1 year): OAA = 89.5% versus non-OAA =

53.3%, P < 0.01) For both groups the proportion of patients
showing a favorable long-term outcome increased from 3
months to 1 year. However, the probability of a favorable
long-term outcome shift was significant only in non-ane-
mic patients (chance for shift to favorable outcome in non-
OAA: OR: 1.5; CI (1.05-2.07); P = 0.02 versus OR: 1.7; CI
(0.61-4.69); P = 0.31 in OAA). On the other hand, for ane-
mic patients the probability of a 1-year mortality was
higher (OR: 2.4; CI (1.12-5.1); P = 0.02) and translated to a
more than seven-fold increased risk for an unfavorable
long-term outcome (OR: 7.5; CI (3.87-14.48); P < 0.01).

Association of hematoma volume with outcome is less
accurate and less relevant in anemia
The reported difference in overall outcome between
anemic and non-anemic patients may be theoretically
attributed to the different baseline hemorrhage volumes,
and corresponding GCS and NIHSS scores, respectively.
Therefore, a graphical analysis was performed to analyze
the accuracy of the associations for anemia with larger
hematoma volumes and functional outcome. Figure 2A
shows the ROC curve for the associations of anemia
with ICH volume and functional outcome. Anemia
revealed a positive but poorer association with larger
hemorrhage volumes (AUC = 0.67), whereas the associa-
tion with functional outcome was positive and more
accurate for all spontaneous ICH patients in our study
(AUC = 0.75; CI (0.70-0.80); P < 0.01).
To investigate the influence of ICH volume on func-

tional outcome for patients with and without anemia, a
graphical regression analysis is shown in Figure 2B. The
inclination of the curves demonstrates the influence of
hematoma volume on outcome, being the stronger the
steeper. The OAA curve showed a relatively flat constant
slope, regardless of increasing volumes, demonstrating
marginal effects of ICH volume on functional outcome.
The inclination of the non-OAA curve was considerably
steeper, especially for smaller ICH volumes up to approxi-
mately 30 cm3 reflecting a stronger influence of hematoma
volume on outcome in these ‘minor-volume’ non-anemic
patients. Thereafter, the influence of volume on outcome
also decreased in non-anemic patients, revealing a certain
volume ‘cutoff’ after which outcome was likely to be poor
in any case.

Worse outcome in minor-volume ICH patients with
anemia despite similar characteristics
In light of the previous investigation proposing anemia-
related outcome effects beyond its association with hema-
toma volume [7], a sub-analysis of minor-volume ICH
patients was performed to minimize volume-related effects
on outcome. Of the 267 patients with an ICH volume
<30 cm3 anemia was present in 42 patients (15.7%).
All parameters (as analyzed in Table 1) were tested and
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Table 1 Demographic-, baseline,-, neuroradiological-, laboratory, treatment characteristics for all ICH patients with
OAA versus non-OAA.

Spontaneous ICH (n = 435) OAA (n = 105) Ø OAA (n = 330) P value

Agea (years) 71.4 (± 12.4) 69.1 (± 11.9) 0.09

Genderb (women) 49 (46.7%) 147 (44.5%) 0.70

Prior medical history

Pre-mRSc 1 (0-3) 1 (0-3) 0.14

Hypertensionb 80 (76.2%) 261 (79.1%) 0.34

Diabetesb 25 (23.8%) 83 (25.2%) 0.45

Hypercholesterolemiab 26 (24.8%) 94 (28.5%) 0.27

Ischemic strokeb 28 (26.7%) 63 (19.1%) 0.10

Hemorrhagic strokeb 9 (8.6%) 33 (10.0%) 0.40

Cardiac eventb 14 (13.3%) 52 (15.8%) 0.33

Alcohol abuseb 21 (19.6%) 60 (15.3%) 0.39

Smokingb 30 (28.6%) 111 (33.6%) 0.20

Antiplatelet useb 43 (40.9%) 118 (35.8%) 0.38

On admission status

NIH-Stroke Scalec 22 (15-32) 14 (5-24) <0.01

Glasgow Coma Scalec 7 (3-13) 13 (7-15) <0.01

ICH-Scorec 3 (2-4) 1 (0-3) <0.01

MAPa (mmHg) 113 (± 27.6) 116 (± 26.7) 0.51

Neuroradiological data

Location; basalgangliab 54 (51.4%) 158 (47.9%) 0.64

Location; lobarb 44 (41.9%) 131 (39.9%) 0.69

Location; brainstemb 5 (4.8%) 21 (6.4%) 0.55

Location; cerebellarb 2 (1.9%) 20 (6.1%) 0.12

ICH volume (cm3) 48.6 (12.1-82.2) 15.0 (4.8-40.6) <0.01

IVHb 74 (70.5%) 176 (53.3%) <0.01^

Graeb Scorec 4 (0-8) 1 (0-4) <0.01

Hematoma growthb 16 (15.2%) 38 (11.5%) 0.31

Midline shiftc (mm) 6 (2-10) 0 (0-5) <0.01

Laboratory values on admission

Hemoglobina (mmol/L) 6.93 (± 0.81) 8.97 (± 0.87) <0.01

Hematocrita 0.33 (± 0.04) 0.41 (± 0.04) <0.01

Leucocytesc (10^9/L) 8.8 (6.3-12.3) 9.3 (7.2-11.7) 0.34

Thrombocytesc (10^9/L) 235 (153-299) 228 (193-284) 0.44

International Normalized Ratioa 1.05 (± 0.18) 1.01 (± 0.06) 0.07

Partial thromboplastin timea (s) 28.4 (± 4.3) 28.7 (± 3.7) 0.62

Creatininec (μmol/L) 84.9 (64.5-102.6) 81.3 (69.0-97.3) 0.60

C-reactive proteinc (nmol/L) 47.6 (9.5-127.6) 29.5 (10.5-76.2) 0.18

Glucosec (mmol/L) 7.49 (6.52-10.07) 7.38 (6.05-9.05) 0.11

In-hospital measures

Mechanical ventilationb 55 (52.4%) 132 (40.0%) 0.03d

Duration of ventilationc (days) 12 (2-22) 12 (3-23) 0.33

Pneumoniab 70 (66.7%) 163 (49.4%) <0.01d

Sepsisb 16 (15.2%) 33 (10.0%) 0.14

Urinary tract infectionb 11 (10.5%) 35 (10.6%) 0.99

Extraventricular drainageb 27 (25.7%) 90 (27.3%) 0.75

Length of stayc (days) 10 (3-20) 11 (6-18) 0.11

In hospital mortalityb 42 (40.0%) 60 (18.2%) <0.01
aMean (± SD).
bn (%).
cMedian (IQR; 25th-75th percentile).
dNot sig. after Bonferroni correction.
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the relevant ones shown in Table 2; in particular, the
parameters age, hemorrhage volume, and GCS were not
statistically different among the compared groups. How-
ever, anemic patients appeared to have a tendency towards
an increased rate of hemorrhage growth (P = 0.07).
Despite similar baseline parameters both short- and

long-term outcome were also significantly worse in
patients with anemia as compared to those without
(Figure 3A, mRS: 4-6 (90 days): OAA = 90.5% versus
non-OAA = 47.1%, P < 0.01; mRS: (1 year): OAA = 85.7%
versus non-OAA = 39.6%, P < 0.01). Again for both groups
the proportion of patients showing a favorable long-term
outcome increased from 3 months to 1 year. Though, sta-
tistically not significant, the results were showing the same
trends as for the overall cohort: (1) improvement in non-

anemic; and (2) increased mortality in anemic patients (P =
0.08, P = 0.08). The probability of an unfavorable long-
term outcome was nine-fold increased for anemic patients
(chance of mRS 4-6 OR: 9.2; CI (3.71-22.66); P < 0.01).
Figure 3B compares the effects of hematoma volume -

stratified volume intervals (10 cm3) - on long-term func-
tional outcome. There was a significant association of
increasing hemorrhage volume and poor outcome in non-
anemic patients, whereas anemic patients did not show
this association in minor-volume ICH.

Anemia is an independent predictor of unfavorable long-
term outcome in ICH
In multivariate regression modelling the parameter anemia
showed the strongest significant relation to long-term

Figure 1 Dichotomized analysis of the mRS distribution at 90 days and 1 year for non-OAA and OAA patients. The dashed line
indicates, within the mRS = 6 group, the proportion of patients who died in the hospital (DIH). The thickness of arrows indicates the
proportional shift from short- to long-term outcome within the mRS groups.

Figure 2 (A) Receiver operating characteristics curve for the association of OAA with ICH volume and outcome. (B) Graphical regression
analysis; LOWESS graph (a = 0.25-0.5, tension = 66), evaluating the influence of ICH volume on outcome for OAA- and non-OAA patients. Note,
that in non-OAA patients hematoma volume is of greater relevance to outcome (especially for volumes < 30 cm3) than in OAA-patients.
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outcome, along with established parameters such as
age, hemorrhage volume, GCS, IVH, and presence of
hemorrhage growth (Table 3A; OR: 3.0; CI (1.31-7.06); P <
0.01). Focussing on patients with minor-volume ICH, mul-
tivariate regression analysis revealed an even stronger
significant association of anemia with poor outcome
(Table 3B; OR: 5.6; CI (1.84-16.85); P < 0.01). Interestingly,
in minor-volume ICH patients parameters such as hemor-
rhage volume and ventricular involvement did not hold
significance when adjusted for anemia.

Discussion
In the present study we analyzed associations of anemia
with hemorrhage volume and its impact on functional out-
come in patients with spontaneous ICH. Overall, the pre-
sence of anemia is high and affects almost one-quarter of
these patients. Anemia was associated with larger baseline
hemorrhage volumes and worse outcome as compared to
patients without. However, anemia revealed independent
effects on functional outcome beyond the - at first glance
trivial - association with hematoma volume. Especially, in
patients with minor-volume ICH with an increased likeli-
hood of favorable functional recovery, anemia impacted

outcome independently and to a larger degree than estab-
lished parameters. Several aspects deserve attention.

Prevalence and general aspects
The prevalence of anemia in the community-dwelling
population of patients aged >65 years is >10%, increases
profoundly with age and is often multifactorial [16]. Nutri-
tional deficiency anemia, anemia of inflammation, and
anemia of unknown causes are the most frequent
sub-types [16]. Anemia, in general, is known through large
population-based studies to contribute to a higher likeli-
hood of an unfavorable outcome and increased mortality
[27-29]. Focussing on ICH patients who are severely
diseased with a high mortality rate and poor prognosis per
se, it seems rational that the hemorrhage itself attracts
much of the medical attention [30]. However, in light of
almost 25% of ICH patients presenting with anemia and
given its independent impact on outcome, as reported
here, it seems necessary to improve recognition and treat-
ment of anemia on stroke and neurocritical care units.

Overall impact of anemia on hemorrhage volume and
outcome
In line with Kumar and colleagues [7], patients with ane-
mia showed an association with larger ICH volumes.
There are several studies that established the influence of
anemia and abnormal coagulation, hemostatic alterations,
and an increased bleeding tendency [31-33]. Our findings
support the necessity to verify this small body of evidence
- corroborating the belief of anemia-associated increased
ICH volumes - by analyses of larger patient cohorts from
RCTs. Moreover, there may be independent effects of
anemia on outcome that act beyond ICH volume estab-
lishing anemia itself as a condition of general morbidity
and increased mortality. Our results for anemic patients
convey less functional recovery and a greater proportion
of patients passing away during the course after ICH.
Therefore, anemia seems to be related to consecutive
clinical detoriation in spite of the generally accepted
improvements that occur over time [34]. The recognition
of anemia has increased across various medical specialties
within the emerging concepts of ageing and frailty.
Anemia may possibly be more than a contributor to
detoriation after ICH and also be relevant to the neurolo-
gical status upon initial presentation [35-38]. Again,
detection and treatment of anemia seems easily doable
and its influence on outcome in ICH needs urgently to
be determined.

Anemia identifies patients at risk for poor outcome in
minor-volume ICH
The relevance of anemia is even more striking in
minor-volume ICH patients. Despite similar baseline

Table 2 Demographic-, baseline,-, neuroradiological-,
laboratory, treatment characteristics for minor-volume
ICH patients with OAA versus non-OAA.

Minor-volume ICH (n = 267) OAA (n =
42)

Ø OAA (n =
225)

P
value

Agea (years) 71.8 (± 11.4) 69.1 (± 12.0) 0.06

On admission status

Glasgow Coma Scaleb 12 (3-15) 13 (3-15) 0.11

ICH-Scoreb 2 (1-3) 1 (0-2) 0.01c

MAPb (mmHg) 116 (105-
131)

117 (100-133) 0.69

Neuroradiological data

ICH volumeb (cm3) 8.8 (3.5-14.9) 7.4 (2.9-15.6) 0.64

IVHd 23 (54.8%) 105 (46.7%) 0.33

Graeb Scoreb 1 (0-4) 0 (0-3) 0.30

Hematoma growthd 9 (21.4%) 25 (11.1%) 0.07

Midline shiftb (mm) 0 (0-3) 0 (0-2) 0.10

Laboratory values on admission

International Normalized
Ratioa

1.05 (± 0.09) 1.04 (± 0.11) 0.49

Partial thromboplastin
timea (s)

29.8 (± 3.8) 28.9 (± 3.6) 0.28

In-hospital measures

Mechanical ventilationd 19 (45.2%) 77 (34.2%) 0.17

Pneumoniad 20 (44.4%) 88 (39.1%) 0.30

In hospital mortalityd 10 (23.8%) 18 (8.0%) 0.05c

aMean (± SD).
bMedian (IQR; 25th-75th percentile).
cNot sig. after Bonferroni correction.
dn (%).
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clinical and radiological characteristics anemia strongly
impacted outcome. Especially, considering the out-
come-shift in anemic patients resulted in a higher
probability of unfavorable long-term outcome. The
only meaningful explanation for the observed outcome
difference is the anemic condition itself. Though, ane-
mia was not as prevalent in minor-volume ICH, as
compared to the entire cohort, focusing on hemoglo-
bin levels upon admission may help identifying high-
risk patients with co-morbidity and increased risk for
hemorrhage growth. Latter as an important predictor
of outcome in ICH [21] which may theoretically be
influenced specifically in anemic patients by hemostatic
drugs [30]. Other detrimental anemia-based mechan-
isms refer to neuronal tissue hypoxia, metabolic dis-
tress, and cell energy dysfunction that possibly lead to
pronounced secondary cerebral injury by a reduced
oxygen carrying capacity. [4,39-41].

Treatment of anemia during acute phase?
In neurocritical care acute treatment strategies using RBC
transfusions and its appropriate thresholds remain contro-
versially debated resulting in widespread practice varia-
tions [2,4,8,42]. Recently, Sheth and colleagues presented a
large retrospective study describing a decreased mortality
for anemic ICH patients who received RBC transfusions
during hospital stay [8], although exact transfusion
regimes have not been investigated. Therefore, in regard
of the existing evidence of conventional transfusion strate-
gies for general ICU patients (TRICC study), a more
liberal transfusion regime has to be very cautiously evalu-
ated in each patient and also balanced against ethical
concerns because of blood product shortage [2,5]. More-
over, disease entities are different in neurocritical care
requiring specific approaches which may not be general-
ized [1,2,4]. For instance, in SAH the value of anemia and
its possible compensation by RBC transfusions has not

Figure 3 (A) Dichotomized analysis of the mRS distribution at 90 days and 1 year for non-OAA and OAA patients with minor-volume ICH.
The dashed line indicates, within the mRS = 6 group, the proportion of patients who already died in the hospital (DIH). The thickness of arrows
indicates the proportional shift from short- to long-term outcome within the mRS groups (B) Association of hematoma volume and outcome in
non-OAA patients and OAA patients. Note, that there is a clear association of hematoma volume and outcome only in non-OAA patients.
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been entirely clarified [2,43]. It is indispensable to investi-
gate the pros and cons of administering RBC transfusions
with its specific thresholds in neurocritical care, especially
in ICH. Only a well-designed prospective interventional
study may resolve the question if compensating lowered
hemoglobin levels affects mortality and functional out-
come. In any case it should be focused on minor-volume
ICH patients with a greater chance of recognizing treat-
ment effects.
Our study has a number of limitations: (1) the retrospec-

tive, single-center design; (2) the mailed questionnaires
may have been answered wrongly with respect to the
time-point of follow-up and validity of mRS estimation
[44]; (3) hematologic investigations for the different etiolo-
gies of anemia have not been applied; (4) the results may
have been biased by the 29 patients lost to follow-up; (5)
although anemia was an independent outcome-predictor,
residual confounding by parameters not investigated as
well as interactions between poorer neurological admis-
sion status and outcome may not be fully excluded; (6)
moreover, ICH itself may hypothetically cause anemia
which however seems unlikely according to available data
[45]; (7) finally, our study descriptively analyzed relations
of anemia and outcome. Given the study design we were
not able to contribute to a better understanding of under-
lying causes, notably a biologically plausible mechanism of
how outcome is influenced by an anemic condition.

Conclusions
Within this observational cohort study, anemia is inde-
pendently associated with unfavorable functional out-
come in ICH beyond its relationship with larger

hemorrhage volumes, the latter being basically less rele-
vant in anemic patients. This also holds true for rather
therapeutically relevant patients with minor-volume ICH
and good chances for recovery. Prospective trials with
precise hematological evaluations and interventions are
warranted to clarify potential treatment options in
patients with anemia and ICH.

Key messages
• Anemia is positively but poorly associated with lar-
ger hemorrhage volumes.
• Anemia is a previously unrecognized independent
predictor of unfavorable functional outcome with an
odds ratio of 3.
• Negative long-term outcome-shift in patients with
anemia; ® seven times more likely to have unfa-
vourable long-term outcome.
• Minor-volume ICH anemia exerted even stronger
independent effects on outcome with an odds ratio
of 5.6.
• Prospective trials with precise hematologic assess-
ment and interventions are warranted in ICH
patients.

Abbreviations
AUC: area under the curve; CI: confidence interval; EVD: external ventricular
drainage; GCS: Glasgow Coma Scale; GS: Graeb score summation; Hb:
hemoglobin; ICH: intracerebral hemorrhage; INR: international normalized
ratio; IQR: interquartile range; IVH: intraventricular hemorrhage; LOWESS:
locally weighted scatterplot smoothing; mRS: modified Rankin Scale; NIHSS:
National Institute of Health Stroke Scale; OAA: on admission anemia; OR:
odds ratio; RBC: red blood cells; RCT: randomized controlled trials; ROC:
receiver operating characteristics curve; SAH: subarachnoid hemorrhage; TBI:
traumatic brain injury.

Table 3 Multivariate regression models for predictors of unfavorable (mRS = 4-6) functional outcome at 1 year.

Multivariate - parameters Unfavorable outcome Odds ratio (95% CI) P value (P < 0.05)

A) Overall ICH patients

Age 1.102 (1.070-1.136) <0.0001

Volume 1.022 (1.007-1.038) 0.0050

GCS 0.858 (0.788-0.934) 0.0004

IVH (Graeb Score) 1.140 (1.031-1.261) 0.0108

Hematoma growth 2.903 (1.188-7.093) 0.0194

Diagnosis of hypercholesterolemia 0.809 (0.435-1.505) 0.5030

Ventilation 1.030 (0.996-1.064) 0.0807

On admission anemia 3.045 (1.314-7.058) 0.0094

B) Minor-volume ICH patients

Age 1.102 (1.062-1.144) <0.0001

Volume 1.032 (0.990-1.076) 0.1345

GCS 0.755 (0.668-0.854) <0.0001

IVH (Graeb Score) 1.039 (0.920-1.174) 0.5388

Hematoma growth 4.646 (1.561-13.831) 0.0058

Diagnosis of hypercholesterolemia 0.711 (0.334-1.513) 0.3761

Ventilation 1.015 (0.970-1.063) 0.5126

On admission anemia 5.573 (1.843-16.853) 0.0023

Kuramatsu et al. Critical Care 2013, 17:R148
http://ccforum.com/content/17/4/R148

Page 8 of 10



Competing interests
The authors declare that they have no competing interests. The study was
not funded.

Authors’ contributions
JBK, MK, and HBH designed the study and wrote the manuscript. JBK and
SG obtained clinical data by reviewing institutional databases and the
patients’ medical charts. HL and SK obtained all neuroradiological data. JBK,
SG, and MK obtained the pre-admission and functional outcome data of all
patients. PDS performed the statistical analyses and critically revised the
manuscript. All authors have read the manuscript, agreed with the contents,
and approved the final version of the manuscript.

Acknowledgements
We would like to thank Dr. Inken Martin for critically proofreading the
manuscript.

Authors’ details
1Department of Neurology, University of Erlangen-Nuremberg,
Schwabachanlage 6, 91054 Erlangen, Germany. 2Department of
Neuroradiology, University of Erlangen-Nuremberg, Schwabachanlage 6,
91054 Erlangen, Germany.

Received: 14 February 2013 Revised: 14 May 2013
Accepted: 23 July 2013 Published: 23 July 2013

References
1. Corwin HL, Carson JL: Blood transfusion–when is more really less? N Engl

J Med 2007, 356:1667-1669.
2. Leroux P: Haemoglobin management in acute brain injury. Curr Opin Crit

Care 2013, 19:83-91.
3. Naidech AM, Jovanovic B, Wartenberg KE, Parra A, Ostapkovich N,

Connolly ES, Mayer SA, Commichau C: Higher hemoglobin is associated
with improved outcome after subarachnoid hemorrhage. Crit Care Med
2007, 35:2383-2389.

4. Kramer AH, Diringer MN, Suarez JI, Naidech AM, Macdonald LR, Le Roux PD:
Red blood cell transfusion in patients with subarachnoid hemorrhage: a
multidisciplinary North American survey. Crit Care 2011, 15:R30.

5. Hebert PC, Wells G, Blajchman MA, Marshall J, Martin C, Pagliarello G,
Tweeddale M, Schweitzer I, Yetisir E: A multicenter, randomized,
controlled clinical trial of transfusion requirements in critical care.
Transfusion Requirements in Critical Care Investigators, Canadian Critical
Care Trials Group. N Engl J Med 1999, 340:409-417.

6. Diedler J, Sykora M, Hahn P, Heerlein K, Scholzke MN, Kellert L, Bosel J,
Poli S, Steiner T: Low hemoglobin is associated with poor functional
outcome after non-traumatic, supratentorial intracerebral hemorrhage.
Crit Care 2010, 14:R63.

7. Kumar MA, Rost NS, Snider RW, Chanderraj R, Greenberg SM, Smith EE,
Rosand J: Anemia and hematoma volume in acute intracerebral
hemorrhage. Crit Care Med 2009, 37:1442-1447.

8. Sheth KN, Gilson AJ, Chang Y, Kumar MA, Rahman RM, Rost NS, Schwab K,
Cortellini L, Goldstein JN, Smith EE, Greenberg SM, Rosand J: Packed red
blood cell transfusion and decreased mortality in intracerebral
hemorrhage. Neurosurgery 2011, 68:1286-1292.

9. Mayer SA, Brun NC, Begtrup K, Broderick J, Davis S, Diringer MN,
Skolnick BE, Steiner T: Efficacy and safety of recombinant activated
factor VII for acute intracerebral hemorrhage. N Engl J Med 2008,
358:2127-2137.

10. Anderson CS, Huang Y, Wang JG, Arima H, Neal B, Peng B, Heeley E,
Skulina C, Parsons MW, Kim JS, Tao QL, Li YC, Jiang JD, Tai LW, Zhang JL,
Xu E, Cheng Y, Heritier S, Morgenstern LB, Chalmers J: Intensive blood
pressure reduction in acute cerebral haemorrhage trial (INTERACT): a
randomised pilot trial. Lancet Neurol 2008, 7:391-399.

11. Morgan T, Awad I, Keyl P, Lane K, Hanley D: Preliminary report of the clot
lysis evaluating accelerated resolution of intraventricular hemorrhage
(CLEAR-IVH) clinical trial. Acta Neurochir Suppl 2008, 105:217-220.

12. van Gijn J, Hijdra A, Wijdicks EF, Vermeulen M, van Crevel H: Acute
hydrocephalus after aneurysmal subarachnoid hemorrhage. J Neurosurg
1985, 63:355-362.

13. Tejerina E, Esteban A, Fernandez-Segoviano P, Frutos-Vivar F, Aramburu J,
Ballesteros D, Rodriguez-Barbero JM: Accuracy of clinical definitions of

ventilator-associated pneumonia: Comparison with autopsy findings. J
Crit Care 2010, 25:62-68.

14. Muckart DJ, Bhagwanjee S: American College of Chest Physicians/
Society of Critical Care Medicine Consensus Conference definitions
of the systemic inflammatory response syndrome and allied
disorders in relation to critically injured patients. Crit Care Med 1997,
25:1789-1795.

15. Wilson ML, Gaido L: Laboratory diagnosis of urinary tract infections in
adult patients. Clin Infect Dis 2004, 38:1150-1158.

16. Guralnik JM, Eisenstaedt RS, Ferrucci L, Klein HG, Woodman RC: Prevalence
of anemia in persons 65 years and older in the United States: evidence
for a high rate of unexplained anemia. Blood 2004, 104:2263-2268.

17. Report of the Expert Committee on the Diagnosis and Classification of
Diabetes Mellitus. Diabetes Care 1997, 20:1183-1197.

18. Reeves RA: The rational clinical examination. Does this patient have
hypertension? How to measure blood pressure. JAMA 1995,
273:1211-1218.

19. Executive Summary of The Third Report of The National Cholesterol
Education Program (NCEP) Expert Panel on Detection, Evaluation, And
Treatment of High Blood Cholesterol In Adults (Adult Treatment Panel
III). JAMA 2001, 285:2486-2497.

20. Rankin J: Cerebral vascular accidents in patients over the age of 60. I.
General considerations. Scott Med J 1957, 2:127-136.

21. Brott T, Broderick J, Kothari R, Barsan W, Tomsick T, Sauerbeck L, Spilker J,
Duldner J, Khoury J: Early hemorrhage growth in patients with
intracerebral hemorrhage. Stroke 1997, 28:1-5.

22. Kothari RU, Brott T, Broderick JP, Barsan WG, Sauerbeck LR, Zuccarello M,
Khoury J: The ABCs of measuring intracerebral hemorrhage volumes.
Stroke 1996, 27:1304-1305.

23. Burgess RE, Warach S, Schaewe TJ, Copenhaver BR, Alger JR, Vespa P,
Martin N, Saver JL, Kidwell CS: Development and validation of a simple
conversion model for comparison of intracerebral hemorrhage volumes
measured on CT and gradient recalled echo MRI. Stroke 2008,
39:2017-2020.

24. Graeb DA, Robertson WD, Lapointe JS, Nugent RA, Harrison PB: Computed
tomographic diagnosis of intraventricular hemorrhage. Etiology and
prognosis. Radiology 1982, 143:91-96.

25. SPSS 19.0. [http://www.spss.com].
26. Zweig MH, Campbell G: Receiver-operating characteristic (ROC) plots: a

fundamental evaluation tool in clinical medicine. Clin Chem 1993,
39:561-577.

27. Wu WC, Rathore SS, Wang Y, Radford MJ, Krumholz HM: Blood transfusion
in elderly patients with acute myocardial infarction. N Engl J Med 2001,
345:1230-1236.

28. Carson JL, Duff A, Poses RM, Berlin JA, Spence RK, Trout R, Noveck H,
Strom BL: Effect of anaemia and cardiovascular disease on surgical
mortality and morbidity. Lancet 1996, 348:1055-1060.

29. Beattie WS, Karkouti K, Wijeysundera DN, Tait G: Risk associated with
preoperative anemia in noncardiac surgery: a single-center cohort study.
Anesthesiology 2009, 110:574-581.

30. Christensen MC, Broderick J, Vincent C, Morris S, Steiner T: Global
differences in patient characteristics, case management and outcomes
in intracerebral hemorrhage: The Factor Seven for Acute Hemorrhagic
Stroke (FAST) Trial. Cerebrovasc Dis 2009, 28:55-64.

31. Dauerman HL, Lessard D, Yarzebski J, Gore JM, Goldberg RJ: Bleeding
complications in patients with anemia and acute myocardial infarction.
Am J Cardiol 2005, 96:1379-1383.

32. Lisman T, Caldwell SH, Burroughs AK, Northup PG, Senzolo M, Stravitz RT,
Tripodi A, Trotter JF, Valla DC, Porte RJ: Hemostasis and thrombosis in
patients with liver disease: the ups and downs. J Hepatol 2010,
53:362-371.

33. Livio M, Gotti E, Marchesi D, Mecca G, Remuzzi G, de Gaetano G: Uraemic
bleeding: role of anaemia and beneficial effect of red cell transfusions.
Lancet 1982, 2:1013-1015.

34. Hemphill JC, Farrant M, Neill TA Jr: Prospective validation of the ICH Score
for 12-month functional outcome. Neurology 2009, 73:1088-1094.

35. Roy CN: Anemia in frailty. Clin Geriatr Med 2011, 27:67-78.
36. Lee DH, Buth KJ, Martin BJ, Yip AM, Hirsch GM: Frail patients are at

increased risk for mortality and prolonged institutional care after cardiac
surgery. Circulation 2010, 121:973-978.

37. Ferrucci L, Semba RD, Guralnik JM, Ershler WB, Bandinelli S, Patel KV, Sun K,
Woodman RC, Andrews NC, Cotter RJ, Ganz T, Nemeth E, Longo DL:

Kuramatsu et al. Critical Care 2013, 17:R148
http://ccforum.com/content/17/4/R148

Page 9 of 10

http://www.spss.com


Proinflammatory state, hepcidin, and anemia in older persons. Blood
2010, 115:3810-3816.

38. Pilotto A, Rengo F, Marchionni N, Sancarlo D, Fontana A, Panza F,
Ferrucci L: Comparing the prognostic accuracy for all-cause mortality of
frailty instruments: a multicentre 1-year follow-up in hospitalized older
patients. PLoS One 2012, 7:e29090.

39. Hare GM, Mazer CD, Hutchison JS, McLaren AT, Liu E, Rassouli A, Ai J,
Shaye RE, Lockwood JA, Hawkins CE, Sikich N, To K, Baker AJ: Severe
hemodilutional anemia increases cerebral tissue injury following acute
neurotrauma. J Appl Physiol 2007, 103:1021-1029.

40. Kurtz P, Schmidt JM, Claassen J, Carrera E, Fernandez L, Helbok R,
Presciutti M, Stuart RM, Connolly ES, Badjatia N, Mayer SA, Lee K: Anemia is
associated with metabolic distress and brain tissue hypoxia after
subarachnoid hemorrhage. Neurocrit Care 2010, 13:10-16.

41. Oddo M, Milby A, Chen I, Frangos S, MacMurtrie E, Maloney-Wilensky E,
Stiefel M, Kofke WA, Levine JM, Le Roux PD: Hemoglobin concentration
and cerebral metabolism in patients with aneurysmal subarachnoid
hemorrhage. Stroke 2009, 40:1275-1281.

42. Corwin HL, Gettinger A, Pearl RG, Fink MP, Levy MM, Abraham E,
MacIntyre NR, Shabot MM, Duh MS, Shapiro MJ: The CRIT Study: Anemia
and blood transfusion in the critically ill–current clinical practice in the
United States. Crit Care Med 2004, 32:39-52.

43. Rosenberg NF, Koht A, Naidech AM: Anemia and transfusion after
aneurysmal subarachnoid hemorrhage. J Neurosurg Anesthesiol 2013,
25:66-74.

44. Banks JL, Marotta CA: Outcomes validity and reliability of the modified
Rankin scale: implications for stroke clinical trials: a literature review and
synthesis. Stroke 2007, 38:1091-1096.

45. Thavendiranathan P, Bagai A, Ebidia A, Detsky AS, Choudhry NK: Do blood
tests cause anemia in hospitalized patients? The effect of diagnostic
phlebotomy on hemoglobin and hematocrit levels. J Gen Intern Med
2005, 20:520-524.

doi:10.1186/cc12827
Cite this article as: Kuramatsu et al.: Anemia is an independent
prognostic factor in intracerebral hemorrhage: an observational cohort
study. Critical Care 2013 17:R148.

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

• Convenient online submission

• 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

Kuramatsu et al. Critical Care 2013, 17:R148
http://ccforum.com/content/17/4/R148

Page 10 of 10


	Abstract
	Introduction
	Methods
	Results
	Conclusions

	Introduction
	Materials and methods
	Patient selection
	Parameter acquisition
	Outcome measures
	Imaging
	Statistical analysis

	Results
	Anemic patients have larger baseline volumes and poorer neurological status
	Outcome and shift from short- to long-term outcome is worse in anemic patients
	Association of hematoma volume with outcome is less accurate and less relevant in anemia
	Worse outcome in minor-volume ICH patients with anemia despite similar characteristics
	Anemia is an independent predictor of unfavorable long-term outcome in ICH

	Discussion
	Prevalence and general aspects
	Overall impact of anemia on hemorrhage volume and outcome
	Anemia identifies patients at risk for poor outcome in minor-volume ICH
	Treatment of anemia during acute phase?

	Conclusions
	Key messages
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Authors' details
	References


<<
  /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 /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 500
  /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 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 500
  /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 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile 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 Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


