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IMPORTANCE Current therapies for traumatic blood loss focus on hemorrhage control and
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blood volume replacement. Severe hemorrhagic shock, however, is associated with a state of
arginine vasopressin (AVP) deficiency, and supplementation of this hormone may decrease
the need for blood products in resuscitation.
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OBJECTIVE To determine whether low-dose supplementation of AVP in patients with trauma
(hereinafter referred to as trauma patients) and with hemorrhagic shock decreases their need
for transfused blood products during resuscitation.
DESIGN, SETTING, AND PARTICIPANTS This randomized, double-blind placebo-controlled
clinical trial included adult trauma patients (aged 18-65 years) who received at least 6 U of
any blood product within 12 hours of injury at a single urban level 1 trauma center from May 1,
2013, through May 31, 2017. Exclusion criteria consisted of prehospital cardiopulmonary
resuscitation, emergency department thoracotomy, corticosteroid use, chronic renal
insufficiency, coronary artery disease, traumatic brain injury requiring any neurosurgical
intervention, pregnancy, prisoner status, or AVP administration before enrollment. Data were
analyzed from May 1, 2013, through May 31, 2017, using intention to treat and per protocol.
INTERVENTIONS After administration of an AVP bolus (4 U) or placebo, participants received

AVP (ⱕ0.04 U/min) or placebo for 48 hours to maintain a mean arterial blood pressure of at
least 65 mm Hg.
MAIN OUTCOMES The primary outcome was total volume of blood product transfused.
Secondary end points included total volume of crystalloid transfused, vasopressor
requirements, secondary complications, and 30-day mortality.
RESULTS One hundred patients underwent randomization (49 to the AVP group and 51 to the
placebo group). Patients were primarily young (median age, 27 years [interquartile range {IQR},
22-25 years]) and male (n = 93) with penetrating trauma (n = 79). Cohort characteristics
before randomization were well balanced. At 48 hours, patients who received AVP required
significantly less blood products (median, 1.4 [IQR, 0.5-2.6] vs 2.9 [IQR, 1.1-4.8] L; P = .01) but
did not differ in requirements for crystalloids (median, 9.9 [IQR, 7.9-13.0] vs 11.0 [8.9-15.0] L;
P = .22) or vasopressors (median, 400 [IQR, 0-5900] vs 1400 [IQR, 200-7600] equivalent
units; P = .22). Although the groups had similar rates of mortality (6 of 49 [12%] vs 6 of 51
[12%]; P = .94) and total complications (24 of 44 [55%] vs 30 of 47 [64%]; P = .37), the AVP
group had less deep venous thrombosis (5 of 44 [11%] vs 16 of 47 [34%]; P = .02).
CONCLUSIONS AND RELEVANCE Low-dose AVP during the resuscitation of trauma patients in
hemorrhagic shock decreases blood product requirements. Additional research is necessary
to determine whether including AVP improves morbidity or mortality.
TRIAL REGISTRATION ClinicalTrials.gov identifier: NCT01611935
JAMA Surg. doi:10.1001/jamasurg.2019.2884
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rauma remains the leading cause of death for individuals 45 years and younger in the United States, with hemorrhage accounting for approximately 72% of mortality
within 24 hours of injury.1,2 Although resuscitation with fluids
and blood products remains the cornerstone of care, vigorous volume replacement can lead to serious complications, including
coagulopathy, acute lung injury, and abdominal compartment
syndrome.3-5 Massive hemorrhage also profoundly alters the neuroendocrine milieu needed to maintain vasomotor tone, and prolonged shock may progress to a state of refractory hypotension.6
The inclusion of vasoactive hormones during resuscitation, therefore, may limit the need for aggressive blood product transfusion
and decrease resuscitation-associated complications.
Arginine vasopressin (AVP), a hormone secreted by the posterior pituitary in response to increased osmolarity or hypotension, has been used widely as a vasopressor in critically ill
patients.7,8 Arginine vasopressin is also essential during hemorrhagic shock.9 Although 10% to 20% of the total pituitary AVP
stores can be released rapidly during the onset of acute blood loss,
secretion diminishes over time, despite persistent stimulation;
and low levels are associated with catecholamine-resistant hypotension and increased venous capacitance.10-12 Patients with
trauma (hereinafter referred to as trauma patients) and hemorrhage who receive large-volume transfusion during resuscitation
may be at particular risk of developing AVP deficiency during the
first 48 hours of resuscitation.13,14 In addition to AVP’s fixed secretion rate and relatively short half-life (10-35 minutes), trauma
patients lose AVP in shed blood and are resuscitated with AVPpoor crystalloids and blood products. As such, AVP levels decrease
dramatically in severely injured patients who require at least 5 U
of blood product.13
Supplementing AVP restores serum levels and may improve hemorrhage control. In addition to potentially vasoconstricting injured vessels, AVP preferentially shunts blood away
from nonessential vascular beds to more vital structures such
as the heart and brain.15 When given in a physiologic dosage
(≤0.04 U/min), however, AVP does not augment blood pressure in healthy volunteers and only acts as a vasopressor in deficient states.6,16 Arginine vasopressin supplementation may
also improve hemostasis by enhancing platelet function and
thus augmenting clot formation.17
Although exogenous AVP has been demonstrated to improve survival in animal models of lethal hemorrhage, its use
in trauma patients is limited to a number of case reports, a
retrospective study suggesting increased mortality, and 1 prospective but underpowered trial.15,18-20 We conducted a randomized, double-blind clinical trial to determine whether lowdose AVP supplementation decreases the need for blood
product transfusion in trauma patients with hemorrhage. Our
secondary hypotheses were that AVP supplementation decreases the need for resuscitative support (eg, crystalloids or
vasopressors) and would result in fewer complications.

Methods
This single-center randomized clinical trial was conducted from
May 1, 2013, through May 31, 2017, at an urban level 1 trauma
E2

Key Points
Question Does low-dose arginine vasopressin supplementation
decrease the need for blood product transfusions in patients
with trauma and hemorrhagic shock?
Findings In this randomized clinical trial of 100 adult trauma
patients in hemorrhagic shock, arginine vasopressin
supplementation significantly decreased the volume of blood
products given in the first 48 hours by a median of 1.4 L without
increasing complications.
Meaning Including low-dose arginine vasopressin
supplementation when resuscitating trauma patients in
hemorrhagic shock may safely decrease the need for blood
products.

center with approval from the institutional review board of the
University of Pennsylvania. Because this study was conducted using the US Food and Drug Administration (FDA) exception from informed consent for emergency research policy
(FDA 21 CFR 50.24), an extensive community consultation process was performed,21 and an Investigational New Drug application was filed with the FDA. This study followed the Consolidated Standards of Reporting Trials (CONSORT) reporting
guideline. The trial protocol is available in Supplement 1.

Study Patients
Trauma patients (aged 18-65 years) who received 6 U of any
blood product within 12 hours of injury were eligible to participate. Enrollment occurred as soon as the sixth unit of any
blood product (eg, packed red blood cells [PRBC], fresh frozen plasma [FFP], or platelets) had been infused. Cryoprecipitate was not included in the cumulative product volume but
was analyzed separately. Exclusion criteria consisted of interhospital transfer, prehospital cardiopulmonary resuscitation, emergency department thoracotomy, recent corticosteroid use, chronic renal insufficiency, significant coronary artery
disease, traumatic brain injury requiring neurosurgical intervention, pregnancy, being younger than 18 years or older than
65 years, and/or prisoner status. Patients who opted out were
also excluded.
Demographic characteristics, physiologic data, laboratory values, resuscitation requirements, and hemostatic agents
were recorded. Injury characteristics were extracted from the
record after enrollment (Table 1).

Treatment Assignments and Infusions
Group assignment was performed by an independent investigational drug service using a computer-generated randomization scheme in blocks of 6. Study kits containing AVP or placebo were prepared off-site. The clinical team, research
personnel, patients’ families, and patients were blinded to
group assignment for the duration of the trial.
Arginine vasopressin was mixed in saline with a final concentration of 0.4 U/mL. A 4-U bolus of AVP or an equivalent
volume of saline placebo was given before starting the study
infusion (either AVP or placebo) at 0.04 U/min. After the operating surgeon declared definitive hemorrhage control, the
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Table 1. Baseline Demographics and Clinical Characteristics by Treatment Group
Study Group
AVP Supplementation
(n = 49)

Placebo
(n = 51)

No. Missing

Data

No. Missing

Data

ASDa

Age, median (IQR), y

0

26 (21-31)

0

27 (24-36)

0.35

Male, No. (%)

0

46 (94)

0

47 (92)

0.07

Black

0

42 (86)

0

40 (78)

White

0

7 (14)

0

8 (16)

Hispanic

0

0

0

2 (4)

Asian

0

0

0

1 (2)

Factor
Patient demographics

Race/ethnicity, No. (%)

0.36

Injury characteristics
Penetrating mechanism, No. (%)

0

39 (80)

0

40 (78)

0.03

Injury Severity Score, median (IQR)b

0

19 (14-26)

0

26 (17-34)

0.29

PATI, median (IQR)c

0

32 (27-44)

0

26 (16-40)

0.38

Head

0

0

0

1 (2)

Neck

0

2 (4)

0

3 (6)

Thoracic

0

14 (29)

0

12 (24)

Abdominal

0

21 (43)

0

26 (51)

Extremity

0

12 (24)

0

9 (18)

Operating room

0

48 (98)

0

50 (98)

Interventional radiology

0

0

0

1 (2)

Both

0

1 (2)

0

0

Neck

0

5 (10)

0

1 (2)

0.35

Chest

0

17 (35)

0

16 (31)

0.07

Abdomen

0

20 (41)

0

16 (31)

0.19

Extremity

0

5 (10)

0

5 (10)

0.01

SBP, mm Hg

0

113 (29)

0

114 (35)

0.02

MAP, mm Hg

1

76 (24)

0

82 (33)

0.20

HR, bpm

0

105 (27)

0

109 (26)

0.15

Glasgow Coma Score, median (IQR)d

0

14 (10-15)

0

14 (8-15)

0.17

Time to enrollment, median (IQR), min

0

97 (69-122)

0

80 (56-102)

0.29

Lowest SBP, mean (SD), mm Hg

0

77 (21)

0

69 (20)

0.38

SBP, mean (SD), mm Hg

0

99 (31)

0

90 (29)

0.30

MAP, mean (SD), mm Hg

0

70 (19)

0

66 (21)

0.18

HR, mean (SD), bpm

0

103 (17)

0

106 (25)

0.14

Temperature, median (IQR), °C

5

36 (35-37)

5

36 (35-36)

0.33

Lactate level, median (IQR), mg/dL

9

6 (4-9)

11

7 (5-11)

0.35

Sodium level, mean (SD), mEq/L

4

139 (3)

8

140 (4)

0.26

Creatinine level, mean (SD), mg/dL

5

1.35 (0.25)

8

1.33 (0.25)

0.03

Primary source of hemorrhage, No. (%)

0.31

Hemorrhage control, No. (%)

0.29

AIS ≥4, No. (%)

Trauma bay admission vital signs, mean (SD)

Enrollment vital signs

Trauma evaluation laboratory values

Hemoglobin level, mean (SD), g/dL

4

12.6 (1.7)

8

12.0 (1.9)

0.33

Platelet count, mean (SD), ×103/μL

5

226 (74)

8

222 (77)

0.06

Prothrombin time, INR, median (IQR)

5

1.2 (1.1-1.4)

9

1.2 (1.2-1.4)

0.22

Partial thromboplastin time, median (IQR), s

5

27 (25-32)

9

29 (26-35)

0.11
(continued)
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Table 1. Baseline Demographics and Clinical Characteristics by Treatment Group (continued)
Study Group
AVP Supplementation
(n = 49)

Placebo
(n = 51)

No. Missing

Data

No. Missing

Data

ASDa

Crystalloids, median (IQR), L

0

2.1 (1.5-3.6)

0

2.0 (1.1-2.8)

0.32

Blood products, median (IQR), L

0

1.8 (1.8-2.3)

0

2.0 (1.8-2.2)

0.07

PRBC, median (IQR), L

0

1.5 (1.2-1.8)

0

1.5 (1.5-1.8)

0.08

FFP, median (IQR), L

0

0.5 (0.3-0.5)

0

0.5 (0.1-0.5)

0.18

Platelets, median (IQR), mL

0

0 (0-0)

0

0 (0-0)

0.14

Cryoprecipitate, median (IQR), mL

0

0 (0-0)

0

0 (0-0)

<0.001

Factor
Preenrollment resuscitation requirements

Estimated blood loss, median (IQR), mL

0

250 (0-800)

1

25 (0-675)

0.15

Factor VII, No. (%)

0

0

0

0

<0.001

Tranexamic acid, No. (%)

0

18 (37)

0

23 (45)

0.17

Abbreviations: AIS, Abbreviated Injury Score; ASD, absolute standardized
difference; bpm, beats per minute; AVP, arginine vasopressin; FFP, fresh frozen
plasma; HR, heart rate; INR, international normalized ratio; IQR, interquartile
range; MAP, mean arterial pressure; PATI, Penetrating Abdominal Trauma Index;
PRBC, packed red blood cells; SBP, systolic blood pressure.
SI conversion factors: To convert creatinine to micromoles per liter, multiply by
88.4; hemoglobin to grams per liter, multiply by 10.0; lactate to millimoles per
liter, multiply by 0.111; platelets to 109 per liter, multiply by 1.0; sodium to
millimoles per liter, multiply by 1.0.
a

b

Scores range from 0 to 75, with higher scores indicating more severe injury.

c

Applicable only for patients with an abdominal injury; summary includes
25 in the AVP group and 23 in the placebo group. Scores range from 0 to 200,
with higher scores indicating greater severity.

d

Scores range from 3 to 15, with higher scores indicating greater level of
consciousness.

Defined as the absolute difference in means, mean ranks, or proportions
between groups divided by the pooled SD. Variables with ASD of greater than

study infusion could be titrated (0 to 0.04 U/min) to maintain
a mean arterial blood pressure (MAP) of at least 65 mm Hg for
a total of 48 hours. The study infusion, therefore, could change
depending on the patient’s hemodynamic stability. In the operating room or interventional suite, patients ideally were resuscitated with blood products in a 1:1:1 fashion. After the procedure, patients received crystalloids and blood products at
the discretion of the treating physician to address lactic acidosis, urine output, anemia (hemoglobin level <10 g/dL [to convert to grams per liter, multiply by 10.0]), and/or coagulopathy (international normalized ratio, ≥1.4). All health care
professionals were blinded to treatment assignment. On enrollment, a strict MAP goal of at least 65 mm Hg was maintained for the next 48 hours. If vasopressors were needed, neosynephrine, norepinephrine bitartrate, and/or epinephrine
were used. All vasopressor treatments were titrated and
stopped before tapering the study infusion. If vasopressor support was again required, the study infusion was restarted before adding vasopressors. Open-label AVP use was not permitted. The MAP goal was determined by the consensus of a
multidisciplinary panel of trauma surgeons and anesthesiologists (including C.A.S., D.H., P.K., J.P., B.S., N.M., and P.R.).
A study coordinator monitored all resuscitations in real time
to facilitate enrollment and ensure protocol compliance.

End Points
The primary outcome was the cumulative volume of blood
product transfused within 48 hours and included PRBC, FFP,
and platelets after enrollment. Secondary outcomes included total volume of crystalloids transfused, estimated blood
loss, overall fluid balance, and total vasopressor requirement
E4

0.392 are defined as imbalanced between groups. An ASD of no greater than
0.392 will capture 95% of the participants if the true ASD is zero for that
variable.

within the first 48 hours. All doses of vasopressors were normalized to norepinephrine equivalents: norepinephrine (in micrograms) + epinephrine (in micrograms) + 2.2 × phenylephrine (in micrograms) + (ephedrine/80.9) × 0.4545.22 Outcomes
at 30 days included mortality, length of stay (LOS), and complications as defined by the Pennsylvania Trauma Outcomes
Study.23 We also investigated outcomes potentially affected by
resuscitation, including acute kidney injury, acute respiratory distress syndrome, mechanical ventilator–free days, and
open abdomen–free days (eMethods in Supplement 2). Patients underwent weekly screening for deep venous thrombosis (DVT) using lower-extremity ultrasonography for the first
3 weeks of admission and then as clinically needed. Predefined adverse events were monitored in real time and evaluated by an independent medical monitor, the data safety monitoring board, and the institutional review board.

Statistical Analysis
Data were analyzed from May 1, 2013, through May 31, 2017.
Based on a previous study,19 a power analysis was performed
assuming a baseline mean (SD) use of 5.4 (6.6) L of blood products. Assuming 80% power and a 2-sided α error of .05, 50 patients per group would be required to detect more than a 50%
reduction in the total volume of blood product (ie, mean [SD],
2.7 [4.8]). Additional power analyses were not performed for
secondary outcomes. An independent statistician blinded to
group assignment performed planned interim analyses after
the 25th, 50th, and 75th patient enrollments. Safety boundaries were established a priori.24 Primary and secondary outcomes, as well as complications, were compared between
groups at each interim without adjusting P values for mul-
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tiple analyses. The external data and safety monitoring board
blindly reviewed interim results and recommended the study
continue without modification.
Demographics, clinical characteristics, and preenrollment resuscitation variables were summarized. Balance between groups was assessed using absolute standardized difference (ASD), defined as the absolute difference in means,
mean ranks, or proportions divided by the pooled SD. The ASD
assesses the degree to which groups differ from each other, with
larger ASDs indicating larger differences between groups. Any
characteristic with ASD of greater than 1.96 × 兹(1/ηvasopressin
+ 1/η placebo ) was considered imbalanced, where η corresponded to the number of patients randomized to AVP and placebo, respectively. Thus, an ASD of less than 0.392 would capture 95% of participants if the true ASD was zero for that
variable.25 The ASD was used because relying on multiple significance tests to evaluate baseline variables can be misleading and exaggerates the rate of type I errors. In contrast, the
use of ASD mitigates the risk of type I error amplification.
We performed an intention-to-treat and a per-protocol
analysis. For the intention-to-treat analysis, patients who died
within 48 hours were assigned the worst observed outcome
among survivors in the combined groups to control for potential bias of the estimated treatment effect associated with early
mortality. The per-protocol analysis excluded patients who died
in the operating room, because these patients were deemed
to have nonsurvivable injuries by a blinded panel of trauma
surgeons and could not reach the end points of interest. Total
complications were compared using a 2-tailed χ2 test. The relative risk of any adverse event was estimated using a loglinked logistic regression model with any adverse event as a
function of AVP vs placebo.26 Similarly, crystalloid volume
transfused, estimated blood loss, fluid balance at 48 hours, days
in the intensive care unit, hospital LOS, days of mechanical ventilation, and days left with an open abdomen were assessed
using Wilcoxon rank sum tests with a Hodges-Lehmann estimation of location shift between groups.
We used a 2-sided significance criterion of .05, and no
adjustment was made for assessing multiple secondary outcomes. Analyses were performed using R, version 3.3.2
(R Project for Statistical Computing).

Results
A total of 3736 trauma activations occurred during the study
period; 257 patients were hypotensive (SBP ≤ 90 mm Hg) or
received at least 1 U of blood product during their initial evaluation. A total of 157 patients were excluded, mostly secondary to insufficient blood product transfusion within the 12hour enrollment period (Figure). Seven patients who received
more than 15 U of blood product or were treated with AVP before randomization were excluded. One family declined enrollment. Of the 100 patients enrolled (93 men and 7 women;
median age, 27 years [IQR, 22-25 years]), 49 were randomized to the AVP group and 51 to the placebo group. Seventynine patients had penetrating trauma. Time to enrollment did
not differ between groups. Most patients were young black men
jamasurgery.com
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Figure. Flowchart for Screening and Enrollment
3736 Trauma alert activations
257 SBP ≤90 mm Hg or received 1 U
of PRBC for presumed bleeding

157 Excluded
75 Insufficient blood transfusion
32 ED thoractomy
18 Age <18 or >65 y
12 Traumatic brain injury
8 Death before enrollment
7 Protocol deviation before enrollment
5 Pregnancy or medical exclusion

101 Randomized

49 Randomized
to vasopressin

1 Family refusal

51 Randomized to
placebo

ED indicates emergency department; SBP, systolic blood pressure.

with penetrating trauma. Preenrollment demographics, vital
signs, laboratory values, resuscitation volume, and vasopressor requirements were well balanced between the groups
(Table 1).

Intention-to-Treat Analysis
Blood products and volume of crystalloid transfused, total dose
of vasopressor, and fluid balance at 48 hours were compared.
When analyzed individually, AVP was associated with significantly less volume of FFP (median, 0.9 [IQR, 0.8-1.3] vs 1.0
[IQR, 0.5-1.8] L), platelets (median, 200 [IQR, 0-300] vs 300
[IQR, 0-600] mL), and cryoprecipitate (mean [SD], 12.6 [75.4]
vs 34.7 [84.8] mL) (Table 2) and significantly less cumulative
volume of all blood products with an estimated median difference of −1.00 L (95% CI, −2.03 to 0.00 L; P = .03) (Table 3).
Although AVP did not affect the overall complication rate (29
of 49 [59%] vs 34 of 51 [67%]; P = .44), it was associated with
a decreased rate of DVTs (10 of 49 [20%] vs 20 of 51 [39%];
P = .05). Arginine vasopressin did not significantly influence
resuscitation-related complications such as acute respiratory
distress syndrome (34 of 49 [69%] vs 40 of 51 [78%]; P = .31),
length of mechanical ventilation (median, 3 [IQR, 1-6] vs 3 [IQR,
2-18] days; P = .43), acute kidney injury (8 of 49 [16%] vs 14 of
51 [27%]; P = .19), or time needed for damage control of open
abdomen (median, 29 [IQR, 28-29] vs 28 [IQR, 27-29] days;
P = .36). Arginine vasopressin also did not significantly affect
median LOS in the intensive care unit (5 [IQR, 3-15] vs 9 [IQR,
3-27] days; P = .28) or hospital (16 [IQR, 10-32] vs 22 [IQR, 1444] days; P = .46), risk of operative death (5 of 49 [10%] vs
4 of 51 [8%]; P = .68), or overall mortality (6 of 49 [12%] vs 6
of 51 [12%]; P = .94).

Per-Protocol Analysis
The per-protocol analysis excluded 9 patients who died in the
OR of nonsurvivable injuries. Blood products and volume of
(Reprinted) JAMA Surgery Published online August 28, 2019
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Table 2. Cumulative Blood Products, Fluids, and Vasopressors Infused Within the First 48 Hours After Enrollment
Analysis by Study Group
Intention to Treat

Per Protocol
P Valuea

AVP Supplementation
(n = 44)

Placebo
(n = 47)

P Valuea

3.0 (1.4-5.2)

.03

1.4 (0.5-2.6)

2.9 (1.1-4.8)

.01

0.9 (0.1-1.8)

1.5 (0.6-3.0)

.08

0.6 (0.0-1.5)

1.2 (0.6-2.6)

.02

0.9 (0.8-1.3)

1.0 (0.5-1.8)

.03

0.5 (0.3-1.0)

1.0 (0.5-1.5)

.01

Platelets, median (IQR), mL

200 (0-300)

300 (0-600)

.02

98 (0-300)

300 (0-600)

.01

Cryoprecipitate, mean (SD), mL

12.6 (75.4)

34.7 (84.8)

.04

2.3 (15.1)

37.2 (87.9)

.02

Crystalloids, median (IQR), L

9.7 (7.2-13.0)

10.7 (8.7-14.4)

.24

9.9 (7.9-13.0)

11.0 (8.9-15.0)

.22

Estimated blood loss,
median (IQR), L

0.8 (0.1-19.0)

1.0 (300-14.6)

.41

0.8 (0.3-1.6)

1.0 (0.3-2.3)

.35

AVP Supplementation
(n = 49)

Placebo
(n = 51)

Total blood products,
median (IQR), L

1.7 (0.7-3.1)

PRBC, median (IQR), L
FFP, median (IQR), L

Factor

Urine output, median (IQR), L

5.0 (3.8-6.2)

4.1 (3.3-5.1)

.03

5.1 (4.1-6.4)

4.2 (3.7-5.1)

.01

Ratio of fluid total input to
total output, median (IQR)

5.0 (2.1-7.8)

6.7 (4.1-11.8)

.03

5.0 (2.5-7.0)

6.7 (4.0-11.4)

.03

AVP or placebo infused,
median (IQR), U

32.8 (18.5-83.8)

50.8 (20.0-91.0)

.44

39 (22-87)

56 (23-94)

.58

NE infused, median (IQR), μgb

581 (1.2-11 255)

1536 (227-8491)

.40

400 (0-5900)

1400 (200-7600)

.22

Abbreviations: AVP, arginine vasopressin; FFP, fresh frozen plasma;
IQR, interquartile range; NE, norepinephrine equivalent; PRBC, packed red
blood cells.

a

Values for 48-hour fluids determined from separate Wilcoxon rank sum tests.

b

All vasopressor doses converted to the NE dose.

crystalloid transfused, total dose of vasopressor required, clinical variables, and laboratory values at 48 hours were compared. Patients receiving AVP received significantly less blood
products (median, 1.4 [IQR, 0.5-2.6] vs 2.9 [IQR, 1.1-4.8] L;
P = .01), including fewer PRBC (median, 0.6 [IQR, 0.0-1.5] vs
1.2 [IQR, 0.6-2.6] L; P = .02), FFP (median, 0.5 [IQR, 0.3-1.0]
vs 1.0 [IQR, 0.5-1.5] L; P = .01), platelets (median, 98 [IQR,
0-300] vs 300 [IQR, 0-600] mL; P = .01), and cryoprecipitate
(mean [SD], 2.3 [15.1] vs 37.2 [87.9] mL; P = .02), and had improved fluid balance (median, 5.0 [IQR, 2.5-7.0] vs 6.7 [IQR,
4.0-11.4] L; P = .03) (Table 2). Although the AVP group received a lower volume of vasopressors, these differences did
not reach statistical significance. Clinical and laboratory
variables were similar between groups at 48 hours (eFigures 1
and 2 and eTable in Supplement 2)
Complications occurring within 30 days were common, but
the incidence of developing 1 or more complications was not
significantly different between treatment groups (Table 4). Although patients in the AVP group had a lower positive fluid balance at 48 hours, this did not significantly alter the incidence
of resuscitation-related complications (Table 3). Arginine vasopressin also did not affect the overall complication rate (24
of 44 [55%] vs 30 of 47 [64%]; P = .37), but was associated with
decreased DVTs (5 of 44 [11%] vs 16 of 47 [34%]; P = .02). Notably, the median time to starting DVT prophylaxis was not statistically different between groups (2 vs 2 days; P = .72). Median intensive care unit LOS (4 [IQR, 2-11] vs 9 [IQR, 3-19] days;
P = .06) was not significant, and AVP did not significantly affect
hospital LOS (14 [IQR, 10-25]vs 20 [IQR, 14-31] days; P = .12).

treating hemorrhagic shock, they are a limited and perishable resource. Moreover, concerns are increasing that blood
products are immunomodulatory and may negatively affect
clinical outcomes.27-29 Resuscitation strategies that decrease
the need for transfusions without increasing complications,
therefore, would represent a clinically important innovation.
In this single-center, randomized, double-blind clinical trial,
the early administration of AVP during the resuscitation of patients with hemorrhagic shock significantly decreased the use
of all blood products and improved fluid balance at 48 hours
without increasing overall complications.
Arginine vasopressin can affect the pathophysiology of
shock in several ways. First, AVP counteracts hypotension by
activating vascular smooth muscle V1 receptors independent
of α-adrenergic stimulation.30 Arginine vasopressin also mitigates the vasoplegia and increased venous capacitance observed in late-stage shock by inhibiting vascular adenosine triphosphate–sensitive potassium channels and by blunting nitric
oxide–induced vasodilation.6 Although exogenous low-dose
AVP (<0.04 U/min) has minimal vasopressor effects in normotensive individuals, it dramatically improves vascular tone in
shock states associated with AVP deficiency.8,31 Unlike catecholamines, AVP enhances renal perfusion at low doses by
preferentially causing efferent arteriolar vasoconstriction with
relatively little effect on the afferent circulation.32,33 Arginine vasopressin may also promote hemostasis by inducing the
exocytosis of von Willebrand factor from endothelial cells,34
by enhancing the procoagulant capacity of platelets, and
by significantly increasing platelet-dependent thrombin
generation.17,35 Finally, AVP can conserve intravascular volume by activating renal V2 receptors.36
Although case reports have suggested that AVP is beneficial in life-threatening hemorrhage,37 it is not recommended
by Advanced Trauma Life Support guidelines.38 Indeed, vasopressors have been traditionally eschewed in trauma given

Discussion
Hemorrhage is a leading cause of death in patients with trauma.
Although blood products remain the criterion standard for
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Table 3. Primary and Secondary Outcomes

Outcome

Study Group, Intention-to-Treat Populationa

Study Group, Per-Protocol Populationb

AVP
Supplementation
(n = 49)

P
Valued

AVP
Supplementation
(n = 44)

Placebo
(n = 47)

Placebo
(n = 51)

Analysisc

Analysisc

P
Valued

Primary outcome
1.7 (0.7 to 3.1) 3.0 (1.4 to 5.2)

Difference, −1.00
(−2.03 to 0.00)

.03

1.4 (0.5 to 2.6)

2.9 (1.1 to 4.8)

Difference, −1.10
(−2.04 to 0.00)

.01

48-h Total
vasopressor
equivalents,
median (95% CI), g

0.6 (0.0 to 14)

1.5 (0.2 to 14)

Difference, −0.11
(−1.35 to 0.19)

.38

0.4 (0.0 to 5.9)

1.4 (0.2 to 7,6)

Difference, −0.23
(−1.37 to 0.53)

.22

48-h Crystalloid,
median (95% CI), L

9.6 (6.3 to 13)

10 (8.6 to 15)

Difference, −1.31
(−3.43 to 0.80)

.31

9.9 (7.9 to 13)

11 (8.9 to 15)

Difference, −1.07
(−3.04 to 0.62)

.22

Fluid balance at
48 h, median
(95% CI), L

6.0 (3.0 to 9.2) 7.0 (4.5 to 12)

Difference, −1.89
(−4.40 to 0.28)

.10

5.0 (2.5 to 7.0)

6.7 (4.0 to 11.0)

Difference, −2.22
(−4.40 to −0.13)

.03

ARDS, No. (%)

34 (69)

40 (78)

RR (95% CI), 0.88
(0.70 to 1.12)

.31

29 (66)

36 (77)

RR (95% CI), 0.86
(0.66 to 1.12)

.27

Acute kidney injury,
No. (%)

8 (16)

14 (27)

RR (95% CI), 0.59
(0.27 to 1.29)

.19

2 (5)

8 (17)

0.27 (0.06 to
1.19)

.08

Death, No. (%)

6 (12)

6 (12)

RR (95% CI), 1.04
(0.36 to 3.01)

.94

NA

NA

NA

NA

Death in OR,
No. (%)

5 (10)

4 (8)

RR (95% CI), 1.30
(0.37 to 4.56)

.68

NA

NA

NA

NA

Open abdomen–free
days, median
(95% CI)e

29 (28 to 29)

28 (27 to 29)

HR (95% CI), 0.78
(0.46 to 1.33)

.36

28 (27 to 29)

28 (26 to 29)

Difference, 0.00
(−1.00 to 1.00)

.87

Time to ventilator
removal, median
(95% CI), d

3 (1 to 6)

3 (2 to 18)

HR (95% CI), 1.17
(0.79 to 1.75)

.43

2 (1 to 4)

3 (1 to 12)

Difference, −1.00
(−2.00 to 0.00)

.11

ICU LOS, median
(95% CI), d

5 (3 to 15)

9 (3 to 27)

HR (95% CI), 1.26
(0.83 to 1.92)

.28

4 (2 to 11)

9 (3 to 19)

Difference, −2.00
(−6.00 to 0.00)

.06

Hospital LOS,
median (95% CI), d

16 (10 to 32)

22 (14 to 44)

HR (95% CI), 1.17
(0.77 to 1.78)

.46

14 (10 to 25)

20 (14 to 31)

Difference, −4.00
(−10.0 to 1.00)

.12

Any complication,
No (%)

29 (59)

34 (67)

RR (95% CI), 0.89
(0.66 to 1.20)

.44

24 (55)

30 (64)

RR (95% CI), 0.85
(0.61 to 1.21)

.37

DVT, No. (%)

10 (20)

20 (39)

RR (95% CI), 0.52
(0.27 to 1.00)

.05

5 (11)

16 (34)

RR (95% CI), 0.33
(0.13 to 0.83)

.02

No. of
complications,
median (95% CI)

NA

NA

NA

NA

1 (1 to 2)

2 (1 to 3)

Difference, 0
(−1 to 0)

.12

48-h Cumulative
blood products,
median (95% CI), L
Secondary outcomes

Post hoc outcome

Abbreviations: ARDS, acute respiratory distress syndrome; HR, hazard ratio;
ICU, intensive care unit; LOS, length of stay; NA, not applicable; OR, operating
room; RR, relative risk.
a

Includes all randomized patients. Patients who died before outcome occurred
were assumed to have the worst observed outcome.

b

Includes patients who experienced the end point. Patients who died before
the end point were excluded.

c

Median difference in AVP vs saline groups was estimated using the Wilcoxon

concerns about exacerbating tissue ischemia and worsening
outcomes. In a retrospective evaluation of trauma patients who
required vasopressors within the first 72 hours, Collier et al20
reported that AVP use increased mortality by 20%. Similarly,
in a retrospective analysis of 921 injured patients, mortality increased 2-fold if vasopressors were given within the first 24
hours.39 Arginine vasopressin, however, was the only vasopressor in that study not associated with increased mortality
on logistic regression. Given the retrospective nature of these
studies, AVP may represent a marker of increased severity of
illness rather than a direct contributor to adverse outcomes.
Interestingly, in our study, vasopressors were frequently rejamasurgery.com

rank sum test and Hodges-Lehmann estimation of location shift between
groups; RR, from a logistic regression model with a log link; and HR, from a Cox
proportional hazards regression model. Patients who died before event were
assigned a censoring time equal to the longest observed time to outcome.
d

Primary and secondary analyses are each assessed at P < .05 significance
criterion.

e

Analysis only includes patients who had an open abdomen.

quired to maintain an MAP of at least 65 mm Hg, suggesting
that severely injured patients frequently require vasoactive
support. Indeed, the median requirement for patients receiving placebo was 1400 μg of norepinephrine equivalents at
48 hours.
Our study demonstrates that using low-dose AVP supplementation in hemorrhagic shock significantly decreases the
need for blood products without increasing morbidity. Patients treated with AVP received significantly less PRBC, fewer
FFP units, and decreased platelet transfusions. Overall, this
process led to a median transfusion reduction of 1.0 L, which
translates to a decrease by roughly 3 U of PRBC or 4 U of FFP.
(Reprinted) JAMA Surgery Published online August 28, 2019
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Table 4. Adverse Events by Treatment Group
Study Group
AVP
Supplementation
(n = 44)

Placebo
(n = 47)

Any adverse event, No. (%)
of patientsa

35 (80)

39 (83)

No. of adverse events

69

98

5 (11)

16 (34)

Adverse Event

Adverse event, No. (%) of patients
Deep venous thrombosis
Pulmonary embolus

2 (5)

3 (6)

Urinary tract infection

1 (2)

1 (2)

Ventilator-associated
pneumonia

7 (16)

7 (15)

Acute renal failure

2 (5)

8 (17)

Acute respiratory distress
syndrome

29 (66)

36 (77)

Gastrointestinal bleeding

2 (5)

1 (2)

Major dysrhythmia

0

1 (2)

Wound infection

4 (9)

5 (11)

Sepsis

2 (5)

6 (13)

Extremity compartment
syndrome

0

3 (6)

Coagulopathy

2 (5)

3 (6)

Soft tissue infection

4 (9)

2 (4)

Ischemia

1 (2)

2 (4)

Hyponatremia

5 (11)

3 (6)

Urticaria

1 (2)

0

Arterial thrombosis

1 (2)

0

Rhabdomyolysis

1 (2)

1 (2)

Limitations

Abbreviation: AVP, arginine vasopressin.
a

P = .67 based on χ2 test.

In addition to being a limited and expensive resource, blood
products may independently increase the risk of complications, including venous thromboembolism, multiple-organ failure, and death.28,40-43 Moreover, given that blood products are
proinflammatory, transfusions may actually promote a hypercoagulable state and possibly increase the risk of DVT.44-46
Thus, strategies that result in decreased transfusion requirements could potentially have significant clinical effects.
We were surprised to discover that AVP supplementation
was associated with fewer DVTs. Because AVP can activate
platelets and thus possibly promote a procoagulable state, we
tracked DVTs as a secondary safety outcome. Arginine vasopressin may have indirectly affected the risk of DVT because
AVP decreased the amount of blood product transfused. Several retrospective studies28,29,47,48 have raised the concern that
blood transfusions increase the risk of venous thromboembolism in a dose-dependent fashion. In a propensity-matched
study of more than 750 000 patients undergoing surgery,44 the
risk of venous thromboembolism was 2-fold higher in patients who received 1 U of PRBC and 4.5 times higher in those
who received at least 3 U. Although a similar dose-dependent
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risk has been reported in trauma patients, further research is
needed to validate this association.45 Alternatively, AVP may
modulate the inflammatory response to trauma, thereby quelling the hypercoagulable state and decreasing the risk of DVT.
This hypothesis has not been previously explored, but AVP
receptors have been identified on human macrophages and
lymphocytes. Moreover, in murine sepsis models, AVP has
been shown to downregulate nuclear factor κβ activity, decrease serum interleukin 6 levels, and mitigate pulmonary
inflammation.49 As such, the potential for AVP to modulate the
inflammatory response after hemorrhagic shock is intriguing
and warrants further exploration.

Several limitations of our trial deserve mention. First, the
total dose of AVP infused varied depending on the patient’s
hemodynamic stability, and, given the technical challenges
of measuring serum AVP levels, we did not use them to
guide dosing or duration. In addition, the ideal posthemorrhage blood pressure control remains controversial. That
being said, AVP infusion at the physiologic dose of 0.04
U/min did not influence the blood pressure in non–AVPdeficient participants, and only those who are AVP-deficient
would be expected to have a hemodynamic response to AVP.
Moreover, both groups were required to maintain an MAP of
at least 65 mm Hg and received vasopressors if needed.
Therefore, patients treated with placebo would have the
same likelihood of being resuscitated with blood products
and/or vasopressors as the AVP group to achieve the goal
MAP. Second, although our institution maintains resuscitation guidelines, the clinical team directed the treatment
plan of each patient. Although variations in care may have
occurred, the clinical team was blinded to group assignment.
Third, our study was conducted at a single institution that
cares for a large percentage of patients with penetrating
trauma. A larger multiple-institution trial with a more
diverse population of trauma patients would be needed to
assess the generalizability of our findings. Finally, with a
cohort size of only 100 patients, we were underpowered to
detect significant differences in many clinically relevant outcomes. Similarly, given the small sample size, we did not
adjust for multiple comparisons. As such, a larger study will
be needed to determine the effect of AVP on acute kidney
injury, acute respiratory distress syndrome, mechanical ventilation, and LOS.

Conclusions
In this randomized clinical trial, low-dose AVP supplementation decreased blood product requirements and DVTs in
trauma patients who presented in hemorrhagic shock. A
larger study is needed to determine the effect of AVP on morbidity and mortality.
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