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A year in ID – Part 2 

 

• What’s new in using current antibiotics and in antimicrobial 
stewardship? 

• What’s new on TB? 

• What’s new on HIV? 

• What’s new on hepatitis C? 

 



MERINO – Study Design 

Harris PNA et al. JAMA 2018;11:984-994 

Hypothesis: PIPTZ (4.5 q6h) is noninferior to a carbapenem  
(meropenem 1 g q8h) for definitive treatment of BSI caused by 

ceftriaxone-nonsusceptible Escherichia coli or Klebsiella spp. 

Noninferiority open-label RCT (Feb 2014 - Jul 2017) 
 

Patients were randomly assigned 1:1 to intravenous piperacillin-
tazobactam, 4.5 g, every 6 hours (n = 188 participants) or meropenem, 1 
g, every 8 hours (n = 191 participants) for a minimum of 4 days, up to a 
maximum of 14 days, with the total duration determined by the treating 
clinician.  



Primary outcome: 30-day all cause mortality   

Randomization <72 h of initial positive BC collection 

Any empiric therapy allowed prior to randomization; step-down from day 5 

Exclusion if survival <96 h 

Secondary outcomes: 

• Time to clinical and microbiologic resolution, day 4 success 

•   Relapsed BSI 

•   Resistant organism or Clostridium difficile infection 



Difference did  
not meet 5% 

noninferiority 
margin  

Adjustments for UT 
source and Charlson CI: 

aOR 3.41 CI 0-8.38 

Harris PNA et al. JAMA 2018;11:984-994 

15 day 
RR 2.76 [1.01, 7.59] 
 

30 day 
RR 3.66 [1.61, 8.32] 
 

MERINO trial: Results 



… but resistance to carbapenems is a relevant problem:  
what can we do? 



we should not use carbapenems  

when unneccessary 

FIRST 



Most pts had pneumonia or 
bactearemia (355/406 87%) and most 
infections were caused by 
Acinetobacter baumannii (312/406 
77%) 
 
Combination therapy was not 
superior to monotherapy. The 
addition of meropenem to colistin 
did not improve clinical failure in 
severe A. baumannii infections. 

Lancet ID 2018;18:391-400 



we should use new drugs  

when indicated 

SECOND 



Non-inferiority, compared to meropenem,  
for treatment of nosocomial pneumonia 
(including VAP) caused by ceftazidime-non-
susceptible (25% entero- bacteriaceae and 
24.8 % Pseudomonas aeruginosa) or 
ceftazidime-susceptible Gram-negative 
aerobic pathogens. 

Lancet ID 2018; 285-295 



we should shorten the treatment  

when possible 

THIRD 



Inclusion criteria were met for 22,128 
patients aged 18-64 years across 2,100 
hospitals and 130,746 patients aged 
≥65 years across 3,227 hospitals. 
Median total LOT was 9.5 days.  
LOT exceeded recommended duration 
for 74% of patients aged 18–64 years 
and 71% of patients aged ≥65 years. 
Patients aged 18-64 years had a 
median (quartile 1-quartile 3) 6 (3-7) 
days outpatient LOT and those aged 
≥65 years had 5 (3-7) days.  

Yi et al., CID 2018:66 (1 May) 



Clin Infect Dis: 2018 

Primary outcome at 90 days was a composite of all-cause 
mortality; clinical failure, including either relapse of the 
bacteremia, local suppurative complications, or distant 
complications; and readmission or extended hospital stay (>14 
days). 
Secondary outcomes included development of new infection 
by 90 days, functional capacity at day 30 and time to return to 
baseline activity by day 90. 



Limitations: very stable patients, thus results are valid for these patients, only. 
Moreover, more than 90% of the patients had Enterobacteriaceae thus results 
could not be applicable to Gram- non fermenters such as Pseudomonas 
aeruginosa and Acinetobacter baumannii 



TUBERCULOSIS 



NEJM 2018;379:1621-34 

Subjects with latent TB by IGRA-test since most received 
BCG in the past in Kenya, South Africa and Zambia were 
enrolled. 1786 participants received M72/AS01 and  1787 
received placebo; 2 doses intramuscularly one month 
apart.   
 

54% protection 

M72/AS01 candidate vaccine contains the M72 
recombinant fusion protein derived from 2 
immunogenic M. tuberculosis antigens (Mtb32A and 
Mtb39A) combined with the AS01 adjuvant system, 
which is also a component of the malaria vaccine and 
recombinant zoster vaccine (GSK). 

10 active TB cases in the vaccine arm vs 22 
in the placebo arm 

Side effects within 30 days were more frequent in the 
vaccine, but mainly injection-site reactions and 
influenza-like symptoms. 



Menzies et al. NEJM 2018;379:440-453 

The control regimen was oral isoniazid 
at a dose of 5 mg per kilogram of body 
weight (maximum dose, 300 mg) taken 
daily for 9 months (270 doses), with 
vitamin B6 (pyridoxine) added for adults 
who were at risk for neuropathy.  
 
The experimental regimen was oral 
rifampin at a dose of 10 mg per 
kilogram (maximum dose, 600 mg) 
taken daily for 4 months (120 doses).  
 
 
 



N Engl J Med 2018;379:440-53 



Of 12 030 patients from 25 countries in 50 studies, 7346 (61%) 
had treatment success, 1017 (8%) had failure or relapse, and 
1729 (14%) died.  
 

Compared with failure or relapse, treatment success was 
positively associated with the use of linezolid (adjusted risk di 
erence 0·15, 95% CI 0·11 to 0·18), levofloxacin (0·15, 0·13 to 
0·18), carbapenems (0·14, 0·06 to 0·21), moxifloxacin (0·11, 
0·08 to 0·14), bedaquiline (0·10, 0·05 to 0·14), and clofazimine 
(0·06, 0·01 to 0·10).  
 

There was a significant association between reduced mortality 
and use of linezolid (–0·20, –0·23 to –0·16), levofloxacin (–
0·06, –0·09 to –0·04), moxifloxacin (–0·07, –0·10 to –0·04), or 
bedaquiline (–0·14, –0·19 to –0·10).  

Lancet 2018; 392: 821–34  



NEJM March 13 2019 

A phase 3 noninferiority trial in rifampin-resistant TB susceptible 
to fluoroquinolones and aminoglycosides. Participants were 
randomly assigned, in a 2:1 ratio to receive a short regimen (9 to 
11 months) including high-dose moxifloxacin, clofazimine, ETB 
and pyrazinamide over 40 weeks, plus kanamycin, isoniazid and 
prothionamide in the first 16 weeks) or a long regimen (20 
months) as in the WHO guidelines. 
 
“In the treatment of patients with MDR-TB, regimens should 
include at least pyrazinamide, a fluoroquinolone, a parenteral 
agent, ethionamide (or prothionamide), and either cycloserine or 
PAS if cycloserine cannot be used). “ 



The median duration of treatment among 
those who completed the assigned regimen 
was 40.1 weeks in the short-regimen group 
and 82.7 weeks in the long- regimen group.  
 
In the modified intention-to-treat efficacy 
analysis, favorable status was reported in 99 
of 124 participants (79.8%) in the long-
regimen group and  in 193 of 245 participants 
(78.8%) in the short-regimen group  a 
difference, with adjustment for HIV status, of 
1.0 percentage point (95% CI, −7.5 to 9.5) 
(P=0.02 for noninferiority).  
 

Pay attention to prolongation of the QT 
due to moxifloxacin. 



HIV INFECTION 



NEJM 2018;379:1915-25 



RESULTS 



We have new drugs in PLWH 

Molina JM et al. Lancet HIV 2018; 



Will we treat most PLWH with 2 drugs? 

Lancet 2019; 393: 143-55 



We have new therapeutic options for MDR HIV 

Ibalizumab is a humanized IgG4 mAb, which blocks 
the entry of HIV by noncompetitive binding to 
CD4. Fourty patients enrolled. 

NEJM 2018;379:645-54 



Aberg J et al. HIV Glasgow 2018; Glasgow, UK. Oral 334A & 334B;  
1. Vavro et al. EUDRW 2014; Barcelona, Spain. Abstract O_10. 
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Virologic Response at Week 48 (Snapshot Analysis)* 

*Change in OBT for efficacy reasons were considered virologic failures in this analysis. 
ART, antiretroviral therapy; D/C, discontinued. 

BRIGHTE Study 

Day 8, Week 24, and Week 48 Efficacy 
Results (ITT-E, N=183) – Viking-31 

A Multi-arm, Phase 3, Randomized, Placebo Controlled, Double Blind Clinical Trial to Investigate the Efficacy and Safety of 
Fostemsavir (BMS-663068/GSK3684934) in Heavily Treatment Experienced Subjects Infected With Multi-drug Resistant HIV 





Test and treat is showing new evidence 



Bavinton BR et al.  
Lancet HIV 2018 

TASP works in 
serodiscordant couples 





We should not stop looking for an HIV cure 



The London Patient 



The London Patient 



Summary regimens of London,  
Dusseldorf and Berlin patients 

London  patient Dusseldorf patient Berlin patient 

Underlying 
condition 

HL AML AML 

ASCT, donor 
CCR5-d32/d32 

Once Once Twice 

Conditioning 

reduced intensity: 
anti–CD52 

(alemtuzumab) 

reduced intensity: 
fludarabine/ 

treosulfan 

Total body irradiation (twice) 

GvH disease Grade 1 Grade 1 Grade 1 

ART post-
transplant 

16 months 66 months None 

Time with HIV 
remission 

18 months 3 months > 10 years 

The problem is that they are all different 



HEPATITIS C 



DAAs made the impossible possible 



Thank you very much  

for your attention! 


