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The Lancet (28 July 2018, Vol. 392, No. 10144) 
 
Plasma-first resuscitation to treat haemorrhagic shock during emergency ground 
transportation in an urban area: A randomised trial 
Hunter B Moore, MD, Ernest E Moore, Michael P Chapman, et al. 
The Lancet: Volume 392, ISSUE 10144, P283-291, July 28, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31553-8/fulltext 
 

Summary 
Background 
Plasma is integral to haemostatic resuscitation after injury, but the timing of administration 
remains controversial. Anticipating approval of lyophilised plasma by the US Food and 
Drug Administration, the US Department of Defense funded trials of prehospital plasma 
resuscitation. We investigated use of prehospital plasma during rapid ground rescue of 
patients with haemorrhagic shock before arrival at an urban level 1 trauma centre.  
Methods 
The Control of Major Bleeding After Trauma Trial was a pragmatic, randomised, single-
centre trial done at the Denver Health Medical Center (DHMC), which houses the 
paramedic division for Denver city. Consecutive trauma patients in haemorrhagic shock 
(defined as systolic blood pressure [SBP] ≤70 mm Hg or 71–90 mm Hg plus heart rate 
≥108 beats per min) were assessed for eligibility at the scene of the injury by trained 
paramedics. Eligible patients were randomly assigned to receive plasma or normal saline 
(control). Randomisation was achieved by preloading all ambulances with sealed coolers 
at the start of each shift. Coolers were randomly assigned to groups 1:1 in blocks of 20 
according to a schedule generated by the research coordinators. If the coolers contained 
two units of frozen plasma, they were defrosted in the ambulance and the infusion started. 
If the coolers contained a dummy load of frozen water, this indicated allocation to the 
control group and saline was infused. The primary endpoint was mortality within 28 days of 
injury. Analyses were done in the as-treated population and by intention to treat. This trial 
is registered with ClinicalTrials.gov, number NCT01838863.  
Findings 
From April 1, 2014, to March 31, 2017, paramedics randomly assigned 144 patients to 
study groups. The as-treated analysis included 125 eligible patients, 65 received plasma 
and 60 received saline. Median age was 33 years (IQR 25–47) and median New Injury 
Severity Score was 27 (10–38). 70 (56%) patients required blood transfusions within 6 h of 
injury. The groups were similar at baseline and had similar transport times (plasma group 
median 19 min [IQR 16–23] vs control 16 min [14–22]). The groups did not differ in 
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mortality at 28 days (15% in the plasma group vs 10% in the control group, p=0·37). In the 
intention-to-treat analysis, we saw no significant differences between the groups in safety 
outcomes and adverse events. Due to the consistent lack of differences in the analyses, 
the study was stopped for futility after 144 of 150 planned enrolments.  
Interpretation 
During rapid ground rescue to an urban level 1 trauma centre, use of prehospital plasma 
was not associated with survival benefit. Blood products might be beneficial in settings 
with longer transport times, but the financial burden would not be justified in an urban 
environment with short distances to mature trauma centres. 
________________________________________________________________________ 

 
Rapid urine-based screening for tuberculosis in HIV-positive patients admitted to 
hospital in Africa (STAMP): A pragmatic, multicentre, parallel-group, double-blind, 
randomised controlled trial 
Ankur Gupta-Wright, Elizabeth L Corbett, Joep J van Oosterhout, et al. 
The Lancet: Volume 392, ISSUE 10144, P292-301, July 28, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31267-4/fulltext 
 
Summary 
Background 
Current diagnostics for HIV-associated tuberculosis are suboptimal, with missed 
diagnoses contributing to high hospital mortality and approximately 374 000 annual HIV-
positive deaths globally. Urine-based assays have a good diagnostic yield; therefore, we 
aimed to assess whether urine-based screening in HIV-positive inpatients for tuberculosis 
improved outcomes. 
Methods 
We did a pragmatic, multicentre, double-blind, randomised controlled trial in two hospitals 
in Malawi and South Africa. We included HIV-positive medical inpatients aged 18 years or 
more who were not taking tuberculosis treatment. We randomly assigned patients (1:1), 
using a computer-generated list of random block size stratified by site, to either the 
standard-of-care or the intervention screening group, irrespective of symptoms or clinical 
presentation. Attending clinicians made decisions about care; and patients, clinicians, and 
the study team were masked to the group allocation. In both groups, sputum was tested 
using the Xpert MTB/RIF assay (Xpert; Cepheid, Sunnyvale, CA, USA). In the standard-of-
care group, urine samples were not tested for tuberculosis. In the intervention group, urine 
was tested with the Alere Determine TB-LAM Ag (TB-LAM; Alere, Waltham, MA, USA), 
and Xpert assays. The primary outcome was all-cause 56-day mortality. Subgroup 
analyses for the primary outcome were prespecified based on baseline CD4 count, 
haemoglobin, clinical suspicion for tuberculosis; and by study site and calendar time. We 
used an intention-to-treat principle for our analyses. This trial is registered with the 
ISRCTN registry, number ISRCTN71603869. 
Findings 
Between Oct 26, 2015, and Sept 19, 2017, we screened 4788 HIV-positive adults, of 
which 2600 (54%) were randomly assigned to the study groups (n=1300 for each group). 
13 patients were excluded after randomisation from analysis in each group, leaving 2574 
in the final intention-to-treat analysis (n=1287 in each group). At admission, 1861 patients 
were taking antiretroviral therapy and median CD4 count was 227 cells per μL (IQR 79–
436). Mortality at 56 days was reported for 272 (21%) of 1287 patients in the standard-of-
care group and 235 (18%) of 1287 in the intervention group (adjusted risk reduction [aRD] 
−2·8%, 95% CI −5·8 to 0·3; p=0·074). In three of the 12 prespecified, but underpowered 
subgroups, mortality was lower in the intervention group than in the standard-of-care group 
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for CD4 counts less than 100 cells per μL (aRD −7·1%, 95% CI −13·7 to −0·4; p=0.036), 
severe anaemia (−9·0%, −16·6 to −1·3; p=0·021), and patients with clinically suspected 
tuberculosis (−5·7%, −10·9 to −0·5; p=0·033); with no difference by site or calendar 
period. Adverse events were similar in both groups. 
Interpretation 
Urine-based tuberculosis screening did not reduce overall mortality in all HIV-positive 
inpatients, but might benefit some high-risk subgroups. Implementation could contribute 
towards global targets to reduce tuberculosis mortality. 
Funding 
Joint Global Health Trials Scheme of the Medical Research Council, the UK Department 
for International Development, and the Wellcome Trust. 
________________________________________________________________________ 

 
Police killings and their spillover effects on the mental health of black Americans: A 
population-based, quasi-experimental study 
Jacob Bor, Atheendar S Venkataramani, David R Williams, et al. 
The Lancet: Volume 392, ISSUE 10144, P302-310, July 28, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31130-9/fulltext 
 
Summary 
Background 
Police kill more than 300 black Americans—at least a quarter of them unarmed—each 
year in the USA. These events might have spillover effects on the mental health of people 
not directly affected.  
Methods 
In this population-based, quasi-experimental study, we combined novel data on police 
killings with individual-level data from the nationally representative 2013–15 US Behavioral 
Risk Factor Surveillance System (BRFSS) to estimate the causal impact of police killings 
of unarmed black Americans on self-reported mental health of other black American adults 
in the US general population. The primary exposure was the number of police killings of 
unarmed black Americans occurring in the 3 months prior to the BRFSS interview within 
the same state. The primary outcome was the number of days in the previous month in 
which the respondent's mental health was reported as “not good”. We estimated 
difference-in-differences regression models—adjusting for state-month, month-year, and 
interview-day fixed effects, as well as age, sex, and educational attainment. We 
additionally assessed the timing of effects, the specificity of the effects to black Americans, 
and the robustness of our findings.  
Findings 
38 993 (weighted sample share 49%) of 103 710 black American respondents were 
exposed to one or more police killings of unarmed black Americans in their state of 
residence in the 3 months prior to the survey. Each additional police killing of an unarmed 
black American was associated with 0·14 additional poor mental health days (95% CI 
0·07–0·22; p=0·00047) among black American respondents. The largest effects on mental 
health occurred in the 1–2 months after exposure, with no significant effects estimated for 
respondents interviewed before police killings (falsification test). Mental health impacts 
were not observed among white respondents and resulted only from police killings of 
unarmed black Americans (not unarmed white Americans or armed black Americans).  
Interpretation 
Police killings of unarmed black Americans have adverse effects on mental health among 
black American adults in the general population. Programmes should be implemented to 
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decrease the frequency of police killings and to mitigate adverse mental health effects 
within communities when such killings do occur. 

Back to Contents 
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The New England Journal of Medicine (26 July 2018, Vol. 379, No. 4) 
 
Prehospital Plasma during Air Medical Transport in Trauma Patients at Risk for 
Hemorrhagic Shock 
Jason L. Sperry, Francis X. Guyette, Joshua B. Brown, et al. for the PAMPer Study Group 
N Engl J Med 2018; 379: 315-326 July 26, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1802345 
 
Abstract 
Background 
After a person has been injured, prehospital administration of plasma in addition to the 
initiation of standard resuscitation procedures in the prehospital environment may reduce 
the risk of downstream complications from hemorrhage and shock. Data from large clinical 
trials are lacking to show either the efficacy or the risks associated with plasma transfusion 
in the prehospital setting. 
Methods 
To determine the efficacy and safety of prehospital administration of thawed plasma in 
injured patients who are at risk for hemorrhagic shock, we conducted a pragmatic, 
multicenter, cluster-randomized, phase 3 superiority trial that compared the administration 
of thawed plasma with standard-care resuscitation during air medical transport. The 
primary outcome was mortality at 30 days. 
Results 
A total of 501 patients were evaluated: 230 patients received plasma (plasma group) and 
271 received standard-care resuscitation (standard-care group). Mortality at 30 days was 
significantly lower in the plasma group than in the standard-care group (23.2% vs. 33.0%; 
difference, −9.8 percentage points; 95% confidence interval, −18.6 to −1.0%; P=0.03). A 
similar treatment effect was observed across nine prespecified subgroups (heterogeneity 
chi-square test, 12.21; P=0.79). Kaplan–Meier curves showed an early separation of the 
two treatment groups that began 3 hours after randomization and persisted until 30 days 
after randomization (log-rank chi-square test, 5.70; P=0.02). The median prothrombin-time 
ratio was lower in the plasma group than in the standard-care group (1.2 [interquartile 
range, 1.1 to 1.4] vs. 1.3 [interquartile range, 1.1 to 1.6], P<0.001) after the patients’ arrival 
at the trauma center. No significant differences between the two groups were noted with 
respect to multiorgan failure, acute lung injury–acute respiratory distress syndrome, 
nosocomial infections, or allergic or transfusion-related reactions. 
Conclusions 
In injured patients at risk for hemorrhagic shock, the prehospital administration of thawed 
plasma was safe and resulted in lower 30-day mortality and a lower median prothrombin-
time ratio than standard-care resuscitation. 
________________________________________________________________________ 

 
Effect of Dengue Serostatus on Dengue Vaccine Safety and Efficacy 
Saranya Sridhar, Alexander Luedtke, Edith Langevin, et al. 
N Engl J Med 2018; 379: 327-340 July 26, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1800820 
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Abstract 
Background 
In efficacy trials of a tetravalent dengue vaccine (CYD-TDV), excess hospitalizations for 
dengue were observed among vaccine recipients 2 to 5 years of age. Precise risk 
estimates according to observed dengue serostatus could not be ascertained because of 
the limited numbers of samples collected at baseline. We developed a dengue anti–
nonstructural protein 1 (NS1) IgG enzyme-linked immunosorbent assay and used samples 
from month 13 to infer serostatus for a post hoc analysis of safety and efficacy. 
Methods 
In a case–cohort study, we reanalyzed data from three efficacy trials. For the principal 
analyses, we used baseline serostatus determined on the basis of measured (when 
baseline values were available) or imputed (when baseline values were missing) titers 
from a 50% plaque-reduction neutralization test (PRNT50), with imputation conducted with 
the use of covariates that included the month 13 anti-NS1 assay results. The risk of 
hospitalization for virologically confirmed dengue (VCD), of severe VCD, and of 
symptomatic VCD according to dengue serostatus was estimated by weighted Cox 
regression and targeted minimum loss–based estimation. 
Results 
Among dengue-seronegative participants 2 to 16 years of age, the cumulative 5-year 
incidence of hospitalization for VCD was 3.06% among vaccine recipients and 1.87% 
among controls, with a hazard ratio (vaccine vs. control) through data cutoff of 1.75 (95% 
confidence interval [CI], 1.14 to 2.70). Among dengue-seronegative participants 9 to 16 
years of age, the cumulative incidence of hospitalization for VCD was 1.57% among 
vaccine recipients and 1.09% among controls, with a hazard ratio of 1.41 (95% CI, 0.74 to 
2.68). Similar trends toward a higher risk among seronegative vaccine recipients than 
among seronegative controls were also found for severe VCD. Among dengue-
seropositive participants 2 to 16 years of age and those 9 to 16 years of age, the 
cumulative incidence of hospitalization for VCD was 0.75% and 0.38%, respectively, 
among vaccine recipients and 2.47% and 1.88% among controls, with hazard ratios of 
0.32 (95% CI, 0.23 to 0.45) and 0.21 (95% CI, 0.14 to 0.31). The risk of severe VCD was 
also lower among seropositive vaccine recipients than among seropositive controls. 
Conclusions 
CYD-TDV protected against severe VCD and hospitalization for VCD for 5 years in 
persons who had exposure to dengue before vaccination, and there was evidence of a 
higher risk of these outcomes in vaccinated persons who had not been exposed to 
dengue. 
________________________________________________________________________ 

 
PD-1 Blockade with Cemiplimab in Advanced Cutaneous Squamous-Cell Carcinoma 
Michael R. Migden, Danny Rischin, Chrysalyne D. Schmults, et al. 
N Engl J Med 2018; 379: 341-351 July 26, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1805131 
 
Abstract 
Background 
No systemic therapies have been approved for the treatment of advanced cutaneous 
squamous-cell carcinoma. This cancer may be responsive to immune therapy, because 
the mutation burden of the tumor is high and the disease risk is strongly associated with 
immunosuppression. In the dose-escalation portion of the phase 1 study of cemiplimab, a 
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deep and durable response was observed in a patient with metastatic cutaneous 
squamous-cell carcinoma. 
Methods 
We report the results of the phase 1 study of cemiplimab for expansion cohorts of patients 
with locally advanced or metastatic cutaneous squamous-cell carcinoma, as well as the 
results of the pivotal phase 2 study for a cohort of patients with metastatic disease 
(metastatic-disease cohort). In both studies, the patients received an intravenous dose of 
cemiplimab (3 mg per kilogram of body weight) every 2 weeks and were assessed for a 
response every 8 weeks. In the phase 2 study, the primary end point was the response 
rate, as assessed by independent central review. 
Results 
In the expansion cohorts of the phase 1 study, a response to cemiplimab was observed in 
13 of 26 patients (50%; 95% confidence interval [CI], 30 to 70). In the metastatic-disease 
cohort of the phase 2 study, a response was observed in 28 of 59 patients (47%; 95% CI, 
34 to 61). The median follow-up was 7.9 months in the metastatic-disease cohort of the 
phase 2 study. Among the 28 patients who had a response, the duration of response 
exceeded 6 months in 57%, and 82% continued to have a response and to receive 
cemiplimab at the time of data cutoff. Adverse events that occurred in at least 15% of the 
patients in the metastatic-disease cohort of the phase 2 study were diarrhea, fatigue, 
nausea, constipation, and rash; 7% of the patients discontinued treatment because of an 
adverse event. 
Conclusions 
Among patients with advanced cutaneous squamous-cell carcinoma, cemiplimab induced 
a response in approximately half the patients and was associated with adverse events that 
usually occur with immune checkpoint inhibitors. 
________________________________________________________________________ 

 
Oral Plasma Kallikrein Inhibitor for Prophylaxis in Hereditary Angioedema 
Emel Aygören-Pürsün, Anette Bygum, Vesna Grivcheva-Panovska, et al. 
N Engl J Med 2018; 379: 352-362 July 26, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1716995 
 
Abstract 
Background 
Hereditary angioedema is a life-threatening illness caused by mutations in the gene 
encoding C1 inhibitor (also called C1 esterase inhibitor) that lead to overactivation of the 
kallikrein–bradykinin cascade. BCX7353 is a potent oral small-molecule inhibitor of plasma 
kallikrein with a pharmacokinetic and pharmacodynamic profile that may help prevent 
angioedema attacks. 
Methods 
In this international, three-part, dose-ranging, placebo-controlled trial, we evaluated four 
doses of BCX7353 (62.5 mg, 125 mg, 250 mg, and 350 mg once daily) for the prevention 
of angioedema attacks over a 28-day period. Patients with type I or II hereditary 
angioedema with a history of at least two angioedema attacks per month were randomly 
assigned to BCX7353 or placebo. The primary efficacy end point was the number of 
confirmed angioedema attacks. Key secondary end points included angioedema attacks 
according to anatomical location and quality of life. 
Results 
A total of 77 patients underwent randomization, 75 received BCX7353 or placebo, and 72 
completed the trial. The rate of confirmed angioedema attacks was significantly lower 
among patients who received BCX7353 at daily doses of 125 mg or more than among 

https://www.nejm.org/doi/full/10.1056/NEJMoa1716995
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those who received placebo, with a 73.8% difference at 125 mg (P<0.001). Significant 
benefits with respect to quality-of-life scores were observed in the 125-mg and 250-mg 
dose groups (P<0.05). Gastrointestinal adverse events, predominantly of grade 1, were 
the most commonly reported adverse events, particularly in the two highest BCX7353 
dose groups. 
Conclusions 
Once-daily oral administration of BCX7353 at a dose of 125 mg or more resulted in a 
significantly lower rate of attacks of hereditary angioedema than placebo. Mild 
gastrointestinal symptoms were the principal side effect. 
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BMJ: British Medical Journal http://www.bmj.com/theBMJ 

JAMA: The Journal of the American Medical 
Association  

http://jama.ama-assn.org/ 

The Lancet www.thelancet.com 

The New England Journal of Medicine http://content.nejm.org/ 

The British Medical Journal (BMJ), JAMA and the New 
England Journal of Medicine (NEJM) can be accessed 
in full-text through your NHS Athens account. 
Unfortunately the national subscription to The Lancet 
has been cancelled.  
 

https://www.evidence.nhs.uk/n
hs-evidence-content/journals-
and-databases 
 
or http://www.openathens.net/ 
 

If you have not already registered for an NHS Athens 
Account, please register at: 
 
NB: It is recommended that you register on a Trust 
(NHS) PC for speedy confirmation of your username 
and password. Once registered, your account can be 
accessed from any device with online access. 

 
https://openathens.nice.org.uk
/ 
 

________________________________________________________________________ 

Library News 
________________________________________________________________________ 

 

ClinicalKey 

 

ClinicalKey is a clinical search engine that makes it easier for clinicians and other 
healthcare professionals to find and apply relevant knowledge to help them make better 
decisions – anywhere, anytime, in any patient scenario. 
 
Includes full-text journals, book chapters, images, graphs, monographs, videos and much 
more. Many available for download. 
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https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
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Access it via our website: http://www.derbyhospitalslibrary.co.uk/e-resources 
________________________________________________________________________ 

 

KnowledgeShare 
 

Having trouble keeping up to date? 
 
KnowledgeShare is a web-based current awareness system that provides a personalised 
current awareness service, direct to your inbox.  
 
How it works: Let us know your areas of interest (e.g. physical conditions, professional 
interests such as mentoring, providing education) and we will set you up with an account. 
You will then receive regular emails targeted to your interests.  
 
OpenAthens: You will need to have an NHS OpenAthens account registered with us, prior 
to setting up a KnowledgeShare account. To register for an Athens account, please go to: 
https://openathens.nice.org.uk  
 
Further information can be found via this link:  
http://www.derbyhospitalslibrary.co.uk/current-awareness 
 
 

 
________________________________________________________________________ 

 

http://www.derbyhospitalslibrary.co.uk/e-resources
https://openathens.nice.org.uk/
http://www.derbyhospitalslibrary.co.uk/current-awareness


 - 10 - 

Library Training Programme 2018 

The Library & Knowledge Service will be offering the 

following training sessions in 2018: 

 

  
 

 Evidence-based Resources  

 Literature Searching  

 Critical Appraisal: An Introduction  

 Reflective Writing  

 Undertaking Randomised Controlled Trials (RCT) 

Research: study design basics and critical appraisal   

 EndNote Reference Management System 

 Establishing a Journal Club       
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For more information please go to the Training pages on our website, 
http://www.derbyhospitalslibrary.co.uk/training, or email 
suzanne.toft@nhs.net 
________________________________________________________________________ 

 
 

    

   New e-learning modules 
 
Struggling to search published literature effectively? Knowledge for Healthcare (KfH) 
and Health Education England have published a suite of e-learning modules. More 
information can be found on our website: http://www.derbyhospitalslibrary.co.uk/e-
learning 
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The Library and Knowledge Service now has full-text access to BMJ Case Reports. "Case 
Reports is a unique & growing repository for all healthcare professionals & researchers to 
submit, search & view case reports in all disciplines."  

 
BMJ Case Reports can be access here: http://casereports.bmj.com. Click on Login via 
OpenAthens on the right hand side to log in. 
 
Guidance for authors can be found at:  
http://casereports.bmj.com/site/about/guidelines.xhtml 
 
If you wish to submit a case report, the institutional fellowship code is 4315973. An 
additional fee needs to be paid by the author if s/he wishes to make their submission open 
access. Details can be found within the guidance. 
________________________________________________________________________ 
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