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Abbreviations

DCR Damage control resuscitation
FDP Freeze-dried plasma
FFP Fresh frozen plasma
FLyP French lyophilize plasma
LP Lyophilized plasma
RBCs Red blood cells
S/D Solvent/detergent
SDP Spray-dried plasma
TBI Traumatic brain injury
TEG Thrombelastography

 Introduction

Hemorrhage remains the leading cause of preventable death in trauma patients [1]. 
Contrary to the classical teachings of the “golden hour,” in patients with severe trun-
cal hemorrhage, peak mortality occurs at 30 min [2]. For patients who survive long 
enough to make it to a hospital, the median time to death from hemorrhage is 
90–150 min after admission [1, 3]. The lethal triad of hypothermia, acidosis, and 
acute coagulopathy of trauma is well recognized as a common pathway to irrevers-
ible shock and death [4, 5]. Rapid treatment utilizing damage control resuscitation 
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(DCR) with blood components mimicking whole blood in the setting of permissive 
hypotension, avoiding crystalloid and colloid, followed by prompt surgical hemor-
rhage control, is the best strategy to prevent traumatic hemorrhagic death and the 
onset of the lethal triad [1, 4, 6, 7]. Plasma transfusion is an essential part of this 
approach and remains a significant logistical challenge even today, hence the need 
for a reliable, shelf-stable, easy-to-carry and administer plasma product such as 
dried plasma.

 Benefits of Early Plasma Transfusion

The role of plasma in DCR has been reaffirmed time and time again. In 1945, 
Beecher noted that “Plasma gives more time to get whole blood into the patient” [8]. 
Multiple US large center retrospective cohorts showed that 24–28% of severely 
injured trauma patients are found to be coagulopathic on admission. Coagulopathic 
patients have significantly higher mortality rates, while the degree of coagulopathy 
correlated with the severity of injury [9–11]. Analysis of the German Trauma 
Registry yielded similar results with rates of coagulopathy up to 34% as well as a 
direct correlation between the amount of crystalloid received prehospital and an 
increasing degree of coagulopathy [12]. Looking back at the first decade of war in 
Iraq, 33% of combat casualties were coagulopathic on admission, which correlated 
with a fivefold increase in mortality [13]. These data highlight the importance of 
recognizing the early onset of the coagulopathy of trauma at the time of injury, as 
well as endothelial damage, which plasma has been shown to correct [14]. Therefore, 
correction of coagulopathy should not be delayed until laboratory values are avail-
able to guide therapy and goals of care. The approach to the trauma patient should 
aim at preventing and correcting this coagulopathy as soon as possible to decrease 
its effects on mortality and progression of shock.

The importance of balanced resuscitation to include a high ratio of plasma deliv-
ered early became evident in the Iraq War where a survival advantage was noted in 
patients receiving close to 1:1 plasma-to-RBC ratio during massive transfusion 
compared to those who received less plasma [15]. During this conflict, over 
335,000 units of blood products were transfused with nearly 110,000 being plasma 
[16, 17]. Analysis of combat casualties over 10 years revealed improved survival in 
those receiving a higher ratio of plasma and platelets to blood [13]. By 2010, clini-
cal practice guidelines implemented by the Department of Defense (DoD) led to 
almost 100% of combat massive transfusions to be at a 1:1:1 ratio [18]. The 
PROMMTT trial then showed that early plasma administration was associated with 
reduced mortality in the first 6 h [3]. Following that, the PROPPR trial demonstrated 
that patients transfused with a higher plasma ratio achieved more hemostasis and 
had less early death due to exsanguination [19].

A retrospective review of patients receiving thawed plasma available in the ED 
showed shorter time to plasma transfusion (43 vs. 89 min), a reduction in blood 
transfused over 24 h, and decreased 30-day mortality [20]. A recent review of US 
combat casualties in Afghanistan rescued by medical evacuation (MEDEVAC) units 
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showed that early blood product transfusion prehospital or within minutes of injury 
resulted in greater 24-h and 30-day survival [21]. In a large civilian cohort from a 
level 1 trauma center, prehospital administration of blood products including RBCs 
and plasma has been shown to be feasible and beneficial with improved acid-base 
status on admission and decreased overall blood product use in 24 h as well as a 
reduction in the risk of death in the sickest patients over the first 6 h [22]. All these 
findings point toward the need for a method to deliver early plasma in a reliable 
fashion.

Plasma produces superior volume expansion when compared to crystalloids, 
allowing less volumes infused to match volume lost, faster hemodynamic recovery, 
and decreased third-spaced volume [23]. It is important to use plasma as the primary 
resuscitation fluid for patients who are bleeding [4]. Other benefits of plasma stem 
from its ability to mitigate the effects of shock on physiology. The role of plasma in 
the correction of the endotheliopathy of trauma has been reported in multiple stud-
ies and is likely more important than correcting coagulopathy. The mechanism of 
action is thought to be through promoting systemic vascular stability and preventing 
endothelial permeability, coagulopathy, and inflammation which eventually lead to 
shock and end-organ failure [24, 25]. Moreover, in a rat model of injury and shock, 
plasma was able to restore the endothelial glycocalyx, improve syndecan-1 expres-
sion, and correct lung injury caused by shock [26].

In a swine model of traumatic brain injury (TBI) and hemorrhagic shock, trans-
fusion of fresh frozen plasma (FFP) decreased neurologic impairment and hastened 
recovery to baseline cognitive function when compared to saline infusion [27]. 
Neuroprotective effects of plasma in hemorrhagic shock and TBI are thought to be 
due to improved cerebral perfusion, decreased glutamate-mediated excitotoxicity, 
and reduction in mitochondrial dysfunction as demonstrated in animal models [28]. 
Plasma also reduced the size of brain lesions and swelling in multiple swine models 
of TBI and hemorrhagic shock [29, 30]. It also incurs neuroprotection by providing 
higher brain oxygenation and cerebral perfusion profiles [30]. In humans, a large 
retrospective cohort analysis showed that in the subgroup of patients with multifo-
cal intracranial hemorrhage, early administration of plasma was associated with a 
survival benefit [31].

 Logistical Challenges in Plasma Transfusion

Unfortunately, delivery of early balanced resuscitation is fraught with strategic and 
logistical challenges. In the USA, half of all trauma patients are cared for outside of 
levels 1 and 2 trauma centers, where blood products are frequently not readily avail-
able [32]. In the military, forward surgical teams (FST) were developed to provide 
immediate support and treatment to injured soldiers. They used to only carry red 
blood cells (RBCs) for transfusion, and more recently, they are able to provide 
plasma but not platelets [33]. Warm fresh whole blood (WFWB) is available in 
these circumstances and has been shown to improve survival in combat casualties 
treated by FST [33]. These challenges, along with misconceptions regarding the 
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role of blood products in resuscitation, led to the overuse of crystalloids and its own 
set of unique complications. Excessive crystalloid resuscitation has been shown to 
be detrimental, while balanced blood product resuscitation decreases the onset of 
acute respiratory distress syndrome (ARDS) and abdominal compartment syndrome 
and improves survival [32, 34].

The recognition of the importance of early, balanced DCR has led many trauma 
systems in the USA, and around the world, to search for novel approaches to pro-
vide blood products as soon as possible to severely injured trauma patients. These 
include carrying them in the prehospital setting and having them readily available in 
the ED. The logistical difficulties in providing FFP transfusions early in trauma are 
based on the need for reliable cold storage facilities, specialized transport equip-
ment and personnel to provide them, and a lengthy thawing process. There is also a 
significant loss of up to 50% due to bag breakage during transport and thawing [35].

FFP is prepared through separation from whole blood and stored at −18 °C or 
colder with a shelf life of about 1 year. The thawing process requires a 30–37 °C 
agitated water bath or a warming device cleared by the US Food and Drug 
Administration; this takes 15–30  min [36]. Thawed FFP should be immediately 
used but can be stored between 1 and 6 °C for up to 5 days. All those factors pre-
clude its immediate availability and delay administration in many settings such as 
austere environments, the battlefield, and smaller hospitals with limited blood bank-
ing capabilities. Of great importance and increasing realization is that these same 
limitations apply in the larger centers as well.

 History of Lyophilized Plasma

The use of plasma in the resuscitation of trauma and hemorrhagic shock began with 
the work of Dr. John Elliot, who in 1936 devised a mechanism to separate plasma 
from red blood cells and store it in a vacuum bottle. He believed plasma was all that 
was needed to treat hemorrhagic shock [37–39]. Elliot utilized pooling by mixing 
the plasma of up to eight donors together to neutralize anti-A and anti-B antibodies 
and eliminate the need for cross-matching [38, 40]. Reports of treating shock with 
dried plasma go back as early as 1938 [41]. In 1940, the British Army called upon 
the American Red Cross to provide plasma shipped directly to London, and the 
blood plasma for Great Britain project started [42, 43]. The “Blood for Britain” 
campaign resulted in almost 15,000 units of blood donated from 1940 to 1941 in 
New York City alone with the majority used to produce liquid plasma, while the 
RBCs and platelets were discarded. The program was then stopped due to high 
incidence of bacterial contamination in liquid plasma [42, 43].

Meanwhile, Dr. Max Strumia was experimenting with turning Elliot’s liquid 
plasma into a sterile powder and refined the drying process by inventing a device for 
freeze-drying under a vacuum [37, 44]. This was followed by production of several 
hundred units of dried plasma for testing by the US Army and Navy. In 1941, freeze- 
dried, or lyophilized, plasma was approved for use by the Council on Pharmacy and 
Chemistry of the American Medical Association. Boxes were designed containing 
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the dried plasma in a bottle accompanied by a bottle of sterile water for reconstitu-
tion [37]. Lyophilized plasma use started in WWII where millions of units were 
produced by the American Red Cross and administered by the US and British armies 
and also distributed to the Allied Forces [17, 37, 42]. It was the primary mode of 
resuscitating combat casualties for most of WWII.

The recognition of serum hepatitis as a result of pooled lyophilized plasma trans-
fusion caused it to fall out of favor. It continued to be used in the Korean War but 
was abandoned altogether in the 1950s [37, 42]. The French military continued to 
produce lyophilized plasma through the mid-1980s when HIV transmission via 
blood transfusion was recognized. They resumed production in 1994 utilizing small 
donor pools (under 11 donors) and amotosalen with UV light processing for patho-
gen reduction [54]. During the same time, the German Red Cross started processing 
pooled plasma with a solvent/detergent (S/D) treatment as a method of pathogen 
inactivation. This continued through the early 2000s when the recognition of pos-
sible prion disease transmission caused them to switch to a single-donor approach 
[42, 45].

 Efficacy and Safety of Dried Plasma

 Production and Forms of Dried Plasma

Production of dried plasma is achieved in two ways: freeze-drying, also known as 
lyophilization, or spray-drying. Lyophilization is achieved by freezing the plasma 
under a vacuum in a glass container for several days, which decreases the water 
content to 1–2% [45]. Spray-dried plasma production utilizes atomization of liquid 
plasma via pressurized drying gas to droplets which are then exposed to hot gas (up 
to 150 °C) in a drying chamber followed by rapid evaporative cooling. This method 
can dry a unit of plasma (~250 mL) in approximately 25 min [17, 46]. Dried plasma 
can then be reconstituted to its original volume or a concentrated form. Multiple 
pathogen inactivation methods are available to use during the process, and the 
choice depends on the manufacturer’s preference and experience.

 Pathogen Inactivation

Newer and more accurate viral detection and pathogen inactivation methods have 
led to the improved safety of blood products, reducing the residual risk of transfusion- 
transmitted HIV-1 and HCV to approximately 1  in 2 million blood units [47]. 
Pathogen inactivation methods used for plasma include solvent/detergent (S/D) 
treatment and photochemical inactivation techniques [17]. S/D treatment, which is 
FDA-approved, binds lipid-enveloped viruses and bacteria to inactivate them fol-
lowed by a filtration process to remove cells and debris, but it has no effect against 
non-enveloped viruses and prions [48]. Rigorous screening standards require testing 
donors for non-enveloped viruses twice at a 6-month interval to decrease the risk of 
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transmission. Moreover, photochemical inactivation utilizes a photosensitizer that 
binds the DNA and RNA of pathogens, including non-enveloped viruses, and nucle-
ated cells, followed by ultraviolet light exposure to inactivate them [49]. INTERCEPT 
(Cerus Corp., Concord, CA) is an FDA-approved system, which uses amotosalen (a 
psoralen molecule) to bind DNA and RNA followed by UV light activation [50]. 
The Mirasol System (Terumo BCT, Lakewood, CO), which uses riboflavin as the 
photosensitizer, is currently approved for clinical use in Europe but only approved 
for investigational use in the USA and Canada [51]. Methylene blue can also be 
used with visible light exposure [52].

Standard S/D treatment causes a decrease in vWF activity (24%), factor V (37%), 
protein S (44%), and alpha-2 antiplasmin (79%). Similarly, amotosalen + UV light 
reduces factor VII (23%) and factor VIII (27%) [17, 48]. A newer S/D treatment 
product, Octaplas LG (Octapharma, Lachen, Switzerland), received FDA clearance 
in 2013 and employs a prion reduction step and a modified S/D process that better 
preserves factor levels [17].

 Buffering and Reconstitution

Reconstituted porcine lyophilized plasma is alkalotic with a pH >8.5, making it 
highly lethal when injected in swine due to their lack of ability to buffer their plasma 
[53]. Human lyophilized plasma is also alkalotic with a pH near 8; however, it is 
well tolerated clinically in humans [54]. This increase in pH after lyophilization is 
attributed to the loss of bicarbonate during the drying process. Multiple acidic buff-
ering solutions were studied to evaluate their effect on the hemostatic properties of 
lyophilized plasma. For example, when ascorbic acid (vitamin C) is added to lyoph-
ilized plasma (LP), 84% of the coagulation factor activity was maintained [55].

In a swine model of polytrauma and hemorrhagic shock, a significant decrease in 
interleukin-6 (IL-6) levels was observed in all LP-treated animals compared to 
those receiving FFP, suggesting an anti-inflammatory effect [55]. This was corrobo-
rated by another study using concentrated LP (50%) that showed buffering with 
ascorbic acid resulted in reduced serum levels of IL-6 and TNF [56]. Another study 
examined the effect of other buffers, such as citric acid and hydrochloric acid, on 
lyophilized plasma. No difference in physiology, coagulation parameters, or blood 
loss was noted, but animals receiving ascorbic acid had lower IL-6 levels and less 
oxidative DNA damage [57]. Using higher concentrations of ascorbic acid didn’t 
affect the physiologic benefits of LP, but no improvement in the anti-inflammatory 
effects or further decrease in DNA oxidative damage was detected [53].

The type of fluid used to reconstitute dried plasma has not been shown to affect 
the degree of inflammation or oxidative DNA damage induced by shock in a swine 
model of polytrauma and hemorrhagic shock [58]. However, the type of fluid used 
for reconstitution does affect the hemostatic efficacy and ability of lyophilized 
plasma (LP) to mitigate the effects of shock. Animals treated with LP reconstituted 
with sterile water and lactated Ringer’s (LR) had less blood loss compared to those 
reconstituted in normal saline (NS) and Hextend. The group that received Hextend 
had persistently elevated INR values and contained the only animal that did not 
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survive the experiment. Serum IL-6 levels were lowest in the sterile water group 
when compared to NS [59]. The optimal solution for buffering lyophilized plasma 
in humans is unknown and will require further investigation. For now, sterile water 
is used to reconstitute human LP.

 Lyophilized Versus Fresh Frozen Plasma

The process of freezing and thawing plasma is not benign and has several detrimen-
tal effects on coagulation proteins. Never-frozen liquid plasma was found to have a 
superior coagulation profile and factor activity, as well as thrombin generation 
potential, when compared to plasma from thawed FFP [60]. Thawed plasma was 
compared at day 0 and after storage at day 5, and a significant degradation of clot-
ting factors was detected in the older product, with a 40% reduction in thrombin 
generation potential and significantly decreased hemostatic profile on thrombelas-
tography (TEG) analysis [61]. Thawed FFP decreased vascular permeability in vitro 
by a factor of 10; however, that effect decreased to only a factor of 2.5 when 5-day- 
old thawed plasma was used [62]. These findings reinforce some of the advantages 
of dried plasma over FFP.

 Concentrated Dried Plasma

Concentrated, low-volume reconstitution of lyophilized plasma (50%) has been 
demonstrated to be safe in a swine polytrauma model of hemorrhagic shock with 
similar physiologic effects, hemostatic properties, and coagulation parameters (INR 
and TEG) [63]. This could have logistical advantages in packaging and transport on 
the battlefield as well as in austere environments. The effects of infusing this hyper-
tonic, hyper-oncotic fluid are unknown in humans and will require careful 
evaluation.

Spray-dried plasma (SDP) at original concentration was compared with triple 
concentrated SDP in the resuscitation of a swine model of polytrauma and hemor-
rhagic shock. In vitro evaluation of coagulation parameters of SDP compared with 
FFP did not reveal any difference between the two products. However, triple- 
concentration SDP showed an increase in clotting factor activity and prolonged PT/
PTT. Treatment with all three formulations corrected INR rapidly and increased clot 
strength (TEG-maximum amplitude (MA)). This confirmed that concentrated, low- 
volume SDP is as effective as FFP and regular SDP in reversing trauma-associated 
coagulopathy [64].

 Coagulation Profile of Dried Plasma

The accepted standard for factor loss in frozen then thawed plasma is 25–40% [65]. 
In vitro analysis of swine FFP vs. lyophilized plasma (LP) coagulation tests (PT, 
PTT, INR, fibrinogen) did not reveal any statistically significant difference. 
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Reconstituted LP has been shown to maintain an average of 86% of coagulation 
factor activity when compared to FFP [66]. In comparison, spray-drying causes 
reduction in several factors including 25% for fibrinogen and protein S, 50% for 
vWF activity, and 70% for factors V and VIII. However, this has been shown to have 
no effect on the ability of SDP to generate thrombin [67]. On the contrary, after a 
year of storage at −25 °C, lyophilized plasma had no significant change in clotting 
factors activity when compared to fresh plasma [68]. Lyophilized plasma stored as 
long as 30 years had similar preservation of components [69].

 Studies in Animal Models of Shock

Multiple studies demonstrate the safety and efficacy of lyophilized plasma (LP). In 
a series of studies using a swine model of polytrauma and hemorrhagic shock, LP 
demonstrated superior hemostatic efficacy to FFP when combined with RBCs in 1:1 
ratio. Concentrated LP reconstituted to 50% of its volume was also well tolerated 
and equally effective in correcting shock physiology when compared to unconcen-
trated LP [56]. In another study, fresh whole blood (FWB), FFP, and LP all cor-
rected coagulopathy equally in a swine model. There was 85% mortality in the 
crystalloid only group and no mortality in any of the blood products groups [66]. 
Another study showed that when compared with colloid alone, 7-day survival was 
superior in animals that received spray-dried plasma – this effect was equivalent to 
that seen in animals that received whole blood [70]. Moreover, animals receiving 
balanced LP-to-RBC had significantly less blood loss than those receiving FFP or 
LP alone, and LP was as effective as FFP in reversing coagulopathy in this animal 
model [55].

Lyophilized plasma (LP) demonstrated similar effects as FFP, both in vitro and 
in vivo, on reducing endothelial cell permeability, increasing trans-endothelial resis-
tance, decreasing leukocyte-endothelial binding, and preserving adherens junctions. 
In an in vitro mouse model of hemorrhagic shock, LP and FFP both equally reduced 
pulmonary injury, inflammation, and vascular permeability [71]. Spray- dried 
plasma (SDP) also reduced vascular permeability and other indicators of endothe-
lial damage as well as FFP [72]. FFP and SDP equally decreased shock- induced 
pulmonary vascular permeability in vivo. SDP was also equivalent to FFP in the 
correction of shock in a mouse model. They both reduced alveolar wall thickening, 
leukocyte infiltration, and the breakdown of EC junctions [73].

 Neuroprotective Effects of Lyophilized Plasma

Plasma has been shown to have multiple neuroprotective effects in traumatic brain 
injury. In a swine model of polytrauma, hemorrhagic shock, and TBI, both lyophi-
lized plasma (LP) and FFP were shown to decrease brain lesion size by 50% after 
6  h of injury when compared to saline infusion; swelling was also 54% less in 
plasma-treated groups [74]. A follow-up study to evaluate the long-term effects of 

M. Zaza et al.



153

resuscitation with FFP vs. LP on neurological outcomes showed similar recovery of 
cognitive function in studied animals. The brain lesion size was significantly smaller 
in LP group on experiment day 3, but this effect dissipated by day 10 [75]. Another 
large 30-day animal study recently showed similar neuroprotective results with 
faster return to baseline neurological function in animals treated with LP and FFP 
vs. NS [76].

 Modern-Day Lyophilized Plasma

Since its reintroduction in the 1990s, lyophilized plasma has been used in a vari-
ety of settings around the globe. Currently, the largest two manufacturers of 
lyophilized plasma are the French Military and the German Red Cross. Multiple 
accounts of the use of lyophilized plasma have been reported, including adminis-
tration at the point of injury, in the ED and in the ICU. French lyophilized plasma 
(FLyP) is used by US military special operations under an agreement between the 
French and US governments as an expanded access investigational new drug 
application [15, 17, 77]. German lyophilized plasma, known as LyoPlas N-w, has 
been carried by UK foot patrols since 2012. The use of LyoPlas N-w was easily 
integrated into the first responder care package. One case of successful usage by 
the British Military is reported in the literature [78]. The National Bioproducts 
Institute in South Africa also produces a pooled, S/D-treated, ABO-universal 
lyophilized plasma, Bioplasma FDP, which has been in use in South Africa since 
1996, with a strong record of safety [79].

The Norwegian helicopter emergency medical service experience with the use of 
lyophilized plasma (LyoPlas N-w, AB) during a 12-month period reported transfu-
sion of 16 patients having sustained blunt and penetrating trauma, as well as non- 
traumatic hemorrhage (ruptured AAA, upper GI bleeding, etc.). Two patients died 
on scene, and the remaining were alive at 30 days. No transfusion-related complica-
tions were reported. Lyophilized plasma is stored at room temperature in the fast- 
response car and in the helicopter, making it readily available. Pre-transfusion 
hypotension was seen in 62% of the patients, but only 12% were still hypotensive at 
the time of admission. Median systolic blood pressure increased after prehospital 
lyophilized plasma transfusion in all patient categories. 68% of the patients received 
emergency surgery after arrival at the hospital [80].

The Swedish Armed Forces also use lyophilized plasma, and the first civilian 
helicopter emergency medical systems in Sweden started carrying the product in 
2015. They published a case report describing a patient with carotid artery injury 
due to a high-velocity gunshot wound to the neck and in-flight reconstitution and 
administration of lyophilized plasma (LyoPlas N-w) in a Medevac helicopter. 
The reconstitution of LyoPlas N-w powder took about 4  min in a dark Black 
Hawk helicopter cabin. The hemodynamic stability of the patient improved after 
administration [81].

The Israeli Defense Force Medical Corps (IDF-MC) introduced lyophilized 
plasma, in the form of LyoPlas N-w, to its protocol of prehospital trauma care and 
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transfusion in 2013 [82]. A case report of its use in a civilian after a motor vehicle 
accident described their first experience with point-of-injury administration of 
lyophilized plasma [83]. This was followed by a retrospective review of 109 patients 
who were transfused with lyophilized plasma from 2013 to 2016. The majority 
(83%) of patients received only one unit of LyoPlas N-w, and only 8.2% received 
prehospital blood transfusions. There were five instances (4.6%) of difficulty with 
administration after reconstitution mainly due to low flow rates. Side effects were 
reported in only one female patient who developed chills and shivering during infu-
sion which stopped upon prompt discontinuation [84]. This study is a real-life 
example of utilizing prehospital lyophilized plasma in early resuscitation of trauma 
casualties demonstrating safety and feasibility.

 French Lyophilized Plasma (FLyP)

Dr. Jean Julliard started producing freeze-dried plasma in 1945 after its inception by 
the US military in WWII. By 1950, the Centre de Transfusion Sanguine des Armées 
(CTSA) became the first European center to produce lyophilized plasma. During 
the Indochina War, almost 40,000 units of lyophilized plasma were delivered to the 
French military. Production was suspended in 1985 due to concerns for HIV trans-
mission. In 1991, production restarted with the first Gulf War and has continued 
since that time [54].

Since 1994, French lyophilized plasma (FLyP) is made using a pool of less than 
11 donors. Pooling based on blood type selection allows the dilution and neutraliza-
tion of natural anti-A and anti-B hemagglutinins, making FLyP a universal donor 
product compatible with any recipient blood type. Since 2003, it is also being leu-
koreduced. Starting in 2010, plasma from women with a history of pregnancy is 
tested for HLA antibodies and excluded if positive. That was the same time that 
FLyP started undergoing amotosalen and UV light processing as a pathogen DNA/
RNA inactivation method. This process was chosen over solvent/detergent treat-
ment due to better preservation of clotting factors. The French hemovigilance pro-
gram has been monitoring FLyP since 1994, and so far, no reactions or infectious 
complications have been reported out of more than 1100 units transfused [54].

FLyP is packaged in glass bottles, shelf-stable in ambient temperatures between 
2 and 25 °C for 2 years, and easily rehydrated with 200 mL of water in less than 
3 min, allowing for immediate transfusion with RBCs. FLyP contains all clotting 
factors and proteins. After more than 2 years of storage at ambient temperature, the 
fibrinogen and clotting factor levels of FLyP are equivalent to FFP [85]. Despite a 
certain level of factor reduction (20–25%), lyophilization has not been shown to 
alter in  vitro hemostatic efficacy of plasma. When reconstituted, FLyP has a pH 
close to 8 [54].

In 2011, FLyP was authorized by the French Agency for the Sanitary Safety of 
Health Products (AFSSAPS) for use in civilians in austere settings or until thawed 
plasma became available [54]. Clinical efficacy of FLyP was studied in a prospec-
tive trial on 87 ICU patients in Afghanistan and was found to be safe and efficacious 
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in the management of polytrauma and shock [86]. Furthermore, the difference in 
administration times between FLyP and FFP in a level 1 trauma center was studied. 
Retrospective analysis showed significantly less time to product administration 
between patients receiving FLyP vs. FFP (median 15 vs. 95 min). This is consistent 
with similar reports in the literature of time to FFP transfusion [21]. Subsequently, 
time to achieve 1:1 resuscitation ratio with RBCs was shorter in FLyP group. There 
were also significantly less cases of massive transfusion utilization and RBC trans-
fusion in the FLyP group compared to the FFP group (7 vs. 45%). No differences in 
hospital length of stay, ICU length of stay, or 24-h mortality between the two groups 
were noted [87].

Recently, a randomized open-label clinical trial of 48 patients who were assigned 
to receive 4 units of FLyP or FFP within 6 h of injury was completed. Patients in the 
FLyP group demonstrated less time from randomization to infusion compared to 
those in the FFP group (median 14 min vs. 77 min). This led to higher levels of 
fibrinogen achieved within 45 min of randomization, as well as a greater improve-
ment in INR, factor V, and factor II levels. The difference in coagulation parameters 
between the two groups remained significant at 6 h. However, there was no differ-
ence detected in mortality between the two groups [88].

 German Lyophilized Plasma (LyoPlas N-w)

In the 1990s, the German Red Cross Blood Service West produced solvent/deter-
gent (S/D) treated lyophilized plasma using pooled plasma. Due to concern for 
Creutzfeldt-Jakob-type prion disease transmission, which is not inactivated by stan-
dard S/D treatment, pooled plasma was replaced with single-donor lyophilized 
plasma in 2007 [45]. This product is licensed under the name LyoPlas N-w (German 
Red Cross Blood Service West, Hagen, Germany).

Quarantined plasma from a single donor is stored frozen for at least 4 months 
until the donor returns for retesting for HIV, hepatitis C virus, hepatitis B virus, 
hepatitis A virus, and parvovirus B19. After the quarantine, the plasma is thawed 
and connected by sterile docking to the patented steam-sterilized “bottle-in-bag” 
system, which consists of a glass bottle and a rubber stopper inside a plastic bag. 
During transfer into the glass bottle, the plasma passes through a filter with a nomi-
nal pore size of 0.2 μm. Once 200 mL of plasma is transferred, the bottle is closed 
with the stopper and removed from the system. Plasma is then frozen to −30 °C 
followed by lyophilization in specially designed freeze-dryers. The lyophilization is 
accomplished by a stepwise increase of the temperature from −45 °C to +15 °C, 
resulting in water content below 1% [45].

Sterile water for reconstitution (200 mL) is included in the LyoPlas N-w kit and 
accomplished within 10 min depending on the plasma composition and water tem-
perature. Transfusion can be accomplished via the glass bottle or the plastic bag, 
which allows for pressure infusion if needed. After storage at 2–8 °C for 24 months, 
LyoPlas N-w only had a 10% reduction in factor V, VIII, and vWF. All other factors 
remained stable. Storage at room temperature, however, led to 54% decrease in 
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fibrinogen levels and vWF activity. This is why the shelf life of LyoPlas N-w has 
been restricted to 15 months only. After reconstitutions, factor degradation increases 
over time at room temperature. At 48 h, factor VIII and protein S levels decreased 
by 66 and 50%, respectively. Only 10% degradation of those factors was noted in 
the first 6 h, however. This is why it is recommended to use LyoPlas N-w within 6 h 
of reconstitution [45].

From 2007 to 2011, a total of 237,850 units of LyoPlas N-w were provided to hos-
pitals, doctors, and the German military compared to 343,821 units of FFP delivered 
during the same time period. This reflects the wide use of LyoPlas N-w in Germany 
(41% of all plasma used) under various clinical settings requiring transfusion and not 
just trauma resuscitation. The rates and types of transfusion-related complications 
reported between 2007 and 2011 were similar for FFP and LyoPlas N-w (0.018 vs. 
0.023%). No viral transmission has been reported since its inception in 2007 [45].

 Products Currently Under Development

The US Department of Defense (DoD) and the Biomedical Advanced Research and 
Development Authority (BARDA) are sponsoring multiple different programs to 
provide dried plasma products in different forms (lyophilized and spray-dried). The 
aim is to make the distribution, storage, and administration of plasma in combat and 
civilian environments safe and feasible [79].

Historically, there was a dried plasma product licensed in the USA under Plas-SD 
manufactured by Vitex (Melville, NY) which was required to have a black box 
warning due to the risk of adverse thromboembolic events caused by low levels of 
protein S. This was attributed to the solvent/detergent treatment. However, newer 
technology provided by Octaplas LG seems to have resolved the problem [79]. The 
Vitex product is no longer available.

HemCon Medical Technologies, Inc. (Portland, Oregon) was in the process of 
developing a dried plasma product for the US Army Medical Research and Materiel 
Command (Fort Detrick, MD) between 2008 and 2013. It was going to be a single- 
donor lyophilized plasma product derived from licensed FFP. In 2011, the product 
underwent a successful phase I clinical trial and was shown to have factors within 
the normal range [17, 89]. Unfortunately, the partnership ended in 2014 due to busi-
ness reasons.

Teleflex Inc. (Limerick, PA) recently acquired Vascular Solutions (Minneapolis, 
MN) which replaced HemCon as the Army’s partner in developing a single-donor, 
lyophilized plasma product since 2014 named RePlas. In 2017, they announced the 
commencement of the phase I clinical study of Ascending Doses of Autologous 
FDP vs FFP. This product is being developed in collaboration with the US Army 
Medical Materiel Development Activity (USAMMDA). They plan on having FDA 
approval by 2021 [17, 77, 90, 91].

Entegrion Inc. (Research Triangle Park, NC), in partnership with the Office of 
Naval Research, has been developing Resusix, a group AB, pooled, solvent/deter-
gent spray-dried plasma under a US Navy, Marine Corps, and Defense Health 
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Agency program since 2008. S/D treatment using a process licensed from 
Octapharma (Lachen, Switzerland) that is effective against lipid-enveloped viruses 
and other pathogens is utilized. The S/D process also removes immunogenic lipids, 
and a filtration step removes cellular debris and proinflammatory microparticles. 
Phase I clinical trials were completed in 2016, and developers have a goal of being 
licensed by 2020 [17, 92, 93]. Nova Laboratories (Leicester, UK) will perform the 
spray-drying and packaging for the product [79].

Velico Medical (Beverly, MA), is developing a spray-drying device and propri-
etary bag system (Frontline ODP) that will enable blood banks to produce licensed, 
single-donor, spray-dried plasma units locally within 30 min. This program is con-
ducted under a contract from BARDA, a part of the US Department of Health and 
Human Services, and is still in the preclinical phase [46, 93–95]. This product will 
provide a certain independence from manufacturers and allow local augmentation 
of production in times of need [79].

 Future of Lyophilized Plasma

Damage control resuscitation is now the standard of care in the treatment of hemor-
rhagic shock. It is clear that trauma patients with serious injury will benefit from 
DCR within minutes of injury. Plasma transfusion is an integral part of this concept 
but suffers from several logistical constraints. This also makes it an area where sig-
nificant advancements are necessary and can improve patient outcomes.

Early delivery of plasma is one avenue that seems to suffer the most. Many chal-
lenges exist that hinder this goal including physical requirements for storing and 
transporting FFP, required personnel, and thawing times. Certain steps taken by 
major trauma centers to remedy that have been successful, including having thawed 
plasma ready in the ED at all times and carrying thawed and liquid plasma in the 
prehospital setting. These measures are costly and require a large-scale operation. 
Smaller hospitals will not be able to accommodate such measures. Patients present-
ing to such facilities will suffer worse outcomes from delay in administration of 
plasma until it is available or until transported to a larger center. Physicians are 
forced to use crystalloid and colloid in such situations to stabilize patients. 
Furthermore, trauma casualties in remote locations requiring long transport times or 
austere environments requiring prolonged extrication will be at a huge disadvan-
tage. Finally, soldiers and combat casualties are also negatively affected by the 
delay of plasma transfusion, which has been demonstrated over and over again.

The solution is to have a product that is readily available, easy to store and trans-
port, and can be administered quickly and safely. Dried plasma provides all these 
advantages. It can be stored up to 2 years at room temperature and reconstituted 
within minutes. It’s been shown to be safe and efficacious clinically and in animal 
models with similar coagulation properties to FFP.

A dried plasma product introduced in the USA will allow for earlier plasma 
administration starting prehospital and continuing into the hospital setting, which 
will likely improve patient outcomes, as demonstrated by the French experience 
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[87]. Dried plasma should certainly replace the recommended crystalloid adminis-
tration in the ATLS guidelines, which were designed to accommodate all levels of 
practice and take into account the variable availability of blood products. Taking 
this concept one step further, it may prove beneficial and efficient to replace FFP 
altogether, especially when time to transfusion is a critical element of care, thus 
eliminating the need for cold storage facilities and complicated thawing equipment 
and procedures. The future of lyophilized plasma is exciting, and while it is an old 
product, it will likely see a new beginning.
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