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https://www.who.int/ebola/en/ 

Uncontrolled outbreak, despite: 
 8 labs with operational PCR  

 Contact surveillance 

 Reinforcement of IPC 

 Points of entry screening (42 M) 

 Safe Dignified Burials 

 Ring vaccination (95,000 to date) 

 Community engagement ? 



The epidemic of suspicion that fuels Ebola outbreaks  
 ‘Perception that other continents care about Africans only when they get diseases that can 

harm them, not when they are dying of diseases that can be treated easily and cheaply’  

 Mistrust of public health authorities & international ‘Ebola profiteers’ 

=> Attacks of Ebola treatment units 

 

Most important part of the job is  

 Community engagement 

 Building trust 

Nguyen VK. New Engl J Med 2019 



The Prevail III Study Group, New Engl J Med 2019 

Methods: 
 Cohort of EVD survivors, n=966 

 Enrolled one year after EVD 

 Controls = close contacts, Ab neg, n=2350 

 

Messages: 
 High burden of symptoms one year post EVD 

 Prevalence decline between year 1 & 2 

 Ebola virus RNA in semen as long as 40 Months 

 



Paz-Bailey G et al. New Engl J Med 2018 

Zika virus persistence (ZiPer) cohort study, Puerto Rico (2016-2017): 

 - at enrolment (acute infection, < 7 days) 
 



Paz-Bailey G et al. New Engl J Med 2018 

Zika virus persistence (ZiPer) cohort study, Puerto Rico (2016-2017) 
 

Messages: 
 Men with ZIKV exposure: use condom or abstain from sex during 3 months 

 Women with ZIKV exposure: wait at least 8 weeks before attempting conception 

 



Reisinger EC et al. Lancet 2018 

Chikungunya 

 Reported in 106 countries  

 1.3 billion people living in at-risk areas 

 Muskuloskeletal symptoms during months (50% ?)   

 

Live-attenuated, measles-vectored vaccine (MV-CHIK) 

 

Phase 2 trial, healthy volunteers, Austria & Germany 
 



Reisinger EC et al. Lancet 2018 



Reisinger EC et al. Lancet 2018 

Messages: 
A live-attenuated measles-vectored chikungunya virus 

Good safety & tolerability profiles (n=229) 

Highly immunogenic in healthy volunteers (>95%)  

(i.e. high dose, prime-boost vaccination schedule) 

Phase 3 study to be started  
 



Sridhar S et al. N Engl J Med 2018 

Dengue vaccine controversy 
  400 M dengue cases/year => 3.2 M severe cases => 9000 deaths 

  Tetravalent dengue vaccine => 80% efficacy to prevent 

hospitalisation for dengue in children 9-16 years  

Vaccination campaign in schoolchildren in Philippines (n=800,000), 2016 

Halted in 2017 because of excess severe cases in children 

seronegative before vaccination 

Partly responsible for Philippines 2019 measles outbreak ? 
 



Sridhar S et al. N Engl J Med 2018 



Rosenbaum L et al. N Engl J Med 2018 



Messages 

 

  Prevaccination screening is the recomended strategy 

 

 Alternative (if not available) = vaccination without individual 

screening only in countries where dengue seroprevalence 

is >80% by the age of 9 years 
 



Grosenbach DW et al. N Engl J Med 2018 

Tecovirimat 
 Inhibits protein p37 => active on orthopoxviruses 

Smallpox eradicated, but potential bioterrorism agent 

=> FDA animal efficacy rule 



Grosenbach DW et al. N Engl J Med 2018 



Grosenbach DW et al. N Engl J Med 2018 

Messages 

  oral tecovirimat, 600 mg b.i.d. in Humans 

 PK: drug exposure > PK targets for treatment of smallpox, 

based on animal experiments 

 Tolerability OK (n=359) 
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Li HK et al. N Engl J Med 2019 

Treatment of complex bone & joint infections 

 Guidelines: surgery + ‘at least 2 to 6 weeks of parenteral ATB’  

 Hypothesis: highly bioavailable oral antimicrobials may be as good as i.v. 

 

Pragmatic noninferiority randomized trial  (5% noninferiority margin) 

 26 UK sites, 2010-2015 

 Prosthetic joint or orthopedic fixation-device infections, osteomyelitis 

 Randomization before D7 (post-surgery, or antimicrobials start) 

 Strategy trial (i.e. antimicrobials selected by physicians in charge) 

 Open-label, but primary outcome (failure within one year) categorized by an 

end-point committee unaware of trial-group assignment 

 



Li HK et al. N Engl J Med 2019 



Li HK et al. N Engl J Med 2019 



Li HK et al. N Engl J Med 2019 

Message 

  It is safe to switch to oral treatment at D7 for complex 

bone and joint infections, when susceptible to 

bioavailable antimicrobial agents  
 



Iversen K et al. N Engl J Med 2019 

Left-sided infective endocarditis (IE) 

 European & US Guidelines: 4 to 6 weeks of parenteral ATB 

 Hypothesis: In stable patients, shift from i.v. to oral treatment is safe & effective 

 

Randomized noninferiority trial (10% noninferiority margin) 

 Nationwide study (Danemark, 2011-2017) 

 Prosthetic or native valve, left-sided IE 

 Staphylococci, streptococci, or E. faecalis definite IE (Duke) 

 Randomization if ‘stable’ after at least 10 days of appropriate i.v. treatment…  

 … and still at least 10 days of IE treatment remaining 

 Open-label, but primary outcome (failure within 6 months) categorized by an end-

point committee unaware of trial-group assignment 



Iversen K et al. N Engl J Med 2019 

Oral regimens recommended 

 Pre-specified combinations 

 

 

 

 

 

 

 

 1954 patients with left-sided IE screened, 400 patients enrolled  



Iversen K et al. N Engl J Med 2019 



Iversen K et al. N Engl J Med 2019 

Bundgaard H et al. N Engl J Med 2019 

 

Message 

  It is safe to switch to oral treatment (combination) after 

D10 for left-sided IE, in stable patients 



Huang DT et al. N Engl J Med 2018 

 14 US Hosp. 

 high adherence to quality measures for pneumonia  

 Not PCT users 

 Step 1: Clinicians trained about  

 recommendations for treatment of lower RTI  

 interpretation of PCT assays 

 Inclusion (Emergency dept, 2014-2017) 

 patients with suspected lower RTI & physician uncertain whether ATB indicated 

 Two arms 

 Treatment guided by PCT results 

 Usual care 

PCT (μg/L) 

- If <0.1 => ATB strongly discouraged 

- If 0.1-0.25 => ATB discouraged 

- If 0.25-0.5 => ATB recommended 

- If > 0.5 => ATB strongly recommended 



Huang DT et al. N Engl J Med 2018 

Primary outcome = Antibiotic days by day 30 

NB. Adverse outcomes similar in both arms (P <0.0001 for noninferiority) 



Huang DT et al. N Engl J Med 2018 

Message 
  For well-trained physicians, rapid access to PCT assays does 

not reduce the use of antibiotics for suspected lower RTI in the 

emergency department   



 

 First multicentric, international, RCT on phages 

 Nine burn centers (France, Belgium), 2015-2017 

 Inclusion: patients with burn wounds clinically infected, P. aeruginosa 

 Randomization (double-blind)=> 1/d, x 7 days 

  cocktail of 12 natural lytic anti-P. aeruginosa phages (106 PFU/mL, PP1131) 

  standard of care = 1% sulfadiazine silver emulsion cream 

  Primary criteria = microbiologic (sustained reduction in bacterial burden) 

  Planned enrolment = 125 patients 

 

 

       Jault P et al. Lancet Infect Dis 2018 

 



 

 Trial prematurely stopped after 25 patients enrolled 

 Bacteriophages inferior to standard of care (P=0.018) 

 Phages inoculum 10,000 times lower than planned (102 vs. 106 PFU/mL) 

       Jault P et al. Lancet Infect Dis 2018 

 

Messages 
  Phages efficacy will be complicated to assess 

  RCT on phages are feasible (& required !) 



Keenan JD et al. N Engl J Med 2018 

 Background 

 Trachoma-control programs include mass distribution of azithromycin 

 Azithromycin may also reduce incidence of malaria, infectious diarrhea & CAP 

 

 Cluster-randomized trial in Malawi, Niger, and Tanzania (2014-2017) 

 Unit of randomization = communities 

 Twice yearly mass distributions of azithro (20 mg/kg), or placebo 

 

 Target = children, 1-59 months (n = 190,000) 

 

 Primary criteria = all-cause mortality 

 

 



Keenan JD et al. N Engl J Med 2018 

Messages 
  Mass distribution of azithromycin in children 1-59 months reduced mortality by 

15% in 3 Sub-Saharan Africa countries 

  Especially 

 In young infants (<6 months) 

 In countries with highest child mortality (Niger) 

 Comments 

 Causes of death (verbal autopsy): malaria (41%), diarrhea (18%), and pneumonia (12%)  

 The effect gradually increased, from 7% (Months 0-6) to 22% (Month 18-24) 

 Emergence of macrolide resistance (S. pneumoniae, E. coli) 

=> Sustainability ?? 



van de Maat J et al. Lancet Infect Dis 2019 

To quantify & explain variability in ATB prescription in 

European paediatric emergency departments 
  Observational study of febrile children attending ED depts (n=28, 11 countries) 

  One random sampling day/month, 2014-2016 => 5177 children 



van de Maat J et al. Lancet Infect Dis 2019 

Message. The high variability of ATB use in European ED 
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Portsmouth S et al. Lancet Infect Dis 2018 

 Cefiderocol 

 Siderophore cephalosporin 

 Broad activity against Enterobacteriaceae, and non-fermenting bacteria, 

including carbapenem-resistant strains 

 

 Inclusion: Complicated UTI or non-complicated pyelonephritis (>18 y) 

 Arm 1: Cefiderocol, 2 g (1 h i.v.), x 3/d x 7-14 days 

 Arm 2: Imipenem-cilastatin, 1 g x 3/d x 7-14 days 

 

 2015-2016, 67 sites (15 countries) 

 

 Primary criteria, test of cure (D7 post-treatment) clinical + microbiological 

 



Portsmouth S et al. Lancet Infect Dis 2018 



Messages 
- Cefiderocol efficacy & tolerability OK (n=303) 

- 50% males, 50% pyelonephritis, mortality < 1% 

 

 

NB. For P. aeruginosa, success rates 47% (7/15) for cefiderocol, vs. 50% (2/4) 

for imipenem 

Portsmouth S et al. Lancet Infect Dis 2018 



Taylor N et al. New Engl J Med 2018 

 Gonorrhea, emerging 

 Incidence & resistance 

 

 Zoliflodacin 

 A new class (spiropyrimidine-trione inhibits DNA synthesis) 

 Active against ciprofloxacin-resistant & ceftriaxone-resistant N. gonorrhae  

 

 Uncomplicated urogenital gonorrhea, 2014-15, sexual health clinics (US) 

 Arm 1: Zoliflodacin, single oral dose, 2 or 3 g 

 Arm 2: Ceftriaxone, single i.m. dose, 500 mg 

 

 Open-label, primary criteria, TOC (D6+2), microbiological 



Messages 

 

- A promising new drug for urogenital gonorrhea  

     (new class, single oral dose…) 

 

- Concerns about lower efficacy on pharyngeal carriage (public 

health issue) 

Taylor N et al. New Engl J Med 2018 



Wagenlehner FME et al. New Engl J Med 2019 

 

 Plazomicin 

 Aminoglycoside with bactericidal activity against MDR (including carbapenem-

resistant) Enterobacteriaceae 

 

 Inclusion: Complicated UTI, including pyelonephritis (adults) 

 Arm 1: Plazomicin, 15 mg/kg o.d. x 7-10 days 

 Arm 2: Meropenem, 1 g x 3/d x 7-10 days 

Optional oral step-down after D4 

 2016, 68 sites (North America & Europe) 

 

 Primary criteria, D5 & D15-19 post-treatment, clinical + microbiological 



Wagenlehner FME et al. New Engl J Med 2019 



McKinnell JA et al. New Engl J Med 2019 

 Randomized, open-label, BSI or pneumonia 

 Plazomicin vs. colistin (in addition to tigecyclin or meropenem) 

 2000 patients screened, 39 enrolled => stop 

 

 

Messages 
 

Promising drug for treatment of Carbapenemase-producing 

Enterobacteriae (CPE) 

 

Pending post-marketting data on clinical/microbiological efficacy…  

 

 



See you next year ! 

30th ECCMID, Paris  

18-21, April, 2020  


