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SPIRIT 2013 Checklist: Recommended items to address in a clinical trial protocol and 
related documents* 

Section/item Item
No 

Description 

Administrative information 

Title 1 Fast and reliable easy-to-use-diagnostics for eliminating Bilharzia in 
young children and mothers 
(freeBILy) 

Trial registration 2a Pan African Clinical Trials Registry 
PACTR201905784271304 
https://pactr.samrc.ac.za/TrialDisplay.aspx?TrialID=6048 

2b n/a 

Protocol version 3 V1.3 13/12/2019 

Funding 4 the European and Developing Countries Clinical Trials Partnership 
(EDCTP)  
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Roles and 
responsibilities 

5a Sponsor Principal Investigator (PI) 
Norbert Schwarz, MD 
Bernhard Nocht Institute for Tropical Medicine, 
Address: Bernhard-Nocht-Strasse 74 D-20359 Hamburg 
Phone: +49 (0)40428 18-243 
Country Principal Investigators 
Raphael Rakotozandrindrainy, Pr 
Université d’Antananarivo 
Address: Campus Universitaire d’Ankatso 
Faculté de Médecine - BP 375, Antananarivo 101 
 Phone: +261 32 02 108 12 
Co- Principal Investigators: 
Rivo Rakotoarivelo, Pr 
Service des Maladies Infectieuses 
Hôpital Universitaire Tambohobe, Fianarantsoa 
Phone: +261 33 12 212 64 
Mala RAKOTO ANDRIANARIVELO, PhD 
Centre d’Infectiologie Charles Mérieux 
Address: Campus Universitaire d’Ankatso,  
Faculté de Médecine - BP 375, Antananarivo 101 
Phone: +261 34 67 018 81 
Scientific Coordinator 
Daniela Fusco, MSc, PhD 
Bernhard Nocht Institute for Tropical Medicine 
Address: Bernhard-Nocht-Strasse 74 D-20359 Hamburg 
Phone: +49 (0)40428 18-243 
 

5b Daniela Fusco, MSc, PhD 
Bernhard Nocht Institute for Tropical Medicine 
Address: Bernhard-Nocht-Strasse 74 D-20359 Hamburg 
Phone: +49 (0)40428 18-243 
 

 5c Senior epidemiologist: 
Eva Lorenz, PhD 
Bernhard Nocht Institute for Tropical Medicine 
Address: Bernhard-Nocht-Strasse 74 D-20359 Hamburg 
Phone: +49 (0)40428 18-243 
Data manager: 
Anna Jäger 
Bernhard Nocht Institute for Tropical Medicine 
Address: Bernhard-Nocht-Strasse 74 D-20359 Hamburg 
Phone: +49 (0)40428 18-243 
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 5d Coordinating centre: 
Daniela Fusco (scientific coordinator) 
Norbert Schwarz (PI) 
Raphaël Rakotozandrindrainy (Country PI)   
Tahinamandranto Rasamoelina (Country co-PI)    
Rivo Rakotoarivelo (Country co-PI) 
 
TSC: Trial Steering Committee  
- Raphaël Rakotozandrindrainy    
- Tahinamandranto Rasamoelina    
- Rivo Rakotoarivelo    
- Norbert Schwarz     
- Daniela Fusco 
- Philipp Klein 
- Jürgen May 
 
Data Management team: 
Anna Jäger  
 
DSMB: 

- Alpha Diallo (Phramacovigilance) 
- Olumide Faniyan (Epidemiologist) 
- Robin Kobbe (Clinician - Chair) 
- Edouard Lohmme (Statistician) 
- Mamy Randria (Clinician and Local Safety Monitor)  

 

Introduction   

Background and 
rationale 

6a Mass drug administration (MDA) of Praziquantel is one of the main 
control measures for human schistosomiasis. However, pregnant 
women, babies and toddlers are usually excluded from MDA, as they 
should not be exposed to Praziquantel without solid indication to treat. 
Diagnostic tools identifying infections at primary health care centre 
(PHCC) level could therefore help to integrate pregnant women, 
babies and toddlers into large-scale control programmes. freeBILy, in 
rural Madagascar, is a phase 3 cluster randomised controlled trial 
(RCT). This RCT aims to determine the effectiveness of Test-Based-
Schistosomiasis-Treatment (TBST) for pregnant women and their 
infants. 
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 6b The analysis for the primary outcomes aims at defining the impact of 
the TBST intervention on women health and child development. To 
assess the effect of TBST on women health, the level of Hb values 
recorded at T0, T1, T3 and T4 will be compared between the infected 
women of the intervention and control group. To assess the effect of 
TBST on children development a main analysis will be performed 
comparing the anthropometric parameters (height and weight) 
recorded at T2, T3 and T4 from infected children of intervention and 
control groups. 

Objectives 7 - To compare schistosomiasis-morbidity associated growth and 
developmental disadvantages in young children and schistosomiasis-
morbidity associated anaemia disadvantages in mothers in TBST to 
non-TBST sites. 
- To evaluate the sensitivity and specificity of the POC-CCA test with 
urine in routine mother child primary health care programmes for the 
detection of Schistosoma mansoni infections. 
 

Trial design 8 Cluster Randomized controlled trial of the “Test based 
Schistosomiasis Treatment (TBST)” public health intervention 
implemented in 20 intervention study centres and compared to 20 
non-intervention study centres, plus 2 non-randomized training 
centres. 
 

Methods: Participants, interventions, and outcomes 

Study setting 9 Primary Health Care Centres in rural Madagascar. Fig. 1 of the 
manuscript  
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Eligibility criteria 10  Inclusions criteria 
 
- Informed consent signed (from the parents for minors) 
- Expected residency in the area of the study site for the next 24 

months 
- Pregnant women between their 5th and 6th months of 

pregnancy 
- Children born from an enrolled mother, including twins 
- Willingness to comply with the protocol requirements 

including: sampling and treatment for both mothers and 
children 

 
 
Exclusions criteria 
 
- Fever (temporary exclusion) 
- History of transfusion 
- History of congenital anaemia 
- Epileptic or convulsive episodes  
- Non-pregnant women 
- Pregnant women younger than 16 years old 
- Pregnant women who have not completed their 4th month of 

pregnancy 
- Pregnant women over their 6th month of pregnancy 
- Pregnant women who do not live in the area of the CSB 
- Children born from mothers not enrolled in the study  
- Children born in a CSB different from the ones in which the 

mothers were enrolled 
 
 

Interventions 11a A POC-CCA to test schistosomiasis infection will be performed on site 
for mother and child (after T3). To positive women and children, a 40 
mg/kg and 300mg PZQ treatment respectively will be given. All 
treated women will be invited to visit the clinic at any moment in case 
of any side effect for them or their child 

11b n/a 

11c Community based strategies to adhere to the visit schedule. 

11d n/a 

Outcomes 12 The outcome measured to assess the impact of (TBST) on child 
growth will be height for age at 2 years. The outcome measured to 
assess the impact of (TBST) on mothers will be maternal 
haemoglobin (Hb). 
 



 6 

Participant 
timeline 

13 Five time points: T0 - recruitment, T1- 8 months of pregnancy, T2- 
birth, T3- 9 months after birth, T4- 24 months after birth (see Fig 2)  

Sample size 14 N= 4200 tandems including 4200 mothers and their 4200 new-borns. 
N= 1000 participants for the cross-sectional sub-study in the non-
randomised sites 
 

Recruitment 15 Women are enrolled at primary health care centres during their 
regular anti-natal care visits. 

Methods: Assignment of interventions (for controlled trials) 

Allocation:   

Sequence 
generation 

16a Randomisation was done at CSB level. For randomisation, a list with 
the codes of the 20 CSBs in the regions of Bongolava and Itasy (so 
called Antananarivo sites) and 20 CSBs in the region of Amoron´I 
Mani (so called Fianarantsoa sites) was provided to the Leiden 
University Medical Center (LUMC), which randomly allocated 10 of 
the sites to control and 10 to intervention arm stratified by regions. 
LUMC informed the University of Antananarivo, University of 
Fianarantsoa and BNITM about the randomisation result. 
While blinding at the CSB level is not possible, all procedures of the 
study and of TBST (including urine sampling) are implemented at 
both the intervention and control CSBs. Only the actual POC-CCA 
test and the treatment of positives is exclusively done in intervention 
sites. 

Allocation 
concealment 
mechanism 

16b Randomisation is performed using the formula “randombetween” in 
excel, but any other random number generator will suffice. 

Implementation 16c Randomization will be performed by the University of Leiden, not 
involved in the implementation of the study 

Blinding 
(masking) 

17a The study is not blinded 

 17b n/a 

Methods: Data collection, management, and analysis 

Data collection 
methods 

18a Data are collected on paper based CRFs. Data quality checks are 
introduced in the questions and as a checklist at the end of the CRF. 
Each CRF is produced as a copy carbon so that one CRF will stay on 
site and the other will be brought to the data entry station. CRFs are 
available in the trial master file of the study.  

 18b A follow-up calendar is produced on a monthly basis. The medical site 
coordinators follow-up directly with the study nurses.  
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Data 
management 

19 Two data entry stations will be localized in assigned focal points 
where data will be digitalized and share with the central database 
located at BNITM via REDCap software. Initial data will be double-
entered in REDCap to insure their accuracy. Personal participant’s 
data will not be entered in the data base. At BNITM a protected server 
will guarantee the confidentiality of the data.  All the CRFs, which 
represent the source documents for personal and clinical data will be 
kept in a secured environment on site at both CSB and the data entry 
stations under the PI’s responsibility.  
A dedicated section in the central database will be in place for 
laboratory results. Where possible, data will be transferred directly 
from the machines and imported into the database. In order to 
guarantee the accuracy of the data and the respect of the original 
source, a specific digital identity will be assigned to the data clerks for 
the data entry. Data management plan is available in the trial master 
file.  
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Statistical 
methods 

20a Primary outcomes: For the main child endpoint, the proportion of 
stunted children (height-for-age z-value <-2) at 2 years will be 
compared between the intervention and control arm using chi-square 
tests and t-tests. For the maternal main endpoint, the difference in Hb 
2 years after delivery will be compared between the intervention and 
control arm using t-tests. For all analyses, a significance level of 
alpha = 0.05 is assumed. Additional analyses will be performed using 
mixed-effects logistic and linear regression models to account for the 
between-cluster variation as a random effect. Secondary and other 
outcomes that are normally distributed will be analysed in the same 
way. 
Secondary outcomes: To measure sensitivity and specificity of the 
POC-CCA, the test results of the 1000 urines collected at the non-
randomised sites at T0 will be compared to the results obtained from 
the reference panel. Sensitivity of the POC-CCA is defined as the 
number of samples positive in the POC-CCA test divided by the total 
number of “true” positives (according to reference testing). Specificity 
of POC-CCA will be the number of sample negatives in the POC-CCA 
test divided by the total number of “true” negatives.  
Additionally, women’s health related quality of life scores will be 
compared between women in the intervention and in the control arms 
(Wilcoxon rank-sum test will be applied). A multivariate two-way fixed 
effect, regression model will be used to evaluate the effect of the 
intervention (while controlling for other factors) on women’s health 
related quality of life scores. Finally, costs of the intervention and 
health indicators will be used for the cost-effectiveness analysis. A 
decision tree model will be estimated and where the natural history of 
the disease will be represented by a Markov model. The model will be 
estimated by following standard approaches (i.e., deterministic and 
probabilistic analyses will be conducted). The association between 
women’s capacity to work and the intervention will also be estimated 
using two-way fixed effects regression analysis, while controlling for 
observable time-varying factors.   

 20b n/a 

 20c The data will be analysed both for intention to threat and per protocol. 
Missing data from intermediate time points are expected. These are 
not essential to measure the final outcome. The statistical approach 
to deal with missing value will be defined on the basis of their nature.  

Methods: Monitoring 
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Data monitoring 21a Four different types of monitoring will be provided to the study sites 
on a regular basis. 
Field monitoring: the sponsor field and research sites coordinators 
will contribute to the training and the follow-up of activities on a daily 
basis. The research sites coordinator, will visit regularly all research 
sites with the objective of revising the recruitment and follow-up 
procedures, forms filling and to identify the need of refresh training for 
the field team.  
Internal monitoring: the scientific coordinator of the study will 
perform the site initiation visit. The visit will take place before the 
beginning of the trial. All the study sites will be visited. On the basis of 
the circuit of participants, specimens and data (that will be finalized) a 
check list will be produced. This check-list will enable to identify the 
critical points of the sites. The trial will receive authorization to start 
just after a report will be provided and each site will respond to all the 
check list criteria. In addition, maximum every two months, a field visit 
will be performed to monitor the activities and to fill the gaps identified 
by the field monitoring.  
External monitoring: a CRO or a CRO-acting team, will be 
appointed to perform monitoring visits at 3 time points judged as 
critical by the sponsor: in the middle of T0, in the middle of T2 and at 
the end of the study. The external monitors will be monitoring the two 
data entry stations, where all the source documents will be collected 
and stored. These stations will be located in Ambositra and 
Antananarivo. These stations will be under the responsibility of local 
CRA (Clinical Research Associate) who will act as quality manager. 
At the end of each visit, a report will be provided by the monitors 
including recommendations for the improvement of the activities. 
DSMB: the data and safety monitoring board of freeBILy Madagascar 
is composed of five members: Alpha Diallo (Pharmacovigilance), 
Olumide Faniyan (Epidemiologist), Robin Kobbe (Clinician), Edouard 
Lohmme (Statistician) and Mamy Randria (Madagascan 
representative). The sponsor requests the revision of the study 
records at the end of 3 critical time points: T0, T2 and T3. Moreover, 
the intervention of the DSMB can be envisaged at any moment during 
the study upon sponsor or DSMB request. 

 21b n/a 

Harms 22 All serious adverse events are reported to the sponsor within 24h 
from identification. All those referring to perinatal deaths are directly 
reported to the DSMB. All other adverse events are reported to the 
DSMB on a monthly basis together with the statistical report. All 
adverse events reported after the administration of praziquantel are 
reported to the Malagasy institute of pharmacovigilance according to 
the standard regulation.  

Auditing 23 External monitoring: three visits.  
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Ethics and dissemination 

Research ethics 
approval 

24 Malagasy and Hamburg ethical commissions are in responsible for 
the ethical approval of the protocol. The respective country PIs are in 
charge of direct communication with the ethical commissions.  

Protocol 
amendments 

25 Changes in the protocol are communicated via formal amendments. 
The Malagasy ethical commission requires mid-term update on the 
trial through letter communication.  

Consent or assent 26a Informed consent will be obtained by study nurses and will be 
requested from any volunteers or legal guardians of under 16 years 
old volunteers before any study procedures are performed 

 26b Every participant is asked to give consent for data and samples for 
additional studies. All participants can opt-out and/or drop-out the 
consent at any time.  

Confidentiality 27 At enrolment, a unique identifier of 12 digits will be assigned to each 
participant. The identifier will be connected within the tandem mother 
and children and will be kept identical all over the execution of the 
study. 

Declaration of 
interests 

28 No conflict of interests 

Access to data 29 Data are under the responsibility of the sponsor and the country PI. A 
form is established to request data access that can be granted upon 
common agreement of PI and country PI.  

Ancillary and 
post-trial care 

30 All women are reimbursed for the transportation costs to reach the 
primary health care centre. A delivery kit will be offered to all women 
giving birth at primary health care centre.  

Dissemination 
policy 

31a Mid-term communication with the Malagasy ethical commission is 
planned. No publication restrictions is expected for the trial results.  

 31b Authorships and guidelines for publications are listed in the trial 
publication policy.  

 31c n/a 

Appendices   

Informed consent 
materials 

32 Model consent form and other related documentation given to 
participants and authorised surrogates 
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Biological 
specimens 

33 All biological specimens are collected at the laboratory of the Centre 
d’Infectiologie Charles Merieux. The specimen’s storage is recorded 
in an excel list that is regularly shared with the central data base to 
guarantee the backup of the information. A regular quality control is in 
place.  Direct communication with the central database exists in order 
to make possible the direct destruction of specimens in case of 
withdrawals.  

*It is strongly recommended that this checklist be read in conjunction with the SPIRIT 2013 
Explanation & Elaboration for important clarification on the items. Amendments to the 
protocol should be tracked and dated. The SPIRIT checklist is copyrighted by the SPIRIT 
Group under the Creative Commons “Attribution-NonCommercial-NoDerivs 3.0 Unported” 
license. 
 


