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The PEOPLE project has completed its first year. After the kick-off meeting in October 2019 and subsequent preparations (ethical approvals, randomization,…), the clinical trial started recruitment in the Comoros in January 2019. In Madagascar, recruitment in Miandrivazo district started in February 2019.
Principal investigator
Bouke de Jong – Principal investigator of the PEOPLE study
One year after we met in Antwerp for the kick-off, a lot of effort has been put into the study - especially by the field teams- and overall it went very well. There were some start-up problems, such as the late arrival of reagents and rifampicin. The population recorded in the villages covered to date has been lower than expected, probably due to inaccuracies in projections based on a census conducted 20 years ago. The number of new leprosy patients detected per population unit was however slightly higher than expected on the Comoros islands, and as expected in Madagascar.
Together, through the careful conduct of this research project, we serve not only the additional patients detected today, and their contacts who receive prophylaxis. The evidence collected in the process will also serve to lessen the leprosy burden “tomorrow”.
Dr. Younoussa Assoumani- Principal investigator in The Comoros
(asked)
Dr. Bertrand Cauchoix – Principal investigator in Madagascar
(asked)
Ethical approval
Ethical approvals were obtained from the Institutional Review Board at the Institute of Tropical Medicine on 23/Aug/2018, from the ethical committee at the University Hospital Antwerp on 17/Sept/2018, and by the National Ethical Committee of the Comoros on 09/12/2018. This approval was preceded by a workshop on Anjouan in which the members of the National Ethical Committee reviewed the detection and management of leprosy by the National TB and Leprosy Programme on the leprosy endemic island of Anjouan. The positive advice by the Malgash National Ethics Committee led to approval of the PEOPLE protocol by the Minister of Health on 08/02/2019.
[image: Afbeeldingsresultaat voor approved icon]


Randomization
In the Comoros (Anjouan and Mohéli) the randomization of the villages has been done based on leprosy incidence in the years 2013-2017. Villages were grouped in decreasing order of incidence in blocks of four. Within each block villages were randomly allocated to one of the four study arms. 
In Miandrivazo (Madgascar), no reliable data on leprosy incidence of the past years was available. Therefore, a randomisation will be done in the same manner as in the Comoros after a baseline screening is completed during the first year. 

Trainings given in Comoros and Madagascar

Pictures and listing of the given trainings
Training of first door-to-door screening in an arm 4 village in Mohéli, Comoros
[bookmark: _GoBack][image: C:\Users\sbraet\Desktop\IMG_0871.jpg]
Training on sampling of leprosy patients ( Mohéli, Comoros)
[image: C:\Users\sbraet\Desktop\IMG_4507.jpg]
Figure 1: Dr. Samir performs a biopsy of a leprotic lesion on a multibacillary leprosy patient.
[image: C:\Users\sbraet\Desktop\IMG_4515.jpg][image: C:\Users\sbraet\Desktop\IMG_8392.jpg]
Figure 2: Nissad is doing a slit skin smear of a leprotic lesion on a multibacillary patient.
Anti-PGL-I test training (March & October 2019, Mohéli & Anjouan, Comoros)
[image: cid:a245efa0-c626-4258-8361-d54ad051340e@eurprd05.prod.outlook.com][image: cid:1706976e-9958-411e-b05c-f29db55838f7@eurprd05.prod.outlook.com]
Pictures: Labtechnicians (Wirdane, Mayssoone, Wirdane et Lydie excercice with reading of the anti-PGL-I strips)


PhD students
Nimer Ortuno Gutierrez
Summary of proposal, titled “Effectiveness of innovative interventions on curbing transmission of leprosy in high burden countries”
In 2000, leprosy has been declared eliminated based on a worldwide prevalence of less than one case per 10,000 population; five years later this target was also achieved at country level though with a few exceptions. In recent years annual case notification rates have plateaued at above 200,000 cases worldwide, without any clear sign towards imminent decline. High burden countries that conducted active case finding (ACF) have documented hidden cases, an important proportion of which are children, born after the year leprosy was assumed to have been eliminated. Both facts point at uninterrupted transmission. 
This PhD research proposal aims at generating further evidence for prevention and early case finding strategies. In Bangladesh, we will assess cost and effectiveness of a novel ACF strategy targeting neighbourhood contacts. On the Comoros and Madagascar, we will compare cost and effectiveness of three different approaches to post-exposure prophylaxis (PEP). In addition, we will study chains of transmission making use of a combination of spatial and molecular epidemiology. From a programmatic point of view, we will incorporate digital tools for recording and reporting data that could become part of routine data management systems and thus reinforce the monitoring and evaluation system.

[image: C:\Users\sbraet\OneDrive\Dienstreizen\2018_Comoros JAN\IMG_4562.JPG]


Sofie Braet: University of Antwerp/Institute of Tropical Medicine, Master in Biomedical Sciences Tropical and Infectious diseases. 
Summary of proposal, titled “Using novel molecular approaches to understand the transmission dynamics of Mycobacterium leprae in the Comoros”
Leprosy, a severely mutilating disease and although Mycobacterium leprae was the first human pathogen discovered, its exact way of spreading between humans is still a mystery. This is part of the reason why leprosy control is failing despite available effective treatments. Over 200,000 new leprosy patients are diagnosed worldwide each year, and the high proportion in children indicates its ongoing spread. To stop transmission dead in its tracks once and for all, new approaches to leprosy control are needed. Therefore, this study will revisit fundamental questions regarding transmission in an innovative way. Firstly, it will be evaluate if minimally invasive, field-friendly tests can quantify the amount of bacteria in each patient and correlate with the effectiveness of the treatment and the identification of the most infectious patients. We will be the first to use targeted Next Generation Sequencing of M. leprae. Within the PEOPLE study in the Comoros, I will classify the bacteria into M. leprae subtypes and associate with the GPS of each patient’s house, allowing me to identify transmission links. Once these transmission chains are established we can define where transmission occurs and if a reservoir of asymptomatic people is sustaining transmission of the disease. This in turn will inform which contacts should receive leprosy preventive therapy. These findings will inform optimal control strategies to eliminate leprosy in the Comoros and elsewhere.

[image: cid:120eb5e7-6449-4f03-bb62-434f49c55e0e@eurprd05.prod.outlook.com]
Data management
In March 2019, Dr. Epco Hasker gave a refresher training on using the ODK collect on the smartphones. A pre-printed informed consent (with a unique barcode per participant) is used as a data-collection tool (on which also clinical data is collected) and to document informed consent. This data is entered into the ODKcollect android application on the smartphone together with the geographical coordinates of the household. This information is being sent to the cloud in compliance with the EU General Data Protection Regulations, and subsequently is directly accessible to the studyteam.
[image: C:\Users\sbraet\OneDrive\Dienstreizen\2018_Comoros SEPT\Comoros_Sep_2018\P1080950.JPG]
Figure 3: In Wallah (Mohéli, Comoros) Nissad Attoumani (laboratory technician) & Moustainou (nurse) are using for the first the ODK application, with which they are scanning the barcode of a participant of the study. (March 2019)
[image: C:\Users\sbraet\OneDrive\Dienstreizen\2018_Comoros SEPT\Comoros_Sep_2018\P1090020.JPG]
Figure 4: In Dindri (Anjouan, Comoros), Epco explains to the local team how to scan the barcodes and fulfill the FSN of the study.

Annual meeting with the consortium
On the 10th of September 2019, the annual meeting was held in Manila, Philippines. This meeting was used to update each other on progress on the different study sites and the different work packages. Solutions were sought for difficulties that were encountered during the first year of the PEOPLE study.
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20th International Leprosy Conrgess, Manila, Philippines
[image: Y:\Projecten INTERDEP\EDCTP PEOPLE\9 Correspondence & meetings & mission reports\4. Annual Meetings\2_Manila_2019\manila consortium\Photos\2019-09-13 17.00.23.jpg]

Epco Hasker presented the PEOPLE study
[image: C:\Users\sbraet\Desktop\70382225_3017637741584669_5152370225731076096_o.jpg]
Maya Ronse presented early findings of the anthropological work package of the PEOPLE study. “Leprosy perceptions and practices in the Comoros and Madagascar: preliminary findings from the people-trial”


Nimer Ortuno Gutierrez presented “Strong degrees of spatial clustering of leprosy at sub-village level on the Comoros”. 
Sofie Braet presented the first findings of the molecular sub-study of the Comlep and PEOPLE study: “Minimally invasive sampling (nasal swab & fingerstick blood) to identify possible spreaders of M. leprae”



Looking forward
Baseline screening in Madagascar is almost finished, after which randomization of villages in the different arms of the clinical trial will be done.
The first round of screening is almost finished in the Comoros. In January the second round will be initiated. Informed consent will no longer needed to be sought, unless new persons are present, yet the examination and other procedures will be similar to the first round. Persons who received rifampicin prophylaxis in year one are only eligible for another round of rifampicin prophylaxis after two years.
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PRELIMINARY FINDINGS FROM THE PEOPLE-TRIAL . ANTIERE
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l|nstitute of Tropical Medicine, Belgium, 2 Programme National de Lutte contre la Lepre, Madagascar, 3 Fondation Raoul Follereau, Madagascar, # Action Damien, Comoros

INTRODUCTION & METHODS METHODS & PRELIMINARY RESULTS

B 2016-2020 WHO global leprosy strategy: advocacy for

B Ethnographic research was conducted with informants

more research into optimal implementation modalities sampled following multiple purposive sampling
of post-exposure prophylaxis (PEP), to curb techniques. Analysis is following a retroductive process
transmission. and preliminary results are presented here.
B “PEOPLE” clinical trial (“Post ExpOsure Prophylaxis for
Leprosy on the Comoros and Madagascar”): aim of B Data collected between Nov. 2018 and Aug. 2019
researching optimal PEP implementation modalities in
the Comoros (Anjouan and Mohéli islands) and in -
CL . : : Informal
Madagascar (district of Miandrivazo). conversations 24 35 59
B Anthropological research within the “PEOPLE” study Observations 18 24 42
settings for closer understanding of local perceptions ~Group o 10 18
: : : : Discussions
and practices, in order to assess the context in which in Depth-
such a clinical trial enfolds. Interviews 12 2> 37

PERCEPTIONS & PRACTICES RELATED TO LEPROSY

1. PERCEIVED AETIOLOGY

B Both mystical causes (sorcery; transgression of taboos with potential repercussions over several generations) and natural
causes (lack of hygiene; eating e.g. turtle, sheep, canned fish, imported chicken)

2. PERCEIVED TRANSMISSION MODALITIES

B Could be hereditary or contagious through sharing of food utensils, physical contact with person or his/her clothes. Results
in physical exclusion during social events and food sometimes being given separately or not shared. Madagascar: perceived
intergenerational transmission of leprosy due to transgression of taboos by ancestors

3. HEALTH-SEEKING BEHAVIOUR (HSB)

B Commonly involves seeking multiple channels of care, ranging from traditional and religious healing to biomedical care. In
the Comoros, the efficacy of biomedicine seems more established. Failure of one channel leads to trying another one.
Complications with relapses/reactions. Madagascar: Seen as incurable when intergenerational transmission (curse)

4. TERMS AND MEANINGS (INTRA-REGIONAL VARIATIONS)

B Depending on historic legacy of leprosy in each place, the term “skin disease” is nowadays associated with a variety of skin
problems (e.g. mycosis, scabies) in some villages, while in others, where leprosy prevalence seems to be higher/more
visible, the term “skin disease” is considered as a synonym of “leprosy”

5. STIGMA

B Not always explicitly visible but implicitly present. Stigmatization described in social networks (friends, at public places,
family-in-law, partner...). Self-stigma incl. fear of contamination of close relatives also described. Comoros: Hiding of status
= an essential coping mechanism but sometimes compromised by severe reactions. Madagascar: exclusion from family
tombs said to exist in certain ethnicities

CONCLUSION

B Need for deeper understanding of the different dimensions of stigma in these settings

B Some context-related specificities in perceptions/practices to be further studied and compared

B Early stage diagnosis of leprosy decreases risk of stigma by allowing hiding of status but requires sensitization of
communities and earlier detection in some places

B Need for (innovative) strategies to de-stigmatise the condition, and easy/confidential access to care

This project is part of the
EDCTP2 programme supported
r— by the European Union
~
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