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Sublingual microcirculation does not reflect
red blood cell transfusion thresholds in the
intensive care unit—a prospective
observational study in the intensive care
unit
Jonas Scheuzger , Anna Zehnder, Vera Meier, Desirée Yeginsoy, Julian Flükiger and Martin Siegemund*

Abstract

Purpose: Hemoglobin (Hb) transfusion thresholds are established in intensive care units. A restrictive transfusion
threshold (Hb 70–75 g/l) is recommended in septic patients, and a liberal transfusion threshold (Hb 90 g/l) for
cardiogenic shock. It is unclear whether these historically adopted transfusion thresholds meet the challenges of
individual patients.

Methods: We evaluated microvascular flow index (MFI) and proportion of perfused vessels (PPV) in the sublingual
microcirculation with CytoCam-IDF microscopy and near-infrared spectroscopy (NIRS). A study team-independent,
treating intensivist assigned a total of 64 patients to 1 of 2 two transfusion thresholds, 43 patients to the Hb 75 g/l
threshold and 21 patients to the Hb 90 g/l threshold, at a surgical intensive care unit. We performed
microcirculatory measurements 1 h before and 1 h after transfusion of 1 unit of red blood cells.

Results: Microcirculatory flow variables correlated negatively with pre-transfusion flow variables (ΔMFI: ρ = − 0.821,
p < 0.001; ΔPPV: ρ = − 0.778, p < 0.001). Patients with good initial microcirculation (cutoffs: MFI > 2.84, PPV > 88%)
showed a deteriorated microcirculation after red blood cell transfusion. An impaired microcirculation improved after
transfusion. At both transfusion thresholds, approximately one third of the patients showed an initially impaired
microcirculation. In contrast, one third in every group had good microcirculation above the cutoff variables and did
not profit from the transfusion.

Conclusion: The data suggest that the established transfusion thresholds and other hemodynamic variables do not
reflect microcirculatory perfusion of patients. Blood transfusion at both thresholds 75 g/l and 90 g/l hemoglobin can
either improve or harm the microcirculatory blood flow, questioning the concept of arbitrary transfusion thresholds.
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Background
Transfusion of red blood cells (RBC) is associated with vari-
ous risks and complications. Allergic and immune transfu-
sion reactions, hyperkalemia due to potassium released by
the RBC, infections from transfusion-transmitted patho-
gens, and volume and iron overload can occur. Therefore,
RBC transfusions should be clearly indicated and carefully
evaluated. Until now, no functional monitoring of the ef-
fectiveness of RBC transfusions has been established.
Today, clinicians rely on transfusion thresholds based

on hemoglobin (Hb) level to initiate RBC transfusion.
For years, there was an ongoing debate whether transfu-
sion thresholds should generally be shifted from a liberal
(Hb 90–100 g/l) to a restrictive transfusion threshold
(Hb 70–75 g/l). In a meta-analysis from 2018 including
19,000 intensive care patients, Carson et al. [1] found
that restrictive versus liberal transfusion thresholds re-
sulted in no difference in 30-day mortality, recovery rate,
and myocardial infarction. However, in a meta-analysis
of 17 randomized controlled trials, Fominskiy et al. [2]
observed a decreased mortality rate among patients
assigned to a liberal transfusion strategy during the peri-
operative period. Murphy et al. [3] found that a restrict-
ive transfusion threshold after cardiac surgery was not
superior to a liberal threshold. Likewise, a meta-analysis
[4] from 2016 found that a restrictive transfusion thresh-
old might affect the outcome of cardiovascular and elderly
orthopedic patients. Despite these uncertainties, most up-
to-date guidelines recommend a restrictive transfusion
protocol for all patients except for those with active bleed-
ing or untreated cardiovascular diseases [5–7]. Overall,
these studies used negative outcome but not possible ben-
efits for the patients to delimit the current transfusion
thresholds. Whether transfusion thresholds can be seen as
arbitrary and should, therefore, be individualized is a mat-
ter of discussion [8, 9].
Organ perfusion and tissue oxygenation take place by

direct exchange of oxygen from erythrocytes to the endo-
thelial surface of small vessels and capillaries of the micro-
circulatory system. Previous studies in septic [10] and
cardiac [11] patients have demonstrated that persistent
microcirculatory flow (MCF) alterations unresponsive to
therapy are independently associated with adverse out-
come. Despite intact macro-hemodynamic parameters
(e.g., blood pressure and cardiac output), tissue hypoxia
due to MCF collapse or dysregulation occurs in shock
patients [12, 13]. Investigation of human MCF on tissue
surface after transfusion is now possible with the latest
generation of microcirculation microscopes.
In this study, we evaluated the influence of RBC transfu-

sion on the microcirculation at the two widely accepted
transfusion thresholds (TTHs; 75 g/l and 90 g/l) and tested
the hypothesis that RBC transfusion improves microcircu-
lation independent of the accepted transfusion thresholds.

Materials and methods
Patients
After receiving approval from the local ethics committee
(Ethics Committee of Northwestern and Central Switzerland,
EKNZ, project ID: 2017-01190), this single-center observa-
tional study was performed in the 22-bed surgical intensive
care unit at the University Hospital of Basel. We included pa-
tients with various medical conditions such as trauma, sepsis,
postoperative bleeding, or cardiogenic shock receiving a RBC
transfusion from September 2017 to September 2018. The
TTH of 75 g/l or 90 g/l was set prior to inclusion by the
treating intensivist independent of the study. We excluded
patients aged < 18 years, patients requiring mechanical assist
devices, and patients with orofacial trauma, active oral bleed-
ing, or any other condition complicating sublingual microcir-
culatory measurement.

Protocol
We performed sublingual microcirculatory measure-
ments within 1 h before (T1) and within 1 h after (T2)
transfusion of one 200 ml unit of leukocyte-depleted
RBC. Measurements were planned and initiated upon
the first order of one or more units of RBC and a pre-
assignment to a TTH of 75 g/l or 90 g/l Hb during ICU
admission.
The intensivist in charge ordered RBC based on the

TTH and his/her clinical experience. We recorded
hemodynamic measurements of the fully monitored pa-
tients (i.e., mean, systolic, and diastolic arterial pressures
(MAP, SAP, and DAP), Hb concentration, and SpO2

(peripheral oxygen saturation)) at T1 and T2. In addition,
the sequential organ failure assessment (SOFA) score
was recorded at T1.
Lactate levels were measured regularly before and after

RBC transfusion. The normal range of lactate is from 0.5
to 1.5 mmol/l and is considered as elevated at 2 mmol/l.
We chose 1.8 mmol/l as the threshold, as it lies between
the normal and elevated range. The in-house laboratory
reports lactate levels above 1.8 mmol/l to the physician
in charge. Data were also collected from regional oxygen
saturation (rSO2) based on near-infrared spectroscopy
(NIRS) using a SenSmart™ (Model X-100M, Nonin,
Plymouth, MN, USA) universal oximeter. We placed the
sensors over the thenar prominence, the anterior region
of the foot, and the frontotemporal region of the brain.
After 5 min of measurement, we recorded all tissue satu-
rations from the same side of the body at T1 and T2.

Microcirculation
We used the latest microcirculation camera, CytoCam
(Braedius, Netherlands), based on incident dark-field
illumination technology. This handheld microscope cur-
rently provides the best optical resolution and is suitable
for bedside use [14].
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The investigator (JS), who had attended a
microcirculation-training course and had performed
microcirculatory measurements regularly before the
study, acquired all videos. He recorded a minimum of
five videos from different sublingual areas for each time
point (T1 and T2). We selected the three best videos ac-
cording to the microcirculatory quality score (MIQS)
[15], following the recommendation of the second con-
sensus for microcirculation assessment [16].
The tip-like microscope was carefully applied in the sub-

lingual fold to avoid pressure artifacts. We recorded videos
175 frames in length at a rate of 25 frames per second. The
videos were then selected, cropped, and stabilized with
CytoCam Tools version 1.7.12 (Braedius, Netherlands). We
applied stricter rules regarding stabilization than required
by the MIQS and cropped the videos with a movement no
larger than one quarter of the frame length. Most videos
were cropped to a video length of 3–5 s.
The investigator and a blinded independent observer

performed offline analysis. Time point and order of the
videos were blinded for offline analysis. Microvascular
flow index (MFI) was assessed by scoring the mean of
the predominant flow type (0 = no flow, 1 = intermitted
flow, 2 = sluggish flow, and 3 = continuous flow) of the
four quadrants of the video screen. Perfused vessel dens-
ity (PVD), an estimate of functional capillary density,
and the proportion of perfused vessels (PPV) were calcu-
lated as percentage and number of crossings of perfused
vessels per total length of a grid of three equidistant
horizontal and vertical lines (De Backer Score) [17].
According to the developer of the CytoCam, we calcu-

lated with the total grid length of 7.9825mm (3 × 1.1536
mm + 3 × 1.5456 mm). Since automatic software analysis
provided by CytoCam is only comparable with automatic
vascular analysis for total vessel density (TVD) but not
for PPV and PVD, we deemed offline analysis according
to De Backer to be most suitable for clinical practice.
We analyzed 354 videos. Of every measurement, we

calculated the mean of the three corresponding videos of
each time point and patient for the study calculation.

Statistical analysis
To test whether the incidence of patients with an MFI > 2.5
in the TTH 90 g/l group is larger than 2%, we calculated
the 95% confidence interval (CI) around the observed inci-
dence and concluded the incidence to be clearly larger than
2% if the entire 95% CI lies above 2% [18]. We aimed for an
80% power to find a 95% CI that lies entirely above 2%.
Assuming a true incidence of 15%, a sample size of 20 is
required to achieve this power [19].
We estimate a 2% incidence for RBC transfusion despite

intact MFI > 2.5 as relevant, based on the total number of
RCB transfusions worldwide. It has been estimated that
about 40% of patients receive one or more RBC transfusions

while in the ICU. We expected the prevalence of transfusion
to occur in about one third and two thirds of patients in the
TTH 90 g/l and TTH 75 g/l groups, respectively [20, 21]. To
reach a sample size of 20 patients in the TTH 90 g/l group,
we planned to include a total of 60 patients, 40 of whom
would be enrolled in the TTH 75 g/l group.
Further, we calculated the correlation between lactate

decrease and the increase in hemodynamic variables and
Hb after transfusion with the change in MCF (MFI,
TVT, PPV, and PVD) and tested whether it differs from
zero. For all tests, alpha (p > 0.05) was considered signifi-
cant. Alpha was not corrected regarding the problem of
multiple testing, indicating that the combined alpha level
for the two primary tests is about 10%.
Calculations were performed using R Studio, version

1.1.423 (R Studio, Inc., Boston, MA, USA, 2009–2018).
For continuous variables, data are presented as median
and interquartile range. We compared variables before
and after blood transfusion in the TTH 75 g/l group and
TTH 90 g/l group using the paired Wilcoxon signed-rank
test for non-normally distributed values. Correlations be-
tween variables were investigated using Spearman’s ρ.
To describe interrater reliability of the offline analysis

(MFI, counted number of vessels with flow, and counted
number of vessels with no or intermitted flow), we used
a two-way random-effects consistency model for the
intra-class correlation coefficient (ICC). Results of the
ICC are presented as ICC with boundaries of the 95% CI
and F-tested significance level.

Results
Characteristics of the 64 patients enrolled in the study
are listed in Table 1. Most patients were in hemorrhagic
shock (34%) before transfusion. Twenty-nine patients
(45%) were intubated. Of the patients assigned to the
TTH 90 g/l group, 57% had cardiogenic shock. More
patients in the TTH 90 g/l group had a lactate concen-
tration > 1.8 (43% vs. 21%, respectively) and were mech-
anically ventilated (62% vs. 37%, respectively) than in the
TTH 75 g/l group. Eight patients (13%) died during ICU
stay.
We recorded over 600 videos, 354 of which fulfilled the

MIQS criteria for offline analysis. We recorded 64 patients
before and 55 after transfusion. We lost 9 patients due to
delayed transfusion protocol and emergency procedures.
The median MIQS of the video recordings was 2 (1–2)
with a maximum of 5. Median time after completed RBC
transfusion and the recording at T2 was 18 (10–30) min.
The ICC for MFI for the raters was 0.86 (0.83–0.88, p <
0.001), for counts of normal flow vessels in the grid 0.85
(0.82–0.89, p < 0.001), and for counts of vessels with no/
intermediate flow 0.92 (0.91–0.94, p < 0.001). These re-
sults indicate a good interrater reliability [22].
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Microcirculation
Microcirculation variables are presented in Table 2. A
clearly impaired microcirculation indicated by a mean
MFI < 2.5 (based on three recordings) was found in the
TTH 75 g/l group (n = 16, 37%) and in the TTH 90 g/l
group (n = 6, 29%) before transfusion. MFI, PPV, TVD, and
PVD increased significantly from before to after one RBC
transfusion in patients in the TTH 75 g/l group or in septic
patients, but not in the TTH 90 g/l group (Table 3).
Overall change in flow variables before and after transfu-

sion correlated negatively with pre-transfusion MFI, PPV,
TVD, and PVD with a ΔMFI (ρ = − 0.821, p < 0.001), ΔPPV
(ρ = − 0.778, p < 0.001) (Fig. 1), ΔTVD (ρ = − 0.402, p =
0.002), and ΔPVD (ρ = − 0.595, p < 0.001) (Additional file 2:
Figure S2). This overall negative correlation was also found
in the TTH 75 g/l group with ΔMFI (ρ = − 0.814, p < 0.001)
and ΔPPV (ρ = − 0.822, p < 0.001), and in the TTH 90 g/l

group with ΔMFI (ρ = − 0.647, p = 0.007) and ΔPPV (ρ = −
0.570, p = 0.023).
A linear regression model produced cutoff levels for

improvement in MCF after RBC transfusion for MFI at
2.84 and for PPV at 88.4% (Fig. 1). Pre-transfusion
microcirculation exceeding these cutoff levels was most
likely to deteriorate after the RBC transfusion. Thirty
percent and 37% of patients in the TTH 75 group, and
38% and 29% in the TTH 90 group had pre-transfusion
MFI and PPV above cutoff levels, respectively. For both
cutoff levels, specificity was higher than sensitivity
(Table 2). We re-evaluated all results after the exclusion
of one outlier with extreme deterioration of MCF (Fig. 1)
to detect and avoid a possible distortion of the linear re-
gression model. The cutoff level for PPV decreased to
87% and for MFI to a value of 2.81. No change accord-
ing to any of the significance levels was observed.

Table 1 Patient characteristics

Characteristics Total (n = 64) Hb 75 g/l (n = 43) Hb 90 g/l (n = 21)

Male, n (%) 39 (61) 26 (60) 13 (61)

Age, years 68 (58–77) 67 (53–78) 70 (64–77)

SOFA 7 (4–11) 5 (3–8) 10 (7–12)

Septic shock, n (%) 12 (19) 11 (26) 2 (10)

Cardiogenic shock, n (%) 21 (33) 9 (21) 12 (57)

Hemorrhagic shock, n (%) 22 (34) 15 (35) 6 (29)

Other, n (%) 9 (14) 8 (19) 1 (5)

Intubation, n (%) 29 (45) 16 (37) 13 (62)

Hb before RBCT, (g/l) 75 (72–81) 73 (71–75) 85 (81–88)

Lactate > 1.8 (mmol/l) before RBCT, n (%) 18 (28) 9 (21) 9 (43)

Lactate before RBCT (mmol/l) 1.2 (0.8–2.0) 1.1 (0.8–1.7) 1.6 (1.1–2.5)

NOR (μg/kg/min) 0.03 (0.00–0.08) 0.00 (0.00–0.04) 0.05 (0.03–0.07)

SpO2 before RBCT 98 (95.5–100) 99 (96–100) 97 (95–100)

Days to RCBT 3 (2–6) 3 (1–4) 4 (2–7)

Total days in ICU 4.5 (2–11) 4 (2–11) 7 (4–11)

Death in ICU, n (%) 8 (13) 6 (14) 2 (10)

Hb hemoglobin, SOFA sequential organ failure assessment, RBCT red blood cell transfusion, NOR noradrenaline, SpO2 peripheral oxygen saturation, ICU intensive
care unit

Table 2 Number and percentage of flow indices at different cutoff levels

Total (n) MFI < 2.5, n (%) MFI≥ 2.84, n (%) PPV≥ 88, n (%)

Before RBCT After RBCT Before RBCT After RBCT Before RBCT Before RBCT

All 64 55 22 (34) 6 (11) 21 (32) 22 (34)

TTH 75 g/l 43 39 16 (37) 3 (8) 13 (30) 16 (37)

TTH 90 g/l 21 16 6 (29) 3 (20) 8 (38) 6 (29)

SENS/SPEC 0.66/0.91 0.64/0.82

PpV/NpV 0.91/0.85 0.64/0.83

RBCT red blood cell transfusion, MFI microvascular flow index, PPV proportion of perfused vessels, TTH transfusion threshold, SENS sensitivity, SPEC specificity, PpV
positive predictive value, NpV negative predictive value
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Circulatory parameters and NIRS values are presented in
Table 4. Hb increased significantly after RBC transfusion
within the expected range of 10 to 15 g/l in both TTH
groups. We found no correlation with pre-transfusion Hb
and ΔMFI (ρ = − 0.242), ΔPPV (ρ = − 0.187), ΔTVD (ρ = −
0.161), and ΔPVD (ρ =− 0.124). Changes in MAP, SAP,
and DAP were not correlated with ΔMFI and ΔPPV (Add-
itional file 3: Table S1). Lactate levels did not significantly
decrease within 2 h after RBC transfusion (p = 0.82) but
were significantly lower after 8 h (p = 0.009). No correlation
was found in the change in lactate levels, ΔMFI (ρ = 0.120,
p = 0.503), and ΔPPV (ρ = 0.056, p = 0.752) up to 10 h after
RBC transfusion.
Tissue oxygenation measured by NIRS increased signifi-

cantly in the frontotemporal region, but not in the ex-
tremities, after RBC transfusion (Fig. 2). Pre-transfusion
MFI and PPV did not correlate with pre-transfusion tissue
oxygen saturations (Additional file 4: Table S2).

Discussion
Our study shows that the intention to increase oxygen
transport capacity by infusion of one unit of RBC may have
both positive and negative effects on the microcirculation

of critically ill patients at both existing TTH levels. Pivotal
for this effect is the quality of pre-transfusion MCF. We
were able to define a cutoff value for pre-transfusion MFI
of 2.84 and a pre-transfusion PPV of 88%. Transfusion of
one unit of RBC above these cutoff values did not improve
microcirculation. On the contrary, transfusion impaired
MCF in patients with a good baseline microcirculation. To
our knowledge, this is the first study to focus on the two
TTHs (i.e., 75 g/l Hb and 90 g/l Hb) commonly used in the
ICU with regard to sublingual microcirculation. With 354
evaluated videos of sublingual microcirculation from 64
ICU patients, to date, this is the largest study to observe the
effects of RBC transfusion on microcirculation in critically
ill patients at the bedside.
More patients showed impaired microcirculation (MFI <

2.5) in the TTH 75 g/l group than in the TTH 90 g/l
group (37% vs. 29%, respectively). Microcirculation in
these patients responded favorably to RBC transfusion.
However, the same percentage of patients in both the
TTH 75 g/l and TTH 90 g/l groups (37% and 29%, re-
spectively) had a baseline PPV > 88%, representing a very
good initial sublingual microcirculation. Interestingly,
microcirculation in these patients was negatively affected
by the RBC transfusion. With regard to microcirculation,
only one third of the RBC transfusions at the given thresh-
olds appeared to be indicated for improvement of MCF.
Thus, transfusion exclusively based on a predefined TTH
and, therefore, tolerating impaired MCF in extreme
anemia might be harmful and should be scrutinized.
The current transfusion thresholds were defined be-

cause several studies with Hb thresholds of 70–75 g/l
and 90–100 g/l in different patient cohorts showed non-
inferiority of the lower boundary with regard to mortal-
ity. However, increased mortality with lower Hb levels
has been detected in patients who declined RBC transfu-
sion [23], and therefore, it is unclear whether an even
lower TTH in an individual patient (e.g., younger adults

Fig. 1 ΔMFI (a) and ΔPPV (b) after RBC transfusion in correlation with the pre-transfusion baseline. MFI, microvascular flow index; RBC, red blood
cell; PPV, proportion of perfused vessels

Table 4 Circulatory parameters and near-infrared spectroscopy

Values Before transfusion After transfusion p value

Hb, g/l 75 (71–81) 87 (82–93) < 0.001

MAP 72 (63–79) 75 (67–81) 0.15

SAP 111 (94–130) 111 (100–128) 0.55

DAP 52 (48–62) 55 (50–64) 0.20

SpO2 98 (96–100) 98 (96–100) 0.75

rSO2 (palm) 65 (62–68) 66 (62–69) 0.309

rSO2 (foot) 56 (53–60) 58 (52–65) 0.124

rSO2 (brain) 67 (62–70) 68 (65–72) < 0.001

Hb hemoglobin, MAP mean arterial pressure, SAP systolic arterial pressure, DAP
diastolic arterial pressure, rSO2 regional oxygen saturation
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with normal heart function) may be beneficial, or if
special patient groups would benefit from higher thresh-
olds. Therefore, future studies should aim to evaluate
the benefits of RBC transfusions in patients with clear
signs of an impaired microcirculation. Determination of
arbitrary transfusion thresholds may harm as many pa-
tients as it will help.
In a study of 30 hemodynamically stable trauma patients,

Weinberg et al. [24] described a negative correlation be-
tween RBC transfusion and baseline sublingual microcircu-
lation. They transfused patients with similar clinical
appearance in a Hb range of 60–70 g/l and observed that
patients with impaired pre-transfusion sublingual microcir-
culation responded favorably to a single RBC transfusion.
In 24 perioperative patients undergoing cardiac surgery,
Yuruk et al. [25] described an improvement in sublingual
microcirculatory density after 1 RBC transfusion. Two stud-
ies in septic patients, performed in 2007 with 35 patients
[26] and in 2011 with 21 patients [27], did not show im-
pressive alterations of the sublingual microcirculation after
one RBC transfusion. However, the earlier study detected a
significantly lower baseline flow in patients who experi-
enced an increase in capillary perfusion > 8% [26]. Further-
more, Sadaka et al. measured 11 out of 21 patients using
side-stream dark-field microscopy [27]. In these 11 patients,
in-hospital mortality was 45%, and the authors reported a
very low baseline MFI of < 2 in 9 of their patients. However,
considerable variability was detected among the patients.
Pranskunas et al. [28] observed a significant improvement
of MFI after blood and fluid administration in 50 ICU pa-
tients depending on a baseline MFI < 2.6. In this study, 66%
of the patients had an MFI ≤ 2.6, a doubled incidence

compared to our results although they found a similar
median PPV of 88%. One reason for this discrepancy may
be that our study applied stricter criteria for impaired
microcirculation with 3 out of 4 MFI readings < 2.5. A
point-in-time assessment of 1 sublingual microcirculation
measurement in 501 randomly selected patients without
intervention in 36 ICUs found an abnormal MFI of < 2.6 in
only 17% of patients [29]. However, this study focused on
the comparison of a large heterogeneous ICU group
rather than on the incidence of MCF abnormalities,
presumably resulting in an underestimation of the true
incidence of microcirculatory dysfunction. In 2017,
Tanaka et al. [30] demonstrated improved sublingual
microcirculation (using side-stream dark-field micros-
copy) after RBC transfusion independent of circulatory
parameters in 15 hemorrhagic shock patients. In agree-
ment with our findings, Tanaka et al. detected a nega-
tive correlation between improved microcirculation
after transfusion compared to pre-transfusion. Further,
the authors also suggested that focusing exclusively on
Hb concentration as a transfusion trigger could be det-
rimental in some cases.
The 2013 Transfusion Requirements in Septic Shock

(TRISS) trial [31] compared sepsis patients with TTH
70 g/l versus TTH 90 g/l and found no difference in 60-
day mortality. Concerning our findings, where approxi-
mately one third in each TTH group benefited from the
transfusion and another two thirds in each group had no
clear benefit or deteriorated, it is reasonable to presume
that the effect of transfusion on mortality in the TRISS
trial went undetected. Interindividual response to RBC
transfusion may be masked by the fact that positive and

Fig. 2 Tissue oxygenation before and after one RBC transfusion (boxplot). RBC, red blood cell
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negative microcirculatory responses occurred at both
threshold levels. Therefore, a further distinction of out-
come based solely on Hb levels seems erratic.
The results of the TRISS study contributed to the most re-

cent guidelines of the 2017 Surviving Sepsis Campaign [6].
In agreement with other organizations (e.g., the American
Association of Blood Banks), these guidelines recommend
RBC transfusion in septic patients with a Hb TTH below
70 g/l. Myocardial ischemia, severe hypoxia, and acute
hemorrhage allow a higher threshold. Further, these guide-
lines emphasize the incorporation of individual patient char-
acteristics and conditions and that transfusions should not
be based on Hb levels alone. Nevertheless, except for Hb
thresholds, clinicians lack a definite indication for RBC
transfusion. Several studies have reported impaired micro-
circulation to be more severe in non-survivors of sepsis, to
be associated with organ failure and death, and to be a sensi-
tive predictor of outcome [32–35]. Despite other findings
[36], we found septic patients to be responsive to RBCT.
Measurement of sublingual microcirculation may provide
additional information for clinicians in the assessment of
critically ill patients and may serve as a guide for RBC trans-
fusion, even above the current threshold of 70 g/l (e.g., in
patients with septic cardiomyopathy or after initial fluid
resuscitation).
In patients with intact baseline microcirculation, we were

able to detect a deterioration in microcirculation after RBC
transfusion. The reason for this is not yet fully understood.
Aggregability and deformability of the transfused RBC may
play a role. Under stable microcirculatory conditions, RBC
transfusion may disturb the fragile balance between fluids,
flow, and erythrocytes. Non-functional RBC and cell com-
ponents can aggravate aggregability and, therefore, reduce
MCF. In 2014, Donati et al. [37] described higher flow
velocity and PPV in patients with leukodepleted RBCT
versus non-leukodepleted RBCT. We think the immune
response plays an important role regarding the efficacy of
RBC. Despite human leukocyte antigen (HLA) compatibil-
ity, homologous RBC transfusions trigger the immune
system of the recipient and may lead to destabilization of
the microcirculation in critically ill patients.
The prevalence of MCF alterations is variable over time in

patients with shock. Extended fluid resuscitation and treat-
ment of the underlying cause of the shock type may restore
impaired microcirculation. We chose to include patients
early after admission (mean 3 days) to detect impaired micro-
circulation in the early stages of shock. Tachon et al. [38] de-
tected microcirculatory alterations in traumatic hemorrhagic
shock lasting for 72 h despite restoration of the microcircula-
tion. With the narrow time frame of examination before and
after RBC transfusion, change of MCF due other interven-
tions during this time period is minimized.
Although we measured a significant increase in tissue

oxygenation in the frontotemporal region of the brain

after RBC transfusion, we found no correlation with pre-
transfusion microcirculatory variables. It is possible that
the frontotemporal region, as a part of the brain circula-
tion, benefits more from RBC transfusion in patients
with shock. More likely, NIRS with its relatively high
catchment area responds to the increased oxygen trans-
port capacity. As we only measured tissue oxygenation
within 1 h after RBC transfusion, an increase in tissue
oxygenation in the extremities might only be visible
later. Nevertheless, 80% of the patients with a low pre-
transfusion MFI showed an increase in frontotemporal
tissue oxygenation (Additional file 1: Figure S1).
In accordance with other studies, hemodynamic variables

remained unaffected by RBC transfusion [26, 28, 30, 39]
and, therefore, should not be used as an indicator for
transfusion.
The current study has some limitations that should be

noted. First, the study was not powered to evaluate out-
come. Although impaired microcirculation predicts out-
come, we do not know if the changes in MCF after a
single RBC transfusion influence outcome. More, the two
point-in-time measurements do not reflect other alter-
ations of MCF over the full duration of shock. A single-
center study will not be able to recruit enough patients for
such an outcome. Our idea was to generate a hypothesis
for a larger study to compare microcirculation-guided
RBC transfusion in contrast to Hb threshold alone. Sec-
ond, because transfusion threshold was assigned by the
physician in charge and not performed randomly, selec-
tion bias cannot be excluded. Third, we lost five patients
in the TTH 90 group due to immediate surgical interven-
tion. Four of these patients clearly had an impaired pre-
transfusion microcirculation (mean MFI < 2.6). This may
be one reason why we were not able to detect a significant
increase in microcirculation in this group after the RBC
transfusion. Fourth, microcirculation variables were evalu-
ated manually and not using an automatic software ana-
lysis (AVA). AVA software is very time-consuming and is
not suitable for a bedside clinical approach. Software ana-
lysis provided by CytoCam is fast, but except for TVD,
microcirculatory variables did not correlate well with the
AVA and the De Backer Score [40]. To use microcircula-
tory perfusion clinically in the context of RBC transfusion,
new and fast bedside analysis techniques are mandatory
and have been developed recently [41].

Conclusion
In this study, only one third of patients assigned to
either transfusion threshold 75 g/l or 90 g/l Hb showed
an apparently impaired microcirculation (mean MFI <
2.5, considering all three videos per patient). Approxi-
mately, the same proportion of patients in each group
showed an intact microcirculation (cutoff PPV of 88%)
and a decrease in MCF after RBC transfusion. The MCF
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of the remaining patients was only mildly affected by the
RBC transfusion. Altered MCF after RBC transfusion cor-
related negatively with baseline values (Fig. 1). This im-
plies that an increase of oxygen transport capacity by RBC
transfusion has the potential to either increase or decrease
the oxygen availability in the microcirculation depending
on pre-transfusion microcirculatory conditions. Conven-
tional transfusion thresholds and additional hemodynamic
variables alone or in combination did not predict micro-
circulatory response and may be complemented by sublin-
gual microcirculatory monitoring in the future.

Supplementary information
Supplementary information accompanies this paper at https://doi.org/10.
1186/s13054-020-2728-7.

Additional file 1: Figure S1. Change in tissue oxygenation over
frontotemporal region of brain, after RBC transfusion in patients with
impaired microcirculation at baseline (MFI < 2.5). RBC = red blood cell;
MFI =microvascular flow index.

Additional file 2: Figure S2. Δ TVD (A) and Δ PVD (B) after RBC
transfusion in correlation with the pre-transfusion baseline. TVD = total
vessel density; RBC = red blood cell; PVD = perfused vessel density.

Additional file 3: Table S1. Correlations of microvascular variables and
hemodynamic variables.

Additional file 4: Table S2. Correlations of tissue oxygenation and pre-
transfusion MFI/PPV.

Abbreviations
AVA: Automatic software analysis; CI: Confidence interval; DAP: Diastolic
arterial pressure; Hb: Hemoglobin; HLA: Human leukocyte antigen; ICC: Intra-
class correlation coefficient; MAP: Mean arterial pressure;
MCF: Microcirculatory flow; MFI: Microvascular flow index;
MIQS: Microcirculatory quality score; NIRS: Near-infrared spectroscopy;
PPV: Proportion of perfused vessels; PVD: Perfused vessel density; RBC: Red
blood cells; rSO2: Regional oxygen saturation; SAP: Systolic arterial pressure;
SOFA: Sequential organ failure assessment; SpO2: Peripheral oxygen
saturation; T1: Time point 1; T2: Time point 2; TRISS: Transfusion Requirements
in Septic Shock; TTH: Transfusion threshold; TVD: Total vessel density

Acknowledgements
We thank Allison Dwileski, Anesthesiology, University Hospital Basel, for
editorial support and Dutil Gilles, Clinical Trial Unit Basel, for statistical
support.

Authors’ contributions
JS and MS designed the study, and JS, DY, AZ, VM, and JF collected the data.
JS and AZ performed the offline analysis. JS and MS drafted the report. All
authors have contributed to the intellectual content, review, and revision of
the report, and have seen and approved the final version of the manuscript.

Funding
The author J. Scheuzger is currently receiving a research grant “Young
Talents in Clinical Research” from the “Goldschmidt & Jacobson Foundation”
of the University of Basel, Switzerland.

Availability of data and materials
The data that support the findings of this study are available from the
corresponding author upon reasonable request.

Ethics approval and consent to participate
The local ethics committee (Ethics committee of Northwest and Central
Switzerland (EKNZ), reference number: EKNZ 2017-01190) has approved the
presented study.

Consent for publication
Written informed consent and consent for publication were obtained for all
participating patients or their next of kin.

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

Received: 26 September 2019 Accepted: 1 January 2020

References
1. Carson JL, Stanworth SJ, Alexander JH, Roubinian N, Fergusson DA, Triulzi

DJ, Goodman SG, Rao SV, Doree C, Hebert PC. Clinical trials evaluating red
blood cell transfusion thresholds: an updated systematic review and with
additional focus on patients with cardiovascular disease. Am Heart J. 2018;
200:96–101.

2. Fominskiy E, Putzu A, Monaco F, Scandroglio AM, Karaskov A, Galas FR,
Hajjar LA, Zangrillo A, Landoni G. Liberal transfusion strategy improves
survival in perioperative but not in critically ill patients. A meta-analysis of
randomised trials. Br J Anaesth. 2015;115:511–9.

3. Murphy GJ, Pike K, Rogers CA, Wordsworth S, Stokes EA, Angelini GD,
Reeves BC, Investigators TI. Liberal or restrictive transfusion after cardiac
surgery. N Engl J Med. 2015;372:997–1008.

4. Hovaguimian F, Myles PS. Restrictive versus liberal transfusion strategy in
the perioperative and acute care settings: a context-specific systematic
review and meta-analysis of randomized controlled trials. Anesthesiology.
2016;125:46–61.

5. Carson JL, Guyatt G, Heddle NM, Grossman BJ, Cohn CS, Fung MK,
Gernsheimer T, Holcomb JB, Kaplan LJ, Katz LM, Peterson N, Ramsey G, Rao
SV, Roback JD, Shander A, Tobian AAR. Clinical practice guidelines from the
AABB red blood cell transfusion thresholds and storage. JAMA. 2016;316:
2025–35.

6. Rhodes A, Evans LE, Alhazzani W, Levy MM, Antonelli M, Ferrer R, Kumar A,
Sevransky JE, Sprung CL, Nunnally ME, Rochwerg B, Rubenfeld GD, Angus
DC, Annane D, Beale RJ, Bellinghan GJ, Bernard GR, Chiche JD, Coopersmith
C, De Backer DP, French CJ, Fujishima S, Gerlach H, Hidalgo JL, Hollenberg
SM, Jones AE, Karnad DR, Kleinpell RM, Koh Y, Lisboa TC, Machado FR,
Marini JJ, Marshall JC, Mazuski JE, McIntyre LA, McLean AS, Mehta S, Moreno
RP, Myburgh J, Navalesi P, Nishida O, Osborn TM, Perner A, Plunkett CM,
Ranieri M, Schorr CA, Seckel MA, Seymour CW, Shieh L, Shukri KA, Simpson
SQ, Singer M, Thompson BT, Townsend SR, Van der Poll T, Vincent JL,
Wiersinga WJ, Zimmerman JL, Dellinger RP. Surviving Sepsis Campaign:
international guidelines for management of sepsis and septic shock: 2016.
Intens Care Med. 2017;43:304–77.

7. Meier J, Filipescu D, Kozek-Langenecker S, Llau Pitarch J, Mallett S, Martus P,
Matot I. Intraoperative transfusion practices in Europe. Br J Anaesth. 2016;
116:255–61.

8. Lars B, Holst JLC, Perner A. Should red blood cell transfusion be
individualized? No. Intens Care Med. 2015;41:1977–9.

9. Yasser Sakr J. Should red cell transfusion be individualized? Yes. Intens Care
Med. 2015;41:1973–6.

10. De Backer D, Donadello K, Sakr Y, Ospina-Tascon G, Salgado D, Scolletta S,
Vincent JL. Microcirculatory alterations in patients with severe sepsis: impact
of time of assessment and relationship with outcome. Crit Care Med. 2013;
41:791–9.

11. Kara A, Akin S, Dos Reis MD, Struijs A, Caliskan K, van Thiel RJ, Dubois EA, de
Wilde W, Zijlstra F, Gommers D, Ince C. Microcirculatory assessment of
patients under VA-ECMO. Crit Care. 2016;20:344.

12. Dunser MW, Takala J, Brunauer A, Bakker J. Re-thinking resuscitation: leaving
blood pressure cosmetics behind and moving forward to permissive
hypotension and a tissue perfusion-based approach. Crit Care. 2013;17:326.

13. Dubin A, Pozo MO, Casabella CA, Palizas F Jr, Murias G, Moseinco MC,
Kanoore Edul VS, Palizas F, Estenssoro E, Ince C. Increasing arterial blood
pressure with norepinephrine does not improve microcirculatory blood
flow: a prospective study. Crit Care. 2009;13:R92.

14. Aykut G, Veenstra G, Scorcella C, Ince C, Boerma C. Cytocam-IDF (incident
dark field illumination) imaging for bedside monitoring of the
microcirculation. Intens Care Med Exp. 2015;3:40.

15. Massey MJ, Larochelle E, Najarro G, Karmacharla A, Arnold R, Trzeciak S,
Angus DC, Shapiro NI. The microcirculation image quality score:
development and preliminary evaluation of a proposed approach to

Scheuzger et al. Critical Care           (2020) 24:18 Page 9 of 10

https://doi.org/10.1186/s13054-020-2728-7
https://doi.org/10.1186/s13054-020-2728-7


grading quality of image acquisition for bedside videomicroscopy. J Crit
Care. 2013;28:913–7.

16. Ince C, Boerma EC, Cecconi M, De Backer D, Shapiro NI, Duranteau J, Pinsky
MR, Artigas A, Teboul JL, Reiss IKM, Aldecoa C, Hutchings SD, Donati A,
Maggiorini M, Taccone FS, Hernandez G, Payen D, Tibboel D, Martin DS,
Zarbock A, Monnet X, Dubin A, Bakker J, Vincent JL, Scheeren TWL. Second
consensus on the assessment of sublingual microcirculation in critically ill
patients: results from a task force of the European Society of Intensive Care
Medicine. Intens Care Med. 2018;44:281–99.

17. Backer D. How to evaluate the microcirculation: report of a round table
conference. Crit Care. 2007;11:R101.

18. Blaker H. Confidence curves and improved exact confidence intervals for
discrete distributions. Can J Stat. 2000;28:783–98.

19. SP K Sample Size Calculator. In: Editor (ed)^(eds) Book Sample Size
Calculator. City, pp. AMA Cytation: Kane SP. Sample Size Calculator. ClinCalc:
http://clincalc.com/stats/samplesize.aspx. Updated July 1, 2017. Accessed
August 2018, 2018.

20. 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.

21. Walsh TS, Garrioch M, Maciver C, Lee RJ, MacKirdy F, McClelland DB, Kinsella
J, Wallis C. Red cell requirements for intensive care units adhering to
evidence-based transfusion guidelines. Transfusion. 2004;44:1405–11.

22. Koo TK, Li MY. A guideline of selecting and reporting intraclass correlation
coefficients for reliability research. J Chiropr Med. 2016;15:155–63.

23. Shander A, Javidroozi M, Naqvi S, Aregbeyen O, Caylan M, Demir S, Juhl A.
An update on mortality and morbidity in patients with very low
postoperative hemoglobin levels who decline blood transfusion (CME).
Transfusion. 2014;54:2688–95.

24. Weinberg JA, MacLennan PA, Vandromme-Cusick MJ, Angotti JM, Magnotti
LJ, Kerby JD, Rue LW 3rd, Barnum SR, Patel RP. Microvascular response to
red blood cell transfusion in trauma patients. Shock. 2012;37:276–81.

25. Yuruk K, Almac E, Bezemer R, Goedhart P, de Mol B, Ince C. Blood
transfusions recruit the microcirculation during cardiac surgery. Transfusion.
2011;51:961–7.

26. Sakr Y, Chierego M, Piagnerelli M, Verdant C, Dubois MJ, Koch M, Creteur J,
Gullo A, Vincent JL, De Backer D. Microvascular response to red blood cell
transfusion in patients with severe sepsis. Crit Care Med. 2007;35:1639–44.

27. Sadaka F, Aggu-Sher R, Krause K, O'Brien J, Armbrecht ES, Taylor RW. The
effect of red blood cell transfusion on tissue oxygenation and
microcirculation in severe septic patients. Ann Intens Care. 2011;1:46.

28. Pranskunas A, Koopmans M, Koetsier PM, Pilvinis V, Boerma EC.
Microcirculatory blood flow as a tool to select ICU patients eligible for fluid
therapy. Intens Care Med. 2013;39:612–9.

29. Vellinga NA, Boerma EC, Koopmans M, Donati A, Dubin A, Shapiro NI,
Pearse RM, Machado FR, Fries M, Akarsu-Ayazoglu T, Pranskunas A,
Hollenberg S, Balestra G, van Iterson M, van der Voort PH, Sadaka F, Minto
G, Aypar U, Hurtado FJ, Martinelli G, Payen D, van Haren F, Holley A,
Pattnaik R, Gomez H, Mehta RL, Rodriguez AH, Ruiz C, Canales HS,
Duranteau J, Spronk PE, Jhanji S, Hubble S, Chierego M, Jung C, Martin D,
Sorbara C, Tijssen JG, Bakker J, Ince C. International study on
microcirculatory shock occurrence in acutely ill patients. Criti Care Med.
2015;43:48–56.

30. Tanaka S, Escudier E, Hamada S, Harrois A, Leblanc PE, Vicaut E, Duranteau J.
Effect of RBC transfusion on sublingual microcirculation in hemorrhagic
shock patients: a pilot study. Crit Care Med. 2017;45:e154–60.

31. Holst LB, Haase N, Wetterslev J, Wernerman J, Aneman A, Guttormsen AB,
Johansson PI, Karlsson S, Klemenzson G, Winding R, Nebrich L, Albeck C,
Vang ML, Bulow HH, Elkjaer JM, Nielsen JS, Kirkegaard P, Nibro H, Lindhardt
A, Strange D, Thormar K, Poulsen LM, Berezowicz P, Badstolokken PM,
Strand K, Cronhjort M, Haunstrup E, Rian O, Oldner A, Bendtsen A, Iversen S,
Langva JA, Johansen RB, Nielsen N, Pettila V, Reinikainen M, Keld D, Leivdal
S, Breider JM, Tjader I, Reiter N, Gottrup U, White J, Wiis J, Andersen LH,
Steensen M, Perner A. Transfusion requirements in septic shock (TRISS) trial -
comparing the effects and safety of liberal versus restrictive red blood cell
transfusion in septic shock patients in the ICU: protocol for a randomised
controlled trial. Trials. 2013;14:150.

32. De Backer D, Creteur J, Preiser JC, Dubois MJ, Vincent JL. Microvascular
blood flow is altered in patients with sepsis. Am J Respir Crit Care Med.
2002;166:98–104.

33. Spronk PE, Ince C, Gardien MJ, Mathura KR, Oudemans-van Straaten HM,
Zandstra DF. Nitroglycerin in septic shock after intravascular volume
resuscitation. Lancet. 2002;360:1395–6.

34. Trzeciak S, Dellinger RP, Parrillo JE, Guglielmi M, Bajaj J, Abate NL, Arnold RC,
Colilla S, Zanotti S, Hollenberg SM, Microcirculatory Alterations in R, Shock I.
Early microcirculatory perfusion derangements in patients with severe sepsis
and septic shock: relationship to hemodynamics, oxygen transport, and
survival. Ann Emerg Med. 2007;49:88–98.

35. Doerschug KC, Delsing AS, Schmidt GA, Haynes WG. Impairments in
microvascular reactivity are related to organ failure in human sepsis. Am J
Physiol Heart Circ Physiol. 2007;293:H1065–71.

36. Damiani E, Adrario E, Luchetti MM, Scorcella C, Carsetti A, Mininno N, et al.
Plasma free hemoglobin and microcirculatory response to fresh or old
blood transfusions in sepsis. PLoS One. 2015;10(5):e0122655.

37. Donati A, Damiani E, Luchetti M, Domizi R, Scorcella C, Carsetti A, Gabanelli
V, Carletti P, Bencivenga R, Vink H, et al. Microcirculatory effects of the
transfusion of leukodepleted or non-leukodepleted red blood cells in
patients with sepsis: a pilot study. Crit Care. 2014;18:R33.

38. Tachon G, Harrois A, Tanaka S, Kato H, Huet O, Pottecher J, Vicaut E,
Duranteau J, et al. Microcirculatory alterations in traumatic hemorrhagic
shock. Crit Care Med. 2014;42(6):1433–41.

39. Ospina-Tascon GA, Garcia Marin AF, Echeverri GJ, Bermudez WF, Madrinan-
Navia H, Valencia JD, Quinones E, Rodriguez F, Marulanda A, Arango-Davila
CA, Bruhn A, Hernandez G, De Backer D. Effects of dobutamine on intestinal
microvascular blood flow heterogeneity and O2 extraction during septic
shock. J Appl Physiol. 2017;122:1406–17.

40. Carsetti A, Aya HD, Pierantozzi S, Bazurro S, Donati A, Rhodes A, Cecconi M.
Ability and efficiency of an automatic analysis software to measure
microvascular parameters. J Clin Monit Comput. 2016;31:669–76.

41. Hilty MP, Guerci P, Ince Y, Toraman F, Ince C. MicroTools enables automated
quantification of capillary density and red blood cell velocity in handheld
vital microscopy. Commun Biol. 2019;2:217.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Scheuzger et al. Critical Care           (2020) 24:18 Page 10 of 10

http://clincalc.com/stats/samplesize.aspx

	Abstract
	Purpose
	Methods
	Results
	Conclusion

	Background
	Materials and methods
	Patients
	Protocol
	Microcirculation
	Statistical analysis

	Results
	Microcirculation

	Discussion
	Conclusion
	Supplementary information
	Abbreviations
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	References
	Publisher’s Note

