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BMJ (10 November 2018, Vol. 363, No. 8175)  
 
Maternal-fetal transmission and adverse perinatal outcomes in pregnant women 
infected with Zika virus: Prospective cohort study in French Guiana 
Léo Pomar, Manon Vouga, Véronique Lambert, et al. 
BMJ 2018; 363 (Published 31 October 2018) 
https://www.bmj.com/content/363/bmj.k4431 
 
Abstract 
Objectives To estimate the rates of maternal-fetal transmission of Zika virus, adverse 
fetal/neonatal outcomes, and subsequent rates of asymptomatic/symptomatic congenital 
Zika virus infections up to the first week of life. 
Design Cohort study with prospective data collection and subsequent review of 
fetal/neonatal outcomes. 
Settings Referral centre for prenatal diagnosis of the French Guiana Western Hospital. 
Participants Pregnant women at any stage of pregnancy with a laboratory confirmed 
symptomatic or asymptomatic Zika virus infection during the epidemic period in western 
French Guiana. The cohort enrolled 300 participants and prospectively followed their 305 
fetuses/newborns. 
Main outcome measures Rate of maternal-fetal transmission of Zika virus (amniotic fluid, 
fetal and neonatal blood, urine, cerebrospinal fluid, and placentas); clinical, biological, and 
radiological outcomes (blindly reviewed); and adverse outcomes defined as moderate 
signs potentially related to congenital Zika syndrome (CZS), severe complications 
compatible with CZS, or fetal loss. Associations between a laboratory confirmed congenital 
Zika virus infection and adverse fetal/neonatal outcomes were evaluated. 
Results Maternal-fetal transmission was documented in 26% (76/291) of 
fetuses/newborns with complete data. Among the Zika virus positive fetuses/newborns, 
45% (34/76) presented with no signs/complications at birth, 20% (15/76) with moderate 
signs potentially related to CZS, 21% (16/76) with severe complications compatible with 
CZS, and 14% (11/76) with fetal loss. Compared with the Zika virus positive 
fetuses/neonates, those that were identified as negative for Zika virus (215/291) were less 
likely to present with severe complications (5%; 10/215) or fetal loss (0.5%; 1/215; relative 
risk 6.9, 95% confidence interval 3.6 to 13.3). Association between a positive Zika virus 
test and any adverse fetal/neonatal outcome was also significant (relative risk 4.4, 2.9 to 
6.6). The population attributable fraction estimates that a confirmed congenital Zika virus 
infection contributes to 47% of adverse outcomes and 61% of severe adverse outcomes 
observed. 
Conclusion In cases of a known maternal Zika virus infection, approximately a quarter of 
fetuses will become congenitally infected, of which a third will have severe complications 
at birth or fetal loss. The burden of CZS might be lower than initially described in South 
America and may not differ from other congenital infections. 

https://www.bmj.com/content/363/bmj.k4431
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Sex differences in risk factors for myocardial infarction: Cohort study of UK 
Biobank participants 
Elizabeth R C Millett, Sanne A E Peters, Mark Woodward. 
BMJ 2018; 363 (Published 07 November 2018) 
https://www.bmj.com/content/363/bmj.k4247 
 
Abstract 
Objectives To investigate sex differences in risk factors for incident myocardial infarction 
(MI) and whether they vary with age. 
Design Prospective population based study. 
Setting UK Biobank. 
Participants 471 998 participants (56% women; mean age 56.2) with no history of 
cardiovascular disease. 
Main outcome measure Incident (fatal and non-fatal) MI. 
Results 5081 participants (1463 (28.8%) of whom were women) had MI over seven years’ 
mean follow-up, resulting in an incidence per 10 000 person years of 7.76 (95% 
confidence interval 7.37 to 8.16) for women and 24.35 (23.57 to 25.16) for men. Higher 
blood pressure indices, smoking intensity, body mass index, and the presence of diabetes 
were associated with an increased risk of MI in men and women, but associations were 
attenuated with age. In women, systolic blood pressure and hypertension, smoking status 
and intensity, and diabetes were associated with higher hazard ratios for MI compared 
with men: ratio of hazard ratios 1.09 (95% confidence interval 1.02 to 1.16) for systolic 
blood pressure, 1.55 (1.32 to 1.83) for current smoking, 2.91 (1.56 to 5.45) for type 1 
diabetes, and 1.47 (1.16 to 1.87) for type 2 diabetes. There was no evidence that any of 
these ratios of hazard ratios decreased with age (P>0.2). With the exception of type 1 
diabetes, the incidence of MI was higher in men than in women for all risk factors. 
Conclusions Although the incidence of MI was higher in men than in women, several risk 
factors were more strongly associated with MI in women compared with men. Sex specific 
associations between risk factors and MI declined with age, but, where it occurred, the 
higher relative risk in women remained. As the population ages and the prevalence of 
lifestyle associated risk factors increase, the incidence of MI in women will likely become 
more similar to that in men. 
________________________________________________________________________ 

 
Comparative safety of immune checkpoint inhibitors in cancer: Systematic review 
and network meta-analysis 
Cheng Xu, Yu-Pei Chen, Xiao-Jing Du, et al. 
BMJ 2018; 363 (Published 08 November 2018) 
https://www.bmj.com/content/363/bmj.k4226 
 
Abstract 
Objective To provide a complete toxicity profile, toxicity spectrum, and a safety ranking of 
immune checkpoint inhibitor (ICI) drugs for treatment of cancer. 
Design Systematic review and network meta-analysis. 
Data sources Electronic databases (PubMed, Embase, Cochrane Library, and Web of 
Science) were systematically searched to include relevant studies published in English 
between January 2007 and February 2018. 

https://www.bmj.com/content/363/bmj.k4247
https://www.bmj.com/content/363/bmj.k4226
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Review methods Only head-to-head phase II and III randomised controlled trials 
comparing any two or three of the following treatments or different doses of the same ICI 
drug were included: nivolumab, pembrolizumab, ipilimumab, tremelimumab, atezolizumab, 
conventional therapy (chemotherapy, targeted therapy, and their combinations), two ICI 
drugs, or one ICI drug with conventional therapy. Eligible studies must have reported site, 
organ, or system level data on treatment related adverse events. High quality, single arm 
trials and placebo controlled trials on ICI drugs were selected to establish a validation 
group. 
Results 36 head-to-head phase II and III randomised trials (n=15 370) were included. The 
general safety of ICI drugs ranked from high to low for all adverse events was as follows: 
atezolizumab (probability 76%, pooled incidence 66.4%), nivolumab (56%, 71.8%), 
pembrolizumab (55%, 75.1%), ipilimumab (55%, 86.8%), and tremelimumab (54%, not 
applicable). The general safety of ICI drugs ranked from high to low for severe or life 
threatening adverse events was as follows: atezolizumab (49%, 15.1%), nivolumab (46%, 
14.1%), pembrolizumab (72%, 19.8%), ipilimumab (51%, 28.6%), and tremelimumab 
(28%, not applicable). Compared with conventional therapy, treatment-related adverse 
events for ICI drugs occurred mainly in the skin, endocrine, hepatic, and pulmonary 
systems. Taking one ICI drug was generally safer than taking two ICI drugs or one ICI 
drug with conventional therapy. Among the five ICI drugs, atezolizumab had the highest 
risk of hypothyroidism, nausea, and vomiting. The predominant treatment-related adverse 
events for pembrolizumab were arthralgia, pneumonitis, and hepatic toxicities. The main 
treatment-related adverse events for ipilimumab were skin, gastrointestinal, and renal 
toxicities. Nivolumab had a narrow and mild toxicity spectrum, mainly causing endocrine 
toxicities. Integrated evidence from the pooled incidences, subgroup, and sensitivity 
analyses implied that nivolumab is the best option in terms of safety, especially for the 
treatment of lung cancer. 
Conclusions Compared with other ICI drugs used to treat cancer, atezolizumab had the 
best safety profile in general, and nivolumab had the best safety profile in lung cancer 
when taking an integrated approach. The safety ranking of treatments based on ICI drugs 
is modulated by specific treatment-related adverse events. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (13 November 2018, Vol. 320, 
No. 18) 
 
Effect of a Low vs Intermediate Tidal Volume Strategy on Ventilator-Free Days in 
Intensive Care Unit Patients Without ARDS: A Randomized Clinical Trial 
Writing Group for the PReVENT Investigators  
JAMA.  2018; 320 (18): 1872-1880.  
https://jamanetwork.com/journals/jama/article-abstract/2710774 
 
Abstract  
Importance It remains uncertain whether invasive ventilation should use low tidal volumes 
in critically ill patients without acute respiratory distress syndrome (ARDS). 
Objective To determine whether a low tidal volume ventilation strategy is more effective 
than an intermediate tidal volume strategy. 
Design, Setting, and Participants A randomized clinical trial, conducted from September 
1, 2014, through August 20, 2017, including patients without ARDS expected to not be 
extubated within 24 hours after start of ventilation from 6 intensive care units in the 
Netherlands. 

https://jamanetwork.com/journals/jama/article-abstract/2710774
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Interventions Invasive ventilation using low tidal volumes (n = 477) or intermediate tidal 
volumes (n = 484). 
Main Outcomes and Measures The primary outcome was the number of ventilator-free 
days and alive at day 28. Secondary outcomes included length of ICU and hospital stay; 
ICU, hospital, and 28- and 90-day mortality; and development of ARDS, pneumonia, 
severe atelectasis, or pneumothorax. 
Results In total, 961 patients (65% male), with a median age of 68 years (interquartile 
range [IQR], 59-76), were enrolled. At day 28, 475 patients in the low tidal volume group 
had a median of 21 ventilator-free days (IQR, 0-26), and 480 patients in the intermediate 
tidal volume group had a median of 21 ventilator-free days (IQR, 0-26) (mean difference, –
0.27 [95% CI, –1.74 to 1.19]; P = .71). There was no significant difference in ICU (median, 
6 vs 6 days; 0.39 [–1.09 to 1.89]; P = .58) and hospital (median, 14 vs 15 days; –0.60 [–
3.52 to 2.31]; P = .68) length of stay or 28-day (34.9% vs 32.1%; hazard ratio [HR], 1.12 
[0.90 to 1.40]; P = .30) and 90-day (39.1% vs 37.8%; HR, 1.07 [0.87 to 1.31]; P = .54) 
mortality. There was no significant difference in the percentage of patients developing the 
following adverse events: ARDS (3.8% vs 5.0%; risk ratio [RR], 0.86 [0.59 to 1.24]; 
P = .38), pneumonia (4.2% vs 3.7%; RR, 1.07 [0.78 to 1.47]; P = .67), severe atelectasis 
(11.4% vs 11.2%; RR, 1.00 [0.81 to 1.23]; P = .94), and pneumothorax (1.8% vs 1.3%; RR, 
1.16 [0.73 to 1.84]; P = .55). 
Conclusions and Relevance In patients in the ICU without ARDS who were expected not 
to be extubated within 24 hours of randomization, a low tidal volume strategy did not result 
in a greater number of ventilator-free days than an intermediate tidal volume strategy. 
_______________________________________________________________________ 

 
Effect of Protocolized Weaning With Early Extubation to Noninvasive Ventilation vs 
Invasive Weaning on Time to Liberation From Mechanical Ventilation Among 
Patients With Respiratory Failure: The Breathe Randomized Clinical Trial 
Gavin D. Perkins, Dipesh Mistry, Simon Gates, et al for the Breathe Collaborators  
JAMA.  2018; 320 (18): 1881-1888.  
https://jamanetwork.com/journals/jama/article-abstract/2708258 
 
Abstract  
Importance In adults in whom weaning from invasive mechanical ventilation is difficult, 
noninvasive ventilation may facilitate early liberation, but there is uncertainty about its 
effectiveness in a general intensive care patient population. 
Objective To investigate among patients with difficulty weaning the effects of protocolized 
weaning with early extubation to noninvasive ventilation on time to liberation from 
ventilation compared with protocolized invasive weaning. 
Design, Setting, and Participants Randomized, allocation-concealed, open-label, 
multicenter clinical trial enrolling patients between March 2013 and October 2016 from 41 
intensive care units in the UK National Health Service. Follow-up continued until April 
2017. Adults who received invasive mechanical ventilation for more than 48 hours and in 
whom a spontaneous breathing trial failed were enrolled. 
Interventions Patients were randomized to receive either protocolized weaning via early 
extubation to noninvasive ventilation (n = 182) or protocolized standard weaning 
(continued invasive ventilation until successful spontaneous breathing trial, followed by 
extubation) (n = 182). 
Main Outcomes and Measures Primary outcome was time from randomization to 
successful liberation from all forms of mechanical ventilation among survivors, measured 
in days, with the minimal clinically important difference defined as 1 day. Secondary 

https://jamanetwork.com/journals/jama/article-abstract/2708258
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outcomes were duration of invasive and total ventilation (days), reintubation or 
tracheostomy rates, and survival. 
Results Among 364 randomized patients (mean age, 63.1 [SD, 14.8] years; 50.5% male), 
319 were evaluable for the primary effectiveness outcome (41 died before liberation, 2 
withdrew, and 2 were discharged with ongoing ventilation). The median time to liberation 
was 4.3 days in the noninvasive group vs 4.5 days in the invasive group (adjusted hazard 
ratio, 1.1; 95% CI, 0.89-1.40). Competing risk analysis accounting for deaths had a similar 
result (adjusted hazard ratio, 1.1; 95% CI, 0.86-1.34). The noninvasive group received less 
invasive ventilation (median, 1 day vs 4 days; incidence rate ratio, 0.6; 95% CI, 0.47-0.87) 
and fewer total ventilator days (median, 3 days vs 4 days; incidence rate ratio, 0.8; 95% 
CI, 0.62-1.0). There was no significant difference in reintubation, tracheostomy rates, or 
survival. Adverse events occurred in 45 patients (24.7%) in the noninvasive group 
compared with 47 (25.8%) in the invasive group. 
Conclusions and Relevance Among patients requiring mechanical ventilation in whom a 
spontaneous breathing trial had failed, early extubation to noninvasive ventilation did not 
shorten time to liberation from any ventilation. 
________________________________________________________________________ 

 
Effect of a Pharmacist-Led Educational Intervention on Inappropriate Medication 
Prescriptions in Older Adults: The D-PRESCRIBE Randomized Clinical Trial 
Philippe Martin, Robyn Tamblyn, Andrea Benedetti, et al  
JAMA.  2018; 320 (18): 1889-1898. 
https://jamanetwork.com/journals/jama/fullarticle/2714531 
 
Abstract  
Importance High rates of inappropriate prescribing persist among older adults in many 
outpatient settings, increasing the risk of adverse drug events and drug-related 
hospitalizations. 
Objective To compare the effectiveness of a consumer-targeted, pharmacist-led 
educational intervention vs usual care on discontinuation of inappropriate medication 
among community-dwelling older adults. 
Design, Setting, and Participants A cluster randomized trial (D-PRESCRIBE 
[Developing Pharmacist-Led Research to Educate and Sensitize Community Residents to 
the Inappropriate Prescriptions Burden in the Elderly]) that recruited community 
pharmacies in Quebec, Canada, from February 2014 to September 2017, with follow-up 
until February 2018, and randomly allocated them to intervention or control groups. 
Patients included were adults aged 65 years and older who were prescribed 1 of 4 Beers 
Criteria medications (sedative-hypnotics, first-generation antihistamines, glyburide, or 
nonsteroidal anti-inflammatory drugs), recruited from 69 community pharmacies. Patients 
were screened and enrolled before randomization. 
Interventions Pharmacists in the intervention group were encouraged to send patients an 
educational deprescribing brochure in parallel to sending their physicians an evidence-
based pharmaceutical opinion to recommend deprescribing. The pharmacists in the 
control group provided usual care. Randomization occurred at the pharmacy level, with 34 
pharmacies randomized to the intervention group (248 patients) and 35 to the control 
group (241 patients). Patients, physicians, pharmacists, and evaluators were blinded to 
outcome assessment. 
Main Outcomes and Measures Discontinuation of prescriptions for inappropriate 
medication at 6 months, ascertained by pharmacy medication renewal profiles. 
Results Among 489 patients (mean age, 75 years; 66% women), 437 (89%) completed 
the trial (219 [88%] in the intervention group vs 218 [91%] in the control group). At 6 

https://jamanetwork.com/journals/jama/fullarticle/2714531
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months, 106 of 248 patients (43%) in the intervention group no longer filled prescriptions 
for inappropriate medication compared with 29 of 241 (12%) in the control group (risk 
difference, 31% [95% CI, 23% to 38%]). In the intervention vs control group, 
discontinuation of inappropriate medication occurred among 63 of 146 sedative-hypnotic 
drug users (43.2%) vs 14 of 155 (9.0%), respectively (risk difference, 34% [95% CI, 25% 
to 43%]); 19 of 62 glyburide users (30.6%) vs 8 of 58 (13.8%), respectively (risk difference, 
17% [95% CI, 2% to 31%]); and 19 of 33 nonsteroidal anti-inflammatory drug users 
(57.6%) vs 5 of 23 (21.7%), respectively (risk difference, 35% [95% CI, 10% to 55%]) (P 
for interaction = .09). Analysis of the antihistamine drug class was not possible because of 
the small sample size (n = 12). No adverse events requiring hospitalization were reported, 
although 29 of 77 patients (38%) who attempted to taper sedative-hypnotics reported 
withdrawal symptoms. 
Conclusions and Relevance Among older adults in Quebec, a pharmacist-led 
educational intervention compared with usual care resulted in greater discontinuation of 
prescriptions for inappropriate medication after 6 months. The generalizability of these 
findings to other settings requires further research. 

Back to Contents 
________________________________________________________________________ 

 

The Lancet (10 November 2018, Vol. 392, No. 10159) 
 
Special Issue: Global health metrics. No Original Articles this week 

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (8 November 2018, Vol. 379, No. 19) 
 
Trial of a Triple-Drug Treatment for Lymphatic Filariasis 
Christopher L. King, James Suamani, Nelly Sanuku, et al. 
N Engl J Med 2018; 379: 1801-1810 November 8, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1706854 
 
Abstract 
Background 
The World Health Organization has targeted lymphatic filariasis for global elimination by 
2020 with a strategy of mass drug administration. This trial tested whether a single dose of 
a three-drug regimen of ivermectin plus diethylcarbamazine plus albendazole results in a 
greater sustained clearance of microfilariae than a single dose of a two-drug regimen of 
diethylcarbamazine plus albendazole and is noninferior to the two-drug regimen 
administered once a year for 3 years. 
Methods 
In a randomized, controlled trial involving adults from Papua New Guinea with Wuchereria 
bancrofti microfilaremia, we assigned 182 participants to receive a single dose of the 
three-drug regimen (60 participants), a single dose of the two-drug regimen (61 
participants), or the two-drug regimen once a year for 3 years (61 participants). Clearance 
of microfilariae from the blood was measured at 12, 24, and 36 months after trial initiation. 
Results 
The three-drug regimen cleared microfilaremia in 55 of 57 participants (96%) at 12 
months, in 52 of 54 participants (96%) at 24 months, and in 55 of 57 participants (96%) at 
36 months. A single dose of the two-drug regimen cleared microfilaremia in 18 of 56 

https://www.nejm.org/doi/full/10.1056/NEJMoa1706854
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participants (32%) at 12 months, in 31 of 55 participants (56%) at 24 months, and in 43 of 
52 participants (83%) at 36 months (P=0.02 for the three-drug regimen vs. a single dose of 
the two-drug regimen at 36 months). The two-drug regimen administered once a year for 3 
years cleared microfilaremia in 20 of 59 participants (34%) at 12 months, in 42 of 56 
participants (75%) at 24 months, and in 51 of 52 participants (98%) at 36 months (P=0.004 
for noninferiority of the three-drug regimen vs. the two-drug regimen administered once a 
year for 3 years at 36 months). Moderate adverse events were more common in the group 
that received the three-drug regimen than in the combined two-drug–regimen groups (27% 
vs. 5%, P<0.001). There were no serious adverse events. 
Conclusions 
The three-drug regimen induced clearance of microfilariae from the blood for 3 years in 
almost all participants who received the treatment and was superior to the two-drug 
regimen administered once and noninferior to the two-drug regimen administered once a 
year for 3 years. 
________________________________________________________________________ 

 
Elotuzumab plus Pomalidomide and Dexamethasone for Multiple Myeloma 
Meletios A. Dimopoulos, Dominik Dytfeld, Sebastian Grosicki, et al. 
N Engl J Med 2018; 379: 1811-1822 November 8, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1805762 
 
Abstract 
Background 
The immunostimulatory monoclonal antibody elotuzumab plus lenalidomide and 
dexamethasone has been shown to be effective in patients with relapsed or refractory 
multiple myeloma. The immunomodulatory agent pomalidomide plus dexamethasone has 
been shown to be effective in patients with multiple myeloma that is refractory to 
lenalidomide and a proteasome inhibitor. 
Methods 
Patients with multiple myeloma that was refractory or relapsed and refractory to 
lenalidomide and a proteasome inhibitor were randomly assigned to receive elotuzumab 
plus pomalidomide and dexamethasone (elotuzumab group) or pomalidomide and 
dexamethasone alone (control group). The primary end point was investigator-assessed 
progression-free survival. 
Results 
A total of 117 patients were randomly assigned to the elotuzumab group (60 patients) or 
the control group (57 patients). After a minimum follow-up period of 9.1 months, the 
median progression-free survival was 10.3 months in the elotuzumab group and 4.7 
months in the control group. The hazard ratio for disease progression or death in the 
elotuzumab group as compared with the control group was 0.54 (95% confidence interval 
[CI], 0.34 to 0.86; P=0.008). The overall response rate was 53% in the elotuzumab group 
as compared with 26% in the control group (odds ratio, 3.25; 95% CI, 1.49 to 7.11). The 
most common grade 3 or 4 adverse events were neutropenia (13% in the elotuzumab 
group vs. 27% in the control group), anemia (10% vs. 20%), and hyperglycemia (8% vs. 
7%). A total of 65% of the patients in each group had infections. Infusion reactions 
occurred in 3 patients (5%) in the elotuzumab group. 
Conclusions 
Among patients with multiple myeloma in whom treatment with lenalidomide and a 
proteasome inhibitor had failed, the risk of progression or death was significantly lower 
among those who received elotuzumab plus pomalidomide and dexamethasone than 
among those who received pomalidomide plus dexamethasone alone. 

https://www.nejm.org/doi/full/10.1056/NEJMoa1805762
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Energy-Dense versus Routine Enteral Nutrition in the Critically Ill 
The TARGET Investigators, for the ANZICS Clinical Trials Group 
N Engl J Med 2018; 379: 1823-1834 November 8, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1811687 
 
Abstract 
Background 
The effect of delivering nutrition at different calorie levels during critical illness is uncertain, 
and patients typically receive less than the recommended amount. 
Methods 
We conducted a multicenter, double-blind, randomized trial, involving adults undergoing 
mechanical ventilation in 46 Australian and New Zealand intensive care units (ICUs), to 
evaluate energy-dense (1.5 kcal per milliliter) as compared with routine (1.0 kcal per 
milliliter) enteral nutrition at a dose of 1 ml per kilogram of ideal body weight per hour, 
commencing at or within 12 hours of the initiation of nutrition support and continuing for up 
to 28 days while the patient was in the ICU. The primary outcome was all-cause mortality 
within 90 days. 
Results 
There were 3957 patients included in the modified intention-to-treat analysis (1971 in the 
1.5-kcal group and 1986 in the 1.0-kcal group). The volume of enteral nutrition delivered 
during the trial was similar in the two groups; however, patients in the 1.5-kcal group 
received a mean (±SD) of 1863±478 kcal per day as compared with 1262±313 kcal per 
day in the 1.0-kcal group (mean difference, 601 kcal per day; 95% confidence interval [CI], 
576 to 626). By day 90, a total of 523 of 1948 patients (26.8%) in the 1.5-kcal group and 
505 of 1966 patients (25.7%) in the 1.0-kcal group had died (relative risk, 1.05; 95% CI, 
0.94 to 1.16; P=0.41). The results were similar in seven predefined subgroups. Higher 
calorie delivery did not affect survival time, receipt of organ support, number of days alive 
and out of the ICU and hospital or free of organ support, or the incidence of infective 
complications or adverse events. 
Conclusions 
In patients undergoing mechanical ventilation, the rate of survival at 90 days associated 
with the use of an energy-dense formulation for enteral delivery of nutrition was not higher 
than that with routine enteral nutrition. 
________________________________________________________________________ 

 
Single-Dose Zoliflodacin (ETX0914) for Treatment of Urogenital Gonorrhea 
Stephanie N. Taylor, Jeanne Marrazzo, Byron E. Batteiger, et al. 
N Engl J Med 2018; 379:1835-1845 November 8, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1706988 
 
Abstract 
Background 
Antibiotic-resistant Neisseria gonorrhoeae has prompted the development of new 
therapies. Zoliflodacin is a new antibiotic that inhibits DNA biosynthesis. In this multicenter, 
phase 2 trial, zoliflodacin was evaluated for the treatment of uncomplicated gonorrhea. 
Methods 
We randomly assigned eligible men and women who had signs or symptoms of 
uncomplicated urogenital gonorrhea or untreated urogenital gonorrhea or who had had 

https://www.nejm.org/doi/full/10.1056/NEJMoa1811687
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sexual contact in the preceding 14 days with a person who had gonorrhea to receive a 
single oral dose of zoliflodacin (2 g or 3 g) or a single 500-mg intramuscular dose of 
ceftriaxone in a ratio of approximately 70:70:40. A test of cure occurred within 6±2 days 
after treatment, followed by a safety visit 31±2 days after treatment. The primary efficacy 
outcome measure was the proportion of urogenital microbiologic cure in the microbiologic 
intention-to-treat (micro-ITT) population. 
Results 
From November 2014 through December 2015, a total of 179 participants (167 men and 
12 women) were enrolled. Among the 141 participants in the micro-ITT population who 
could be evaluated, microbiologic cure at urogenital sites was documented in 55 of 57 
(96%) who received 2 g of zoliflodacin, 54 of 56 (96%) who received 3 g of zoliflodacin, 
and 28 of 28 (100%) who received ceftriaxone. All rectal infections were cured in all 5 
participants who received 2 g of zoliflodacin and all 7 who received 3 g, and in all 3 
participants in the group that received ceftriaxone. Pharyngeal infections were cured in 4 
of 8 participants (50%), 9 of 11 participants (82%), and 4 of 4 participants (100%) in the 
groups that received 2 g of zoliflodacin, 3 g of zoliflodacin, and ceftriaxone, respectively. A 
total of 84 adverse events were reported: 24 in the group that received 2 g of zoliflodacin, 
37 in the group that received 3 g of zoliflodacin, and 23 in the group that received 
ceftriaxone. According to investigators, a total of 21 adverse events were thought to be 
related to zoliflodacin, and most such events were gastrointestinal. 
Conclusions 
The majority of uncomplicated urogenital and rectal gonococcal infections were 
successfully treated with oral zoliflodacin, but this agent was less efficacious in the 
treatment of pharyngeal infections. 
_______________________________________________________________________ 

 
Brief Report 
Daratumumab for Delayed Red-Cell Engraftment after Allogeneic Transplantation 
Claudia I. Chapuy, Richard M. Kaufman, Edwin P. Alyea, and Jean M. Connors 
N Engl J Med 2018; 379:1846-1850 November 8, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1807438 
 
Summary  
Daratumumab, a human IgG1κ monoclonal antibody targeting CD38, is used to treat 
multiple myeloma. We describe successful treatment with daratumumab in a case of 
treatment-refractory pure red-cell aplasia after ABO-mismatched allogeneic stem-cell 
transplantation. The patient was a 72-year-old man with the myelodysplastic syndrome 
who received a transplant from an HLA-matched, unrelated donor with a major ABO 
incompatibility (blood group A in the donor and blood group O in the recipient). The patient 
had persistent circulating anti-A antibodies and no red-cell recovery 200 days after 
transplantation. Standard treatments had no effect. Within 1 week after the initiation of 
treatment with daratumumab, he no longer required transfusions. 

Back to Contents 
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Sources  
 

BMJ: British Medical Journal http://www.bmj.com/theBMJ 

JAMA: The Journal of the American Medical http://jama.ama-assn.org/ 

https://www.nejm.org/doi/full/10.1056/NEJMoa1807438
http://www.bmj.com/theBMJ
http://jama.ama-assn.org/
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Association  

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 
________________________________________________________________________ 

 

New Library Website URL 
 

We are now www.uhdblibrary.co.uk 
 

 
 

________________________________________________________________________ 

 

ClinicalKey 

http://www.thelancet.com/
http://content.nejm.org/
https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
http://www.openathens.net/
https://openathens.nice.org.uk/
https://openathens.nice.org.uk/
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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. 
 
Access it via our website: http://www.uhdblibrary.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.uhdblibrary.co.uk/current-awareness 
 
________________________________________________________________________ 

 

 
 
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 
 

http://www.uhdblibrary.co.uk/e-resources
https://openathens.nice.org.uk/
http://www.uhdblibrary.co.uk/current-awareness
http://casereports.bmj.com/
http://casereports.bmj.com/site/about/guidelines.xhtml
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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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