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RESULTSINTRODUCTION
It is easier to conduct Good Clinical Practice (GCP) compliant trials in
a controlled set up with a specialized team at an institution with
adequate funding, but results are not necessarily generalizable to
what can be expected to be seen in less resourced real life
conditions. However, due to the challenges in implementing clinical
trials to assess treatment effectiveness, very few studies have been
conducted in the government sector at the district or primary
health care level under real-life conditions within national program
settings. A study aiming at informing policy treatment for VL was
conducted in Bihar, India.

CONCLUSIONS
This study shows that it is possible to implement clinical research in real life settings that is
essential in generating additional evidence to support policy change. This can be translated
into research for other neglected tropical diseases in similar settings at low- and middle-
income countries (LMICs)

METHODS
A Phase IV clinical trial for recently developed new visceral
leishmaniasis (VL) treatment regimens was conducted at public
health facilities in two VL endemic districts (Vaishali and Saran) in
Bihar state, India and at a kala-azar referral hospital in Patna
between 2012 to 2015. Single dose AmBisome® (SDA) and the
combinations miltefosine with paromomycin (MF+PM) and
AmBisome® with miltefosine (Amb+MF), which have all been
recently developed and show high efficacy in RCTs, were tested.
DNDi (sponsor) worked in partnership with Bihar State Health
Society, Rajendra Memorial Research Institute of Medical Sciences,
and Médecins Sans Frontières. Significant training was provided
prior to and during the trial.

Regulatory and ethical approvals were obtained, laboratories and
health facilities were upgraded, and research ethics/GCP/GCLP
training was provided to health professionals.
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A total of 1,761 patients were treated and were followed up for at least 6 months to determine 
treatment outcome; a cohort was followed for 12 months. 

RMRIMS - Patna State Health Society Bihar

Open label, prospective, non randomised, non comparative, 
multicentre  study in the public health sector 2012-2015

Regimens: Single dose liposomal amphotericin B (AmBisome®) 
10mg/kg 

MF (2.5mg/Kg/d) + PM (11mg/Kg/d) for 10 days

AmB (5mg/kg SD) + Milt (2.5mg/Kg/d) for 8 days

PHCs District Hospital/ Referral centre

3 sites 

RMRIMS, District Sadar

Hospital

MF + PM 

for 10 d

3 PHC 5 PHC

AmB

(5mg/kg) + 

MF for 7d

Referral Centres (special cases)

SDA (10mg/kg) 

Other VL treatments if SDA 

contraindicated or unavailable

8 PHCs  in 2 districts in 

Bihar – Vaishali & Saran

PROJECT DESIGN

Treatment by Government doctors/staff except Hajipur
Training: GCP + KA case management
Upgrade of health centers e.g lab, ice lined refrigerator, drugs, 
diagnostic kits
IEC team: training of Accredited Social Health Activists (ASHA)
Clinical Supply Management

SDA AmB+MF MF + PM

Number of patients started on

treatment (n=1,761)
891 358 512

Cure at 06 months n (%)
813 (91.3%)

(CI-89.2-93.0)

318 (88.8 %)

(CI-85.1-91.9)

496 (96.9 %)

(CI-95.0-98.2)

Patients 
Enrolled 
n=1761

Saran District 
n= 498

Chapra District 
Hospital n= 378

Children n=181

Adults n=197

PHCs (Adults) n=120

Baniyapur PHC n=61

Dariyapur PHC n=42

Marourha PHC n=17

RMRI n= 96
Vaishali District n= 

1,167

Hajipur District 
Hospital 
n=1,052

Children n=329

Adults n=723

PHC (Adults) n= 115

Vaishali PHC n=33

Raghopur PHC n=41

Mahua PHC n=25

Mahnar PHC n=10

Goroul PHC n=6

Adults ≥ 12 (n=1,227, 69.7%)

Children <12 (n=534, 30.3%)

235 patients (13.3%) were treated at primary health care centres in both districts (120 in 
Saran PHCs and 115 in Vaishali PHCs)

The regimens showed high effectiveness and had good safety profiles. As a result, the national
program revised its treatment policy in August 2014, recommending SDA as the 1st option and
MF + PM as the 2nd option. Currently, up to 24 month follow-up data are being collected from
the cohort to provide long-term assessment of late relapse risk and PKDL incidence.

Indian National Program 
revised drug policy in 
August 2014

SDA as 1st option  
treatment for VL
Combination as 2nd

option treatment

Final Cure ITT at 6 months follow-up

Saran District Vaishali District

Safety: There were 5 serious adverse events (SAE) in the SDA arm. A hypersensitivity reaction
occurred during treatment and was related to the study drug AmBisome®. There were four
SAE after completion of treatment and discharge from hospital: presumed sub-acute bacterial
endocarditis was probably drug related in AmB treatment. The other three SAEs were: TB
empyema, hospitalization due to dehydration and elevated creatinine and lower respiratory
tract infection, that were unrelated to the study drug. All patients were followed till resolution
and all recovered completely. No new safety concern was identified.


