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Supplementary Table 1 – Summary of trials for antibiotic treatment of enteric fever 1990 to 2017. 

	Author
Year
Country
Reference No.
	Antimicrobial
	Sample size
	Duration
	Age range
	Route of
administration
	Summary

	Lasserre 
1991
The Philippines (1)

	Ceftriaxone 3g daily 

Vs.

Ceftriaxone 4g daily

Vs.

Chloramphenicol 500mg QDS
	19




20




20
	3 days




3 days




14 days
	15 – 50 years
	Parenteral
	Clinical cure:  Ceftriaxone 3g 94%  vs. Ceftriaxone 100%  vs. Chloramphenicol 100%   

Relapse: Ceftriaxone 3g 2/19 vs. Ceftriaxone 4g 0/20 vs. Chloramphenicol 3/20 

	Islam 
1993
Bangladesh (2)
	Ceftriaxone (75mg/kg children, 4g/day adults)

Vs.

Chloramphenicol (60mg/kg/day to defevervesence followed by 40mg/kg to Day 14)
	28







31
	5 days






14 days 
	6 months – 60 years 
	Parenteral







Oral or Parenteral
	Clinical cure: Ceftriaxone 22/28 vs. Chloramphenicol 28/31

Relapse:  Ceftriaxone 1/28 vs. Chloramphenicol 1/31

	Gotuzzo 
1994
Peru
(3) 
	Aztreonam
(2g IV TDS)

Vs.

Chloramphenicol (50mg/kg QDS)
	22




22
	10 days




14 days
	>14 years
	IV




PO/IV
	Higher treatment failure with aztreonam compared with chloramphenicol (32% vs. 0%). Shorter fever clearance times with aztreonam.

	Acharya
1995
Nepal
(4)
	Ceftriaxone (50 mg/kg) 

vs

Chloramphenicol (60 mg/kg)
	8 


8
	3 days



14 days
	Not reported
	Parenteral
	No difference in duration of clinical cure or onset of complications between the two groups.
Fever clearance time: 
Treatment failure: 17% vs. 13%


	Girgis
1995
Egypt
(5)
	Cefixime (20-30 mg/kg)
	60
	8 days
	3 -16 years
	Oral
	Cefixime given as an 8 day course is safe and effective in the management of MDR typhoid in children.

Clinical cure: 95%

	Girgis
1995
Egypt
(6)
	Cefixime (7.5 mg/kg) 

vs 

ceftriaxone (50 – 70 mg/kg) 

vs

azetronam ( 50 – 70 mg/kg)
	50 




43





43
	14 days




5 days





7 days
	Not reported
	Oral

Parenteral


Parenteral
	All the 3 regimes were equally safe and efficacious. While ceftriaxone was more economical for in-patient care cefixime was better for out-patient care.

Fever clearance time: Cefixime 5.3 days vs. Ceftriaxone 3.9 days vs. aztreonam 5.5 days
Relapse: Cefixime 6% vs. ceftriaxone 5% vs. aztreonam 6%


	Butler 
1999
India             
(7)
	Azithromycin (500mg OD)

Vs.

Chloramphenicol (2-3g in four divided doses)
	42




35

	7




14
	>18 years
	Oral




Oral
	Azithromycin given once daily for 7 days was equivalent in effectiveness to chloramphenicol when given to patients with chloramphenicol-susceptible infections.
Clinical cure: Azithromycin 88% vs. Chloramphenicol 86% 

	Girgis 
1999
Egypt (8)

	Azithromycin
(1g on Day1, 500mg OD thereafter)

Vs.

Ciprofloxacin (500mg BD)
	36






28
	7






7
	>18 years
	Oral






Oral
	Azithromycin and ciprofloxacin showed equivalent clinically and bacteriologically efficacy  against typhoid fever caused by both sensitive organisms and MDRS. Typhi.

Mean fever clearance time: Azithromycin  3.8 days vs. Ciprofloxacin 3.3 days.
 
No cases of relapse. 

	Cao
1999
Vietnam (9)

	Ofloxacin (10 mg/kg) 
vs 
cefixime (20 mg/kg)
	38


44
	5 days


7 days
	<15 years
	Oral


Oral
	Higher rate of treatment failures in the cefixime group (11 vs. 1).

Median fever clearance times:   Ofloxacin 4.4 days vs Cefixime 8.5 days 
  

	Chinh
2000
Vietnam (10)


	Azithromycin (1g daily,  20mg/kg/day)

Vs

Ofloxacin (200mg BD, 8mg/kg/day)
	44





44
	5





5
	≥15 years
	Oral





Oral
	 A 5-day course of azithromycin was effective for the treatment of enteric fever due to MDR and nalidixic-acid-resistant S. Typhi,

Clinical cure: Azithromycin 95.5% vs. 86.4%, p=ns

Patients with nalidixic acid-resistant typhoid treated with ofloxacin had a longer mean fever clearance time compared with those treated with azithromycin (174hrs vs 135 hrs) 

	Bhutta
2000
Pakistan (11)

	Ceftriaxone (65 mg/kg)
	29 

28 
	7 days
vs
14 days
	2 – 11 years
	Parenteral
	14% of children in the short duration treatment arm had bacteriological relapse within 4 weeks as opposed to 0 % in the long duration arm.

	Frenck
2000
Egypt (12)
	Azithromycin (10 mg/kg)
vs
ceftriaxone (75 mg/kg)
	31


29

	7 days

	4 -17 years
	Oral


Parenteral
	Oral azithromycin is safe, effective and convenient for uncomplicated paediatric enteric fever.

Clinical cure by day 7: Azithromycin 91% vs. Ceftriaxone 97%

Mean fever clearance time: Azithromycin 4.1 days vs. Ceftriaxone 3.9 days

	Gasem 
2003
Indonesia (13)
	Ciprofloxacin (500mg BD)

vs.

Chloramphenicol (500mg QDS)
	
	7 days




7 days
	>14 years
	28




27
	Median fever clearance time:  5.1 days vs. 5.7days

Treatment failure: Chloramphenicol 5/27 vs. Ciprofloxacin 1/28

Relapse: 0% per group (NB follow up to Day 14 only)

	Tatli
2003
Turkey (14)


	Ceftriaxone
(75 mg/kg)
vs
Chloramphenicol (75 mg/kg)
	36


36
	8 – 12 days

14 days

	<16 years
	Parenteral

Oral
	Clinical cure without complications was achieved in all patients.
Fever clearance:  Ceftriaxone 5.4 days vs. chloramphenicol 4.2 days. 
Relapse: ceftriaxone 0% vs. 14% chloramphenicol group.


	Frenck
2004
Egypt (15)
	Azithromycin (20 mg/kg)
vs
ceftriaxone (75 mg/kg)
	32


36
	5 days
	3 -17 years

	Oral


Parenteral
	A 5-day course of azithromycin was found to be an effective treatment for uncomplicated typhoid fever in children and adolescents. 
Clinical cure: azithromycin 94% vs. ceftriaxone 97%
Mean fever clearance time: azithromycin 4.5 days vs. ceftriaxone 3.6 days.

	Phongmany 2005
Laos (16) 
	Ofloxacin (15mg/kg)

Vs.

Chloramphenicol (50mg/kg)

	27




23
	3 days




14 days
	>15 years
	Oral




Oral
	Three days ofloxacin was more effective than 14 days chloramphenicol for the in-patient treatment of typhoid fever, irrespective of antibiotic susceptibility.

Treatment failure: Chloramphenicol 1/23 vs. Oxfloxacin 0/27
Median fever clearance: Ofloxacin 54hrs vs. Chloramphenicol 90 hours.


	Vinh
2005
Vietnam (17)


	Ofloxacin (10 mg/kg) 

	89

107
	2 days
vs 
3 days
	Not reported
	Oral
	No significant difference in fever clearance time or duration of hospitalization in children with uncomplicated enteric fever.

Treatment failure: 13.5% vs. 7.5%

Mean fever clearance time:  92hrs vs 101hrs
  

	Shakur
2007
Bangladesh (18)

	Cefpodoxime proxetil (16 mg/kg)
 vs 
cefixime (20 mg/kg)
	21 


19 
	10 days
	6 months – 12 years
	Oral
	Clinical efficacy similar in both groups.
Mean fever clearance time  4.87 days vs  4.27 days
1 relapse per group.


	Parry
2007
Vietnam (19)


	
azithromycin (10 mg/kg)
vs
ofloxacin (15 mg/kg) + azithromycin (10mg/kg)

vs

Ofloxacin (20 mg/kg)

	Not reported
	7 days
	Not reported
	Oral


Oral



Oral



	Fever clearance time: 
5.8 days vs. 8.2 days vs. 7.1 days

Treatment failure: 11/62 (18%) vs. 15/62 (24%) vs. 23/63 (37%)

Fever clearance time for patients treated with azithromycin was shorter than that for patients treated with ofloxacin + azithromycin and ofloxacin. 
A 7-day course of azithromycin may be used to successfully treat uncomplicated MDR typhoid fever with reduced susceptibility to fluoroquinolones. 

No cases of relapse

	Pandit
2007
Nepal (20)
	Gatifloxacin (10 mg/kg) 
vs 
cefixime  (20 mg/kg)
	Not reported
	7 days
	Not reported
	Oral
	Gatifloxacin was more efficacious in terms of defeversence time, treatment failure and relapse.

Treatment failure: Gatfloxacin 3.5% vs. Cefixime 37.6%
Median fever clearance time: Gatifloxacin 92 hours vs. Cefixime 138 hours.
Relapse: Gatifloxacin 3.4% vs. cefixime 12.4%


	Dolecek
2008
Vietnam (21)
	Gatifloxacin (10 mg/kg)
vs 
azithromycin (20 mg/kg)
	109


101
	7 days
	2 -15 years
	Oral
	Both antimicrobials are equally efficacious with gatifloxacin being one-third the cost of azithromycin.

Treatment failure: gatifloxacin 9% vs. azithromycin 9.3%.
Median fever clearance time: gatifloxacin 106 hours vs. azithromycin 106 hours.

	Arjyal
2011
Nepal (22)
	Gatifloxacin (10 mg/kg) 
vs
chloramphenicol (75 mg/kg)
	Not reported
	7 days

14 days
	Not reported
	Oral
	Gatifloxacin may be the preferred treatment because of its shorter treatment duration and fewer adverse effects.

Treatment failure: Gatifloxacin 6.7% vs. Chloramphenicol 8%
Median fever clearance time: Gatifloxain 3.9 days vs. Chloramphenicol 3.95.

	Chandney 
2012
India (23)


	Azithromycin(1g on day 1 500mg/day therafter)
vs 
Ofloxacin (20 mg/kg)
	20




20
	7 days
	18 to 60 years
	Oral
	Equivalent efficacicacy of azithromycin and ofloxacin in of typhoid fever.
 
Mean fever clearance time: Ofloxacin 3.68 days vs. Azithromycin 3.65 days


	Koirala 
2013
Nepal (24)
	Gatifloxacin (10 mg)
vs 
Ofloxacin (20 mg)
	
	7 days
	≥2 years
	Oral
	Gatifloxacin was not superior to ofloxacin in preventing failure, but use of gatifloxacin did result in more prompt fever clearance time compared to ofloxacin. 

	Arjyal
2016
Nepal (25)
	Gatifloxacin (10mg) vs ceftriaxone (60mg)
	
	7 days
	2 -13 years
	Oral

Parenteral
	Fluoroquinolones should no longer be used for treatment of enteric fever in Nepal*
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