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Chloramphenicol in typhoid fever

‘…the clinical improvement and complete transformation in a few 

days can only be appreciated by clinicians who have had 

previous experience of typhoid fever and have known their own 

helplessness in the past to affect its protracted course…its great 

value in saving life and curtailing morbidity in this disease is 

incontestable’ 

Edge W. 1950. Typhoid fever treated with chloramphenicol: 

review of 16 cases. Lancet 255:710-712. 
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Wain et al, Lancet 2016



In the culture-confirmed population, 16 (26%) of 62 
patient who received gatifloxacin failed treatment 
compared with four (7%) of 54 who received ceftriaxone 
(HR 0.24 (95% CI 0.08-0.73) p=0.01]. Treatment failure 
was associated with the of S.Typhi exhibiting resistance 
against fluoroquinolones requiring the trial to be 
stopped. 



By contrast, in patients with a negative blood culture, 
only two (3%) of 58 who received gatifloxacin failed 
treatment versus 15 (23%) of 65 who received 
ceftriaxone [HR7.5 (95% CI 1.71-32.80), p =0.01).



Carbapenems

iv Meropenem/Imipenem

iv Ertapenem

oral Faropenem

iv 4th generation cephalosporins

iv Tigecycline

Oral Mecillinam

Alternatives









What are we trying to achieve when we 
treat a patient with typhoid fever?

 Individual patient

 Cure the patient, prevent complications and death

 Prevent relapse

 Safe in children and adults

 Affordable, available, easy adherence

Parry. Trans Roy Soc Trop Med Hyg 2004;98:413



What are we trying to achieve when we 
treat a patient with typhoid fever?

 Individual patient

 Cure the patient, prevent complications and death

 Prevent relapse

 Safe in children and adults

 Affordable, available, easy adherence

 Public health (“treat the patient, treat their community”) 

 Prevent acute faecal shedding, convalescent and chronic carriage - reduce 

transmission 

Parry. Trans Roy Soc Trop Med Hyg 2004;98:413



Patient 
with 
Fever

Case Finding
Diagnosis

Empiric
antibiotic
therapy



Case finding for enteric fever
Blood culture

Widal

Point of care RDT



Wijedoru et al Cochrane Systematic Review. 2017 (unpublished)
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Acute faecal shedding
RCT Uncomplicated typhoid fever 

Rx Ofloxacin for 2/3/5/7 days

Pre treatment Post treatment

No All > 2 
samples

All > 2 
samples

NaS 572 14% 22% 2% 4%

NaR 177 32% 38% 17% 20%

Parry. Trans Roy Soc Trop Med Hyg 2004;98:413
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Initial empirical therapy
Broaden coverage against resistant organisms
Widen spectrum of organisms covered

Synergy
Prevent resistance

Increased adverse reactions
Increase cost
Formulation of combinations
Fixed dose combinations

Antimicrobial combinations with -
liposomes/nanoparticles/antimicrobial peptides

Antimicrobial combinations









Relentless increase in resistance
Resistance has an impact on morbidity and mortality

Case finding and treatment is a neglected method of control

Antimicrobial combinations/New formulations
Multi-centre RCTs

WHO list of AMR organisms of concern

WHO - Drugs for Neglected Tropical Diseases Initiative (DNDi) 
Incubating:
Global antibiotic resistance development (GARD) partnership 

Discussion
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Single drugs versus combinations

Large numbers for adequate power

Simple protocol

Post treatment faecal carriage

Incorporate PK/PD

Complete in sensible time period

Translation results into policy

Multicentre RCT


