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Abstract: Trauma is one of the leading causes of uncontrolled haemorrhage, death, and disability.
Use of a tourniquet can be considered an optimal anti-haemorrhagic resource, in pre-hospital and
emergency settings, and its lifesaving effect is clinically contradictory. This review aims to assess
the clinical efficacy of the tourniquet in the emergency pre-hospital care setting for the management
of haemorrhage. We conducted the systematic review following the Preferred Reporting Items for
Systematic Reviews and Meta-Analyses, the PRISMA statement. We searched the following electronic
databases: EMBASE, MEDLINE, and Cochrane-CENTRAL. All studies included were appraised
for risk of bias. Prevalent primary outcomes were mortality and use of blood products. Secondary
outcomes were related to adverse effects. The quality of evidence was assessed using the Grading of
Recommendations Assessment, Development and Evaluation approach (GRADE). Four studies were
involved (1762 trauma patients). The adjusted odds ratio (aOR) of 0.47 (95% confidence Interval (CI)
0.19–1.16; three studies; 377 patients) for overall mortality estimates did not give a clear indication of
the benefits of emergency pre-hospital tourniquets (PH-TQ) versus no pre-hospital tourniquet (NO
PH-TQ) placement. The adjusted mean difference for blood product use was −3.28 (95% CI −11.22,
4.66) for packed red blood cells (pRBC) and −4.80 (95% CI −5.61, −3.99) for plasma, respectively.
The certainty of evidence was downgraded to very low for all outcomes. Our results suggest an
unclear effect of emergency pre-hospital tourniquet placement on overall mortality and blood product
use. However, this systematic review highlights the availability of only observational studies and
the absence of high quality RCTs assessing the efficacy of PH-TQs. Randomized controlled trials
are needed.
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1. Introduction

Every year, the lives of about 1.35 million people are cut short as a result of trauma
caused by road traffic crashes, and between 20 and 50 million people worldwide suffer
non-fatal injuries [1], with many incurring a disability [2]. Uncontrolled bleeding is the
leading cause of death in 34% of trauma patients. Haemorrhage is one of the major causes
of potentially preventable deaths in both civilian and military contexts [3]. The Italian
National Institute for Statistics recorded a total of 172,183 traumas in 2019 [4], which,
according to the Multi-Regional Serious Trauma Intra-Hospital Centre [5], was prevalent
in the male population (75.7%), and 65.4% (n = 4385) required intensive care unit (ICU)
hospitalization with a mean stay of 7.3 days (standard deviation = ±14.6), a fatal outcome
of 27.5%, and 17.4% of patients requiring transfusions in the emergency room [6]. Bleeding
control in major trauma is a clinical priority that can be achieved through either direct
compression or the use of mechanical or pneumatic tourniquets (TQ). Direct pressure is the
first and simplest step. TQs can be applied if direct pressure on the bleeding area is not
sufficient to control the bleeding [7] and when direct pressure is not a feasible option. Direct
pressure should be maintained by health care personnel, which is sometimes insufficient
in number. Use of a TQ can be considered an optimal anti-haemorrhagic resource in an
emergency setting, and its lifesaving effect has become more apparent [8]. The use and
effectiveness of mechanical or pneumatic TQs appears to be associated with effective
control of bleeding and lower mortality rates from bleeding [9]. This is why the Hartford
Consensus Conference [10] encourages their widespread use among the civilian population
for the early control of haemorrhage in the extremities (upper and lower limbs) when
direct manual compression is ineffective or unfeasible. In the literature, the efficacy of
TQ application for the management of bleeding in the pre-hospital phase in patients with
major trauma is supported by relatively low, often contradictory evidence, or is even not
recommended for use in the civilian context [8]. In particular, it remains an open question
whether when used in the pre-hospital setting, it leads to better survival and a reduced need
for blood, or blood component, transfusions. This systematic review aims to summarize
current knowledge on the clinical efficacy of pre-hospital TQ, which has been used as a
framework to support the development of Italian guidelines for pre-hospital emergency
treatment of major trauma (MT) in civilian settings.

2. Materials and Methods

We conducted a systematic review to support the major trauma integrated manage-
ment guideline panel of the Italian National Institute of Health (NIH) in formulating
recommendations [11]. Following the GRADE-ADOPOLMENT methodology [12], and
in accordance with the standards defined by the NIH [13], the multidisciplinary panel
decided to apply a structured and systematic updating and adaptation process of their rec-
ommendations from the National Institute for Clinical Excellence (NICE) guideline NG39
on pre-hospital application of TQs [14]. We conducted the systematic review following
the Preferred Reporting Items for Systematic Reviews and Meta-Analyses, the PRISMA
statement [15]. Study protocol has been stored at the following link: https://osf.io/n526s/
(accessed date 29 November 2021). The research question for this systematic review was: “Is
the use of pneumatic or mechanical tourniquets both clinically effective and cost-effective
in improving outcomes in major trauma patients with haemorrhage?”.

https://osf.io/n526s/
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2.1. Inclusion Criteria

We included randomized controlled trials (RCT); cohort studies with adjusted results
for key confounders (e.g., injury severity, age, depth of shock, degree of head injury) or
matched at baseline for these if no RCT was available and/or observational studies. Eligible
studies should meet the following criteria: (1) population: children, young people and
adults who have experienced a traumatic limb injury; (2) intervention: pneumatic and me-
chanical TQ use; (3) comparison: no TQ use; and (4) setting: pre-hospital. Studies including
patients requiring massive transfusion resulting from civilian settings were included.

2.2. Outcome Measures and Follow-Up Assessment

The primary outcome measures selected for the analyses were: (i) 24 h-mortality,
30-day to 12-months mortality; (ii) volume of infused blood components; and (iii) health-
related quality of life (e.g., Glasgow Coma Scale [GCS] score at discharge). The secondary
outcomes referring to adverse effects were related: (iv) amputation; (v) nervous system
disorder-paralysis; (vi) renal failure; and (vii) haemorrhage.

2.3. Search Strategy

We searched the following electronic databases: MEDLINE (Pub-Med), EMBASE,
Cochrane Central Register of Controlled Trials (CENTRAL) with language restriction
(English, Italian, Spanish, French, German), using and updating (from March 2015 up
to February 2020) the search strategy of the high quality clinical guideline of NICE on
MT [14], reported in Supplementary Materials S1. We checked the reference lists of all
studies included and of all the systematic reviews identified during the search process. We
also searched for ongoing trials: ClinicalTrials.gov.

2.4. Study Selection and Data Extraction

Two independent authors (SG, GC) screened titles and abstracts according to the
search strategy. Following the first phase, they independently assessed the full text of all
potentially relevant studies for inclusion in this review. Any disagreement was resolved
through discussion with a third author (OC). Then, using a standardized data collec-
tion form, the following information was extracted from the included studies: (i) study
characteristics: study design, setting, countries and settings, funding; (ii) participants’
characteristics, sample size and type of trauma; and (iii) intervention type and outcomes.
We contacted authors if the reported data were not sufficiently detailed or incomplete. Any
discrepancy was resolved by consensus, or with the help of a third independent author
(AB). The bibliographies of retrieved papers were also evaluated to identify other relevant
articles to be included. Reasons for exclusion are reported in Figure 1.
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Figure 1. Flow chart of study selection.

2.5. Internal Validity

The internal validity of non-randomized studies was assessed using the Newcastle–
Ottawa Scale [16]. The following domains were appraised: selection, comparability, and
outcome. Thresholds for converting the Newcastle–Ottawa Scale to AHRQ standards
(good, fair, and poor) were adapted. Two reviewers (SG, GC) independently evaluated the
methodological quality of the included studies, and any disagreement was resolved by
reaching a consensus between reviewers.
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2.6. Data Synthesis

Whenever possible, meta-analyses were conducted to combine the outcome data using
the DerSimonian and Kacker random effects model [17], which takes into account both the
sampling variance within the studies and the variation in the underlying effect across stud-
ies due to the different populations and study designs. To assess the statistical heterogeneity
across studies, we applied Cochran’s Q statistics and calculated the I2 test [18], using the
following interpretation of the value of I2: 0 to 50 = low; 50 to 80 = moderate and worthy of
investigation; 80 to 100 = severe and worthy of understanding; 95 to 100 = aggregate with
major caution (Julian Higgins, personal communication). The analyses were performed
using RevMan Version 5.4. The treatment effects for continuous outcomes were summa-
rized as mean difference (MD) or standardized mean difference (SMD) when different
outcome measurements were reported; the treatment effects for dichotomized outcomes
were evaluated using the odds ratio (OR). When adjustments or propensity scores for each
of the outcomes were available, we pooled them as adjusted odds ratios (aORs).

2.7. Quality of Evidence

The quality of evidence of each outcome was judged by evaluating five dimensions
(risk of bias, consistency of effect, imprecision, indirectness, and publication bias) using
the Grading of Recommendations Assessment Development and Evaluation (GRADE)
approach [19]. The evidence was downgraded from ‘high quality’ by one level if serious
limitations were found for each of the five dimensions, or by two levels, if very serious
limitations were found. We presented a summary of findings describing the treatment
effects, the quality of evidence, and the reasons for the limitations.

3. Results

A total of 395 records were screened. From the updated search, four observational
studies [20–23] were included (Figure 1). For details on excluded studies, see Supplemen-
tary Materials S2.

3.1. General Characteristics

None of the included studies were RCTs or a systematic review of RCTs. The four
included studies were conducted in the U.S. and were retrospective cohort studies reporting
data from trauma registers [20–23] and from computerized clinical data records [23]. The
included studies allowed for the following comparisons: (1) pre-hospital tourniquet (PH-
TQ) versus (vs.) tourniquet (NPH-TQ) [20,21,23]; and (2) pre-hospital tourniquet (TQ)
vs. trauma centre-tourniquet (TC-TQ) [22]. The studies reviewed involved a total of
1762 trauma patients, 1455 of whom to compare PH-TQ application vs. NPH-TQ [20,21,23],
and 306 to evaluate PH-TQ vs. TC-TQ application [22]. General characteristics of the
studies are reported in Table 1. Demographic and clinical characteristics of observational
studies are described in Tables 2–4.
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Table 1. General characteristics.

Study
(First Author, Year)

Country
(State) Study Design Setting Patients

(Total Sample) Intervention Comparison Primary
Outcomes Secondary Outcomes

McNickle et al.
(2019)

Retrospective cohort
study

Level I trauma centre
(Pre-hospital data) 192

Pre-hospital
tourniquet
application

No pre-hospital
tourniquet
application

Blood transfusions
within the first

24 h

• Hospital-free days
• Intensive care unit (ICU)-free
• Ventilator-free days (30-day

benchmark)
• Presence of significant

complications (acute kidney
injury, rhabdomyolysis,
compartment syndrome,
limb loss)

• Mortality

Smith et al. (2019) New
Orleans

Retrospective cohort
study

Level I trauma centre
(Pre-hospital data) 238

Pre-hospital
commercial
tourniquet

application for
extremity injuries

No pre-hospital
tourniquet
application

Blood product
utilization

• Presence of shock on arrival
• Limb complications related to

tourniquet use
• Systemic complications
• Hospital length of stay (LOS)
• ICU length of stay
• In-hospital mortality

Teixeira et al. (2018) Texas
Multicentre

retrospective cohort
study

11 level I trauma
centres

(Pre-hospital data)
1026

Pre-hospital
tourniquet
application

No pre-hospital
tourniquet
application

In-hospital
mortality

• Delayed amputation
• Thrombo-embolic

complications
• Respiratory complications
• Cardiac complications
• Infectious complications
• Hospital length of stay (LOS)
• ICU length of stay
• Ventilator days

Scerbo et al. (2017) Texas
Retrospective cohort

study
Memorial Hermann

Hospital 306
Pre-hospital
tourniquet
application

Trauma centre
tourniquet
application

Death from
haemorrhagic

shock

• Physiology on presentation to
the TC

• Massive transfusion of blood
products

The outcomes were determined by a combination of
Trauma Registry data and electronic health record review.
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Table 2. Demographic and clinical characteristics of observational studies.

Study
Sample Age (years) Sex (Male) ISS Extremity AIS GCS HR SBP

N Mean (SE) N(%) Mean (SE) Mean (SE) Median (IRQ Range) Mean (SE) Mean (SE)
PH-T NPH-T PH-T NPH-T PH-T NPH-T PH-T NPH-T PH-T NPH-T PH-T NPH-T PH-T NPH-T PH-T NPH-T

McNickleet al., 2019 69 69 35 (±1.5) 36.3 (±1.6) 56 (88.9) 53 (84.1) 13.1 (±0.8) 12.3 (±0.9) 3.2 (±0.1) 3 (±0.1) - - 110 (±4) 100 (±3) 126 (±4) 130 (±3)
Smith et al., 2018 127 77 31.3 (±0.7) 31.2 (±1.6) 111 (87.4) 68 (88.3) 9 (±0.5) 10.1 (±0.6) 2.8 (±0.2) 2.7 (±0.2) - - 100 (±2) 104 (±5) 114 (±2) 98 (±4)

Scerbo et al., 2017 * 252 29 33 (25.46) (1) 34 (24.50) (1) 212 (84.1) 27 (93.1) 9 (5.17) (1) 20 (9.27) (1) 3 (2.3) (1) 3 (3.4) (1) 15 (14.15) (1) 14 (3.15) (1) 100 (84.120) (1) 122 (87.135) (1) 119 (92.139) (1) 100 (83.113) (1)

Teixeira et al., 2018 181 845 34.4 (±1.1) (2) 35.9 (±0.5) (2) 157 (86.7) 708 (83.7) 13.2 (±0.8) (2) 11.3 (±0.3) (2) 36 (180) (3) 77 (9.1) (3) 28 (178) (4) 91 (838) (4) 105.9 (±2.1) (2) 92.6 (±0.9) (2) 125.3 (±7) (2) 121.7 (±1.2) (2)

PH-T: pre-hospital tourniquet; NPH-T: non pre-hospital tourniquet; ISS: Injury Severity Score; AIS: Abbreviated Injury Scale; GCS: Glasgow Coma Scale; HR: Heart Rate, SBP: systolic blood pressure; (1) expressed
as median (IRQ range); (2) expressed as mean (SD); (3) expressed as N (extremity AIS ≥4); and (4) expressed as N (GCS < 8); * Scerbo et al. (2017) compared pre-hospital tourniquet vs. trauma centre tourniquet.

Table 3. Outcome data for the comparisons of mortality.

Study Pre-Hospital Tourniquet No Pre-Hospital Tourniquet p-Value Time Point AdjustmentSample N Events % Sample N Events %

McNickle et al.
(2019) 69 0 0 69 2 2.9 NS NR Variable matching by patient demographics and

injured artery, ISS, and mechanism of injury.

Smith et al. (2018) 127 9 7.1 77 10 13 0.21 NR Variable matching by patient demographics
and injury severity.

Teixeira et al.
(2018) 181 7 3.9 845 44 5.2 0.45 NR

ISS, presence of associated severe head or torso
injury, presence of major vascular injury, and

traumatic amputation.

Study Pre-Hospital Tourniquet Trauma Centre Tourniquet p-value Time point Adjustment
Sample N events % Sample N events %

Scerbo et al. (2017) 252 13 5.2 29 4 13.8 0.07 NR Data not adjusted
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Table 4. Transfusion of blood products.

(1) Packed Red Blood Cells Transfusion (pRBC)

Studies
Pre-Hospital Tourniquet No Pre-Hospital Tourniquet p-Value Time Point (Hours) AdjustmentSample Mean (SD) Sample Mean (SD)

McNickle et al. (2019) 69 3.5 (0.5) 69 2.7 (0.8) NS within first 24 h Variable matching by patient demographics and injured artery, and
mechanism of injury.

Teixeira et al. (2018) 181 5.0 (8.6) 845 3.9 (14.5) 0.380 within first 24 h
Variable adjusted by age, sex, mechanism of injury, hypotension on

admission, GCS, ISS, presence of associated severe head or torso injury,
presence of major vascular injury, and traumatic amputation.

Smith et al. (2018) 127 2.0 (0.1) (1) 77 9.3 (0.6) (1) <0.001 within first 24 h Variable matching by patient demographics and injury severity.

Study Pre-Hospital Tourniquet Trauma Centre Tourniquet p-value Time point (hours) Adjustment
Sample Median (IQR) Sample Median (IQR)

Scerbo et al. (2017) 252 3 (1.6) 29 4 (2.9) 0.10 within first 24 h

(2) Platelets transfusion

Study Pre-Hospital Tourniquet No Pre-Hospital Tourniquet p-value Time point (hours) Adjustment
Sample Mean (SD) Sample Mean (SD)

Teixeira et al. (2018) 181 0.8 (2.2) 845 0.5 (2.4) 0.237 within first 24 h
Variable adjusted by age, sex, mechanism of injury, hypotension on

admission, GCS, ISS, presence of associated severe head or torso injury,
presence of major vascular injury, and traumatic amputation.

Study Pre-Hospital Tourniquet Trauma Centre Tourniquet p-value Time point (hours) Adjustment
Sample Median (IQR) Sample Median (IQR)

Scerbo et al. (2017) 252 1 (1.3) 29 2 (1.6) 0.11 within first 24 h

(3) Plasma transfusion

Studies
Pre-Hospital Tourniquet No Pre-Hospital Tourniquet p-value Time point (hours) Adjustment

Sample Mean (SD) Sample Mean (SD)

Teixeira et al. (2018) 181 2.8 (6.8) 845 1.8 (4.7) 0.030 within first 24 h
Variable adjusted by age, sex, mechanism of injury, hypotension on

admission, GCS, ISS, presence of associated severe head or torso injury,
presence of major vascular injury, and traumatic amputation..

Smith et al. (2018) 127 1.4 (0.1) (1) 77 6.2 (0.4) (1) <0.001 within first 24 h Variable matching for patient demographics and injury severity

Study Pre-Hospital Tourniquet Trauma Centre Tourniquet p-value Time point (hours) Adjustment
Sample Median (IQR) Sample Median (IQR)

Scerbo et al. (2017) 252 3 (2.5) 29 5 (3, 10) <0.01 within first 24 h
(1) expressed as mean (standard error); GCS: Glasgow Coma Scale; ISS: Injury Severity Score; NS: not statistically significant; IQR: interquartile range.
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3.2. Primary Outcomes
3.2.1. Mortality at 24 h, 30 Days, and 12 Months

Three studies [20,21,23] compared PH-TQ intervention vs. NPH-TQ intervention
and reported adjusted results on overall mortality (Table 3). Quantitative analyses were
therefore performed on these only (Figure 2). One study [22], reported adjusted results
on mortality due to trauma haemorrhage comparing PH-TQ vs. TC-TQ showing an odds
ratio of 0.22 [CI 95% 0.06–0.80], and standard error = 0.66) [22] (Figure 3). The authors
in [20,21,23] compared PH-TQ vs. non-intervention, or with intervention at the trauma
centre, in terms of mortality caused by haemorrhage [22]. One study [20] was reported
without an estimate of the effect, as the published data were not clearly reported.

Figure 2. Adjusted odds ratio for overall mortality of pre-hospital-TQ vs. no pre-hospital-TQ.

Figure 3. Adjusted odds ratios for mortality due to haemorrhage of PH-T vs. NO PH-T.

Despite the differences between the observational studies included, the forest plots
(Figures 2 and 3) fairly consistently showed a lower mortality risk with pre-hospital appli-
cation of the PH-TQ compared to NPH-TQ or TC-TQ. The analysis showed no differences
between the experimental group that received TQ and the controls.

3.2.2. Packed of Infused Blood Components

Three different types of blood components were analysed: (a) pRBC transfusion [20–23];
(b) Platelets [20,22] (Table 4); and (c) Plasma [20,22,23]. As shown in Table 4, Smith et al.
(2019) provides an adjusted estimate showing how the application of the tourniquet reduces
the number of transfused plasma units, whereas Texeira et al. (2018) did not provide clear
indications about the benefits of applying the tourniquet on pRBC and plasma requirements
(Figure 3).

3.2.3. Length of Stay (LOS) in ICU

LOS in ICU in two study groups, PH-TQ group compared to the NPH-TQ and PH-TQ
group compared to TC-TQ is reported as days in ICU [3] and 30-day ICU free days [21]. In
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the study by [22], the ICU LOS (mean days) was 3.9 (standard deviation (SD) = ±7.2 days)
in the PH-TQ group vs. 2.9 (SD = ±6.5 days) (p = 0.064), OR (95% CI) = −1.01 (−2.09
to 0.06) in the control group. In the study by [22], the ICU length of stay (median days),
using PH-TQ group compared to the trauma centre tourniquet was 0 (interquartile range
(IQR) = 0.2) vs. 2 (IQR = 0.5), p < 0.01. In both studies, the time point is not defined. The
study by [22] showed no clear difference in ICU LOS (days) between the PH-TQ group
compared to NPH-TQ, 25.8 (SD = ±0.7 days) vs. 26.7 (SD = ±0.6) (p-value not significant),
with a time point of 30 days (mean difference = −090[CI 95% = −2.71–0.91]).

3.2.4. Health-Related Quality of Life

No study has reported on the outcomes of interest.

3.3. Secondary Outcomes

Four different secondary outcomes in terms of adverse events (Figure 4) reported from
the following studies were classified:

Figure 4. Adjusted odds ratio for adverse events of pre-hospital-TQ versus no pre-hospital-TQ.

Amputation: (i) Not reported whether early/late application: the study by [22] reports
unadjusted values; (ii) initial application: the study by [21] shows how the application
of the tourniquet increases the risk of initial amputation; and (iii) late application: three
articles reported data on delayed placement [20,21,23], which provide an unclear estimate
on the adjustments and are therefore not meta-analysable.

Nervous system disorders-paralysis: Only one article reported the data on nerve
palsy [23], showing no significant differences between PH-TQ vs. NPH-TQ application.

Renal failure: One article reported data on renal failure showing no significant differ-
ences between PH-TQ vs. NPH-TQ application [21].
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Haemorrhage: One article reported data on this adverse event showing [23], lower
risk of performing procedures for the control of bleeding (due to a lower probability of
bleeding) with the application of a tourniquet.

3.4. Internal Validity

Three studies were judged to be of good quality and one of fair quality (Supplementary
Materials S3). Overall, studies were affected by bias in selection and outcome domains.

3.5. Quality of Evidence

For all of the aforementioned outcomes, the certainty of evidence was downgraded
to very low due to serious risk of bias, indirectness, and imprecision of the estimates
(Supplementary Materials S4). For the remaining outcomes (time to definitive control of
haemorrhage and patient-reported outcomes), the quality of evidence was not assessed
due to the absence of data.

4. Discussion

This systematic review highlights the efficacy of the emergency application of PH-
TQ in civilian trauma. TQ application is on the rise in the USA, and this trend seems
to be mainly in large cities or urban areas with well-developed trauma systems. To our
knowledge, this study is the first to propose a meta-analysis of the results of the four
retrospective cohort studies included.

4.1. Use of Tourniquet and Mortality

The studies reviewed about 1800 trauma patients, one third of whom received PH-TQ
application. Our meta-analysis showed that use of PH-TQ did not appear to significantly
influence mortality (aOR = 0.47, 95% CI 0.19–1.16; p = 0.55). The evidence (GRADE) on
overall causes of mortality and mortality caused by haemorrhage was ranked as very low-
certainty (critical). Our results are concordant with Scerbo et al. (2016) [24] (6% vs. 12%,
p = 0.61). One recent review of ten studies failed to show a statistically significant difference
in all-cause mortality where a tourniquet had been used compared with direct pressure
alone [6]. Additionally, there was no difference in mortality outcomes in another study
where tourniquets were applied in the presence or absence of shock [25]. Unsurprisingly,
the early placement of a TQ in military casualty, before the onset of shock, was associated
with a decreased risk of mortality [26]. Vascular injuries of the limbs in the military setting
are common and this is probably the reason for the significant effect on survival. It is
unclear whether the mortality rate in our population of reference is partially attributable to
tourniquet use.

4.2. Blood Products Use and LOS in ICU

The aOR by meta-analysis for blood product use shows that PH-TQ use is significant
for plasma (p < 0.001) and not for pRBC. Regarding the use of RBC in the first 24 h [23],
it showed a reduction in the use of this type of blood component. Regarding plasma
only, [22] demonstrated that blood transfusions within the first hour and mortality from
haemorrhagic shock decreased among patients with PH-TQ use. However, compared to
PH-TQ, patients with TC-TQ had a higher rate of transfusion within the first hour of arrival
(p = 0.02). Moreover, Teixeira et al. [20] also explained that the tourniquet patients were
more likely to require massive plasma transfusion, to present a higher Injury Severity Score
(ISS) and Abbreviated Injury Scale (AIS) score, and to be in shock.

Regarding LOS in ICU, [22] provided an unclear estimate of the adjustment and there-
fore cannot be represented, and in [21], at 30-day ICU free days, no clear difference was
perceptible between the two groups. Several data regarding TQ application should be inter-
preted carefully. A precise indication and definition of TQ exposure time have been rarely
specified, as described in [6]. This may impact on the primary and secondary outcomes.
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4.3. Secondary Outcomes

Moreover, unadjusted values on amputation can provide misleading information, and
are therefore not meta-analysable; they do not provide a clear indication regarding the ben-
efits of applying a tourniquet. Concerning haemorrhage, only a single article [23] indicates
a lower risk of performing procedures to control bleeding due to a lower probability of
bleeding when a tourniquet is applied, which describes aOR for adverse events of PH-TQ
vs. NPH-TQ.

4.4. The Quality of Evidence

Regarding internal validity, although three studies were judged to be of good quality
and one of fair quality (Supplementary Materials S3), overall, studies were affected by
bias in selection and outcome domains. Using GRADE methodology, the quality of evi-
dence obtained from the observational studies for all of the aforementioned outcomes was
downgraded to very low due to a serious risk of bias, indirectness, and imprecision of the
estimates (Supplementary Materials S4).

4.5. Implication for Clinical Practice

TQs were used in various situations and involved quite homogeneous types of injuries
and locations; they were mainly used for extremity injuries. As described in [6], a precise
indication and definition of TQ exposure time was rarely specified. Only one study defined
the indications for TQ use as cases of extremity vascular injury [22]. Moreover, tourniquets
should only be used to control extremity haemorrhage if direct pressure is not adequate
or possible, for example, in the case of multiple victims or injuries, inaccessible wounds,
or when nurses and medical staff are working together to achieve the resuscitation and
stabilization of critical patients. Although not significantly, a trend toward reduction in
mortality with PH-TQ was shown in our study. It is common sense that proximal TQ
is able to stop ongoing haemorrhage of a limb and that the application in the field is a
very simple action that reduces blood loss and improves haemodynamics. Moreover, after
TQ application, the health care personnel are available for other manoeuvres while limb
bleeding is controlled. TQ application should only be used if direct pressure is not adequate
or possible. The available literature suggests that commercial tourniquets are superior to
the application of direct manual pressure or haemostatic dressings for life-threatening limb
bleeding [27]. We found that patients who received a PH-TQ were mostly men (range age
30–36 years), and that tourniquets were mainly applied by health staff, as described in a
recent review [6]. The pre-hospital advanced emergency staff such as nurses and physicians
(Italy does not have paramedics) should be familiar with a tourniquet that has been proven
to be effective. There is evidence that staff trained to use PH-TQ are more likely to do so
and have fewer fears of complications in comparison with untrained staff [28]. Requiring
pre-hospital trauma life support certification at regular intervals should help with skill
decline and continued education as this course is updated with the current evidence.
Although in the majority of cases external haemorrhage will be controlled by employing a
stepwise approach, TQ use could be considered as a potential anti-haemorrhagic resource,
and its life-saving effect may become more apparent [8].

The results of this meta-analysis allowed us to determine a recommendation on the use
of the tourniquet for trauma in a pre-hospital setting. The guideline becomes a country’s
strongest tool for homogenizing the clinical behaviour of healthcare practitioners and
monitoring adherence to recommendations.

5. Limits and Strength

This systematic review highlights the absence of high quality RCTs assessing the
efficacy of PH-TQs. Quantitative analyses were performed on only three retrospective
observational studies reporting adjusted results. Moreover, most of the included studies
were affected by bias in selection and outcome domains, and the certainty of the evidence
for all the assessed outcomes was judged as ‘very low’ due to a serious risk of bias,
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indirectness, and imprecision of the estimates. Finally, we have our concerns whether
the results of the four included studies can all be combined into one conclusion, since
all aforementioned arguments result in heterogeneous study populations. Despite these
limitations, this study presented points of strength: the internal validity of the included
studies, which was assessed using the Newcastle–Ottawa Scale for observational studies,
was robust and largely acknowledged.

6. Conclusions

Based on observational data, our analysis suggests that the effectiveness of the early
application of PH-TQ on the mortality rate in our population of reference, and on different
blood components used, is unclear. Though this systematic review was unable to identify
high quality evidence, the available evidence could be used by experts for formulating
judgments and recommendations though a structured and transparent process such as
the GRADE-ADOLOPMENT [12]. Adoption of a multi-centre registry with standardised
prospective data collection, specific to tourniquet use, can serve to improve the trauma
community’s understanding of the safety and effectiveness of tourniquet use in civilian
trauma settings. Future studies, preferably randomised controlled trials, should be carried
out in order to confirm preliminary results determined in observational studies.

Supplementary Materials: The following are available online at https://www.mdpi.com/article/
10.3390/ijerph182312861/s1, Supplementary S1. PICO Question and search strategies; Supplemen-
tary S2. List of excluded studies with reasons; Supplementary S3. Internal validity; Supplementary S4.
Summary of findings using GRADE approach-Tables.

Author Contributions: R.L., L.I., A.J.F.: interpretation of data, drafting of the work, and final
approval of the version to be published with the agreement of fall contributors; G.C., S.G., A.B., and
G.P.: study design, data selection, data extraction, data analysis, and drafting of the work and final
approval of the version to be published with the agreement of all contributors; D.D., A.N., M.R.,
V.M., INIH—Major Trauma and D.C., critical review and editing of the work, interpretation of data,
and final approval of the version to be published with the agreement of all contributors. P.I., O.C.:
conceived the idea, interpreted data for the article, and performed a critical revision of important
intellectual content. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding. The work was not supported by funding. The
NIH played no role in the design and conduct of the study; collection, management, analysis, and
interpretation of the data; preparation, review, and approval of the manuscript; or the decision to
submit the manuscript for publication.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: All data generated or analysed during this study are included in this
published article and its additional files, https://osf.io/n526s/ (accessed 29 November 2021).

Acknowledgments: We thank the NIH documentalists Maurella Della Seta, Scilla Pizzarelli, and
Rosaria Rosanna Cammarano who performed the search strategy as well as Alessia Medici and
Alessandro Mazzola for their work. Membership of the Italian National Institute of Health Guideline
Working Group on Major Trauma: Carlo Coniglio, Elvio De Blasio, Gaddo Flego, Andrea Fabbri,
Massimo Geraci, Giulio Maccauro, Maria Pia Ruggieri, Federico Santolini, Claudio Tacconi, Nino
Stocchetti and Gregorio Tugnoli.

Conflicts of Interest: The authors declare that they have no competing interests.

References
1. World Health Organization. Violence and Injury Prevention and Disability (VIP). 2021. Available online: https://www.who.int/

violence_injury_prevention/en/ (accessed on 8 March 2021).
2. Rana, J.S.; Khan, S.S.; Lloyd-Jones, D.M.; Sidney, S. Changes in Mortality in Top 10 Causes of Death from 2011 to 2018. J. Gen.

Intern. Med. 2020, 36, 2517–2518. [CrossRef] [PubMed]

https://www.mdpi.com/article/10.3390/ijerph182312861/s1
https://www.mdpi.com/article/10.3390/ijerph182312861/s1
https://osf.io/n526s/
https://www.who.int/violence_injury_prevention/en/
https://www.who.int/violence_injury_prevention/en/
http://doi.org/10.1007/s11606-020-06070-z
http://www.ncbi.nlm.nih.gov/pubmed/32705476


Int. J. Environ. Res. Public Health 2021, 18, 12861 14 of 15

3. Teixeira, P.G.R.; Inaba, K.; Hadjizacharia, P.; Brown, C.; Salim, A.; Rhee, P.; Browder, T.; Noguchi, T.T.; Demetriades, D. Preventable
or Potentially Preventable Mortality at a Mature Trauma Center. J. Trauma Inj. Infect. Crit. Care 2007, 63, 1338–1347. [CrossRef]
[PubMed]

4. ISTAT. Incidenti Stradali in Italia. Available online: https://www.istat.it/it/archivio/245757 (accessed on 2 September 2021).
5. Trauma, I.C.M.M. Progetto RITG. Available online: http://pprg.infoteca.it/ritg/ (accessed on 2 September 2021).
6. Beaucreux, C.; Vivien, B.; Miles, E.; Ausset, S.; Pasquier, P. Application of tourniquet in civilian trauma: Systematic review of the

literature. Anaesth. Crit. Care Pain Med. 2018, 37, 597–606. [CrossRef] [PubMed]
7. Alonso-Algarabel, M.; Esteban-Sebastià, X.; Santillán-García, A.; Vila-Candel, R. Tourniquet use in out-of-hospital emergency

care: A systematic review. Emerg. Rev. Soc. Esp. Med. Emerg. 2019, 31, 47–54.
8. Cornelissen, M.P.; Brandwijk, A.; Schoonmade, L.; Giannakopoulos, G.; Van Oostendorp, S.; Geeraedts, L. The safety and efficacy

of improvised tourniquets in life-threatening hemorrhage: A systematic review. Eur. J. Trauma Emerg. Surg. 2019, 46, 531–538.
[CrossRef] [PubMed]

9. Oyeniyi, B.T.; Fox, E.E.; Scerbo, M.; Tomasek, J.S.; Wade, C.E.; Holcomb, J.B. Trends in 1029 trauma deaths at a level 1 trauma
center: Impact of a bleeding control bundle of care. Injury 2017, 48, 5–12. [CrossRef]

10. Bulger, E.M.; Snyder, D.; Schoelles, K.; Gotschall, C.; Dawson, D.; Lang, E.; Sanddal, N.D.; Butler, F.K.; Fallat, M.; Taillac, P.;
et al. An Evidence-based Prehospital Guideline for External Hemorrhage Control: American College of Surgeons Committee on
Trauma. Prehospital Emerg. Care 2014, 18, 163–173. [CrossRef]

11. CNEC, Istituto Superiore di Sanità. Linea Guida sulla Gestione Integrata del Trauma Maggiore dalla Scena dell’Evento alla Cura
Definitiva. 2021. Available online: https://snlg.iss.it/?p=2533 (accessed on 6 September 2021).

12. Schünemann, H.J.; Wiercioch, W.; Brozek, J.; Etxeandia-Ikobaltzeta, I.; Mustafa, R.A.; Manja, V.; Brignardello-Petersen, R.;
Neumann, I.; Falavigna, M.; Alhazzani, W.; et al. GRADE Evidence to Decision (EtD) frameworks for adoption, adaptation,
and de novo development of trustworthy recommendations: GRADE-ADOLOPMENT. J. Clin. Epidemiol. 2016, 81, 101–110.
[CrossRef]

13. Iannone, P.; Coclite, D.; Napoletano, A.; Fauci, A.; Graziano, G.; Iacorossi, L.; D’Angelo, D. The new National Guidelines System
in Italy: A first evaluation. G. Ital. Nefrol. 2019, 36.

14. Kanani, A.N.; Hartshorn, S. NICE clinical guideline NG39: Major trauma: Assessment and initial management. Arch. Dis.
Child.-Educ. Pr. Ed. 2016, 102, 20–23. [CrossRef]

15. Page, M.J.; McKenzie, J.E.; Bossuyt, P.M.; Boutron, I.; Hoffmann, T.C.; Mulrow, C.D.; Shamseer, L.; Tetzlaff, J.M.; Akl, E.A.;
Brennan, S.E.; et al. The PRISMA 2020 statement: An updated guideline for reporting systematic reviews. BMJ 2021, 372, n71.
[CrossRef] [PubMed]

16. Wells, G.; Shea, B.; O’connell, D.; Robertson, J.; Peterson, J. The Newcastle-Ottawa Scale (NOS) for Assessing the Quality of
Nonrandomized Studies in Meta-Analyses; Department of Epidemiology and Community Medicine, University of Ottawa: Ottawa,
ON, Canada, 2010.

17. DerSimonian, R.; Kacker, R. Random-effects model for meta-analysis of clinical trials: An update. Contemp. Clin. Trials 2007, 28,
105–114. [CrossRef] [PubMed]

18. Higgins, J.P.T.; Thompson, S.G.; Deeks, J.J.; Altman, D.G. Measuring inconsistency in meta-analyses. BMJ 2003, 327, 557–560.
[CrossRef]

19. Balshem, H.; Helfand, M.; Schünemann, H.J.; Oxman, A.D.; Kunz, R.; Brozek, J.; Vist, G.E.; Falck-Ytter, Y.; Meerpohl, J.; Norris,
S.L. GRADE guidelines: 3. Rating the quality of evidence. J. Clin. Epidemiol. 2011, 64, 401–406. [CrossRef] [PubMed]

20. Teixeira, P.G.; Brown, C.V.; Emigh, B.; Long, M.; Foreman, M.; Eastridge, B.; Gale, S.; Truitt, M.S.; Dissanaike, S.; Duane, T.; et al.
Civilian Prehospital Tourniquet Use Is Associated with Improved Survival in Patients with Peripheral Vascular Injury. J. Am. Coll.
Surg. 2018, 226, 769–776.e1. [CrossRef] [PubMed]

21. McNickle, A.G.; Fraser, D.R.; Chestovich, P.J.; Kuhls, D.A.; Fildes, J.J. Effect of prehospital tourniquets on resuscitation in extremity
arterial trauma. Trauma Surg. Acute Care Open 2019, 4, e000267. [CrossRef] [PubMed]

22. Scerbo, M.H.; Holcomb, J.B.; Taub, E.; Gates, K.; Love, J.D.; Wade, C.E.; Cotton, B.A. The trauma center is too late: Major limb
trauma without a pre-hospital tourniquet has increased death from hemorrhagic shock. J. Trauma Acute Care Surg. 2017, 83,
1165–1172. [CrossRef]

23. Smith, A.A.; Ochoa, J.E.; Wong, S.; Beatty, S.; Elder, J.; Guidry, C.; McGrew, P.; McGinness, C.; Duchesne, J.; Schroll, R. Prehospital
tourniquet use in penetrating extremity trauma: Decreased blood transfusions and limb complications. J. Trauma Acute Care Surg.
2019, 86, 43–51. [CrossRef] [PubMed]

24. Scerbo, M.H.; Mumm, J.P.; Gates, K.; Love, J.D.; Wade, C.E.; Holcomb, J.B.; Cotton, B.A. Safety and Appropriateness of Tourniquets
in 105 Civilians. Prehospital Emerg. Care 2016, 20, 712–722. [CrossRef] [PubMed]

25. Schroll, R.; Smith, A.; McSwain, N.E.; Myers, J.; Rocchi, K.; Inaba, K.; Siboni, S.; Vercruysse, G.A.; Ibrahim-Zada, I.; Sperry, J.L.;
et al. A multi-institutional analysis of prehospital tourniquet use. J. Trauma Acute Care Surg. 2015, 79, 10–14. [CrossRef]

26. Kragh, J.F.; Littrel, M.L.; Jones, J.A.; Walters, J.; Baer, D.G.; Wade, C.E.; Holcomb, J.B. Battle Casualty Survival with Emergency
Tourniquet Use to Stop Limb Bleeding. J. Emerg. Med. 2011, 41, 590–597. [CrossRef] [PubMed]

http://doi.org/10.1097/TA.0b013e31815078ae
http://www.ncbi.nlm.nih.gov/pubmed/18212658
https://www.istat.it/it/archivio/245757
http://pprg.infoteca.it/ritg/
http://doi.org/10.1016/j.accpm.2017.11.017
http://www.ncbi.nlm.nih.gov/pubmed/29309952
http://doi.org/10.1007/s00068-019-01202-5
http://www.ncbi.nlm.nih.gov/pubmed/31432195
http://doi.org/10.1016/j.injury.2016.10.037
http://doi.org/10.3109/10903127.2014.896962
https://snlg.iss.it/?p=2533
http://doi.org/10.1016/j.jclinepi.2016.09.009
http://doi.org/10.1136/archdischild-2016-310869
http://doi.org/10.1136/bmj.n71
http://www.ncbi.nlm.nih.gov/pubmed/33782057
http://doi.org/10.1016/j.cct.2006.04.004
http://www.ncbi.nlm.nih.gov/pubmed/16807131
http://doi.org/10.1136/bmj.327.7414.557
http://doi.org/10.1016/j.jclinepi.2010.07.015
http://www.ncbi.nlm.nih.gov/pubmed/21208779
http://doi.org/10.1016/j.jamcollsurg.2018.01.047
http://www.ncbi.nlm.nih.gov/pubmed/29605726
http://doi.org/10.1136/tsaco-2018-000267
http://www.ncbi.nlm.nih.gov/pubmed/30793036
http://doi.org/10.1097/TA.0000000000001666
http://doi.org/10.1097/TA.0000000000002095
http://www.ncbi.nlm.nih.gov/pubmed/30358768
http://doi.org/10.1080/10903127.2016.1182606
http://www.ncbi.nlm.nih.gov/pubmed/27245978
http://doi.org/10.1097/TA.0000000000000689
http://doi.org/10.1016/j.jemermed.2009.07.022
http://www.ncbi.nlm.nih.gov/pubmed/19717268


Int. J. Environ. Res. Public Health 2021, 18, 12861 15 of 15

27. Charlton, N.P.; Swain, J.M.; Brozek, J.L.; Ludwikowska, M.; Singletary, E.; Zideman, D.; Epstein, J.; Darzi, A.; Bak, A.; Karam,
S.; et al. Control of Severe, Life-Threatening External Bleeding in the Out-of-Hospital Setting: A Systematic Review. Prehospital
Emerg. Care 2020, 25, 235–267. [CrossRef] [PubMed]

28. Aberle, S.J.; Dennis, A.J.; Landry, J.M.; Sztajnkrycer, M.D. Hemorrhage Control by Law Enforcement Personnel: A Survey of
Knowledge Translation from the Military Combat Experience. Mil. Med. 2015, 180, 615–620. [CrossRef] [PubMed]

http://doi.org/10.1080/10903127.2020.1743801
http://www.ncbi.nlm.nih.gov/pubmed/32208060
http://doi.org/10.7205/MILMED-D-14-00470
http://www.ncbi.nlm.nih.gov/pubmed/26032377

	Introduction 
	Materials and Methods 
	Inclusion Criteria 
	Outcome Measures and Follow-Up Assessment 
	Search Strategy 
	Study Selection and Data Extraction 
	Internal Validity 
	Data Synthesis 
	Quality of Evidence 

	Results 
	General Characteristics 
	Primary Outcomes 
	Mortality at 24 h, 30 Days, and 12 Months 
	Packed of Infused Blood Components 
	Length of Stay (LOS) in ICU 
	Health-Related Quality of Life 

	Secondary Outcomes 
	Internal Validity 
	Quality of Evidence 

	Discussion 
	Use of Tourniquet and Mortality 
	Blood Products Use and LOS in ICU 
	Secondary Outcomes 
	The Quality of Evidence 
	Implication for Clinical Practice 

	Limits and Strength 
	Conclusions 
	References

