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Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Sequence data that support the findings have been deposited in the NCBI SRA database under the BioProject accession PRJNA715586, and available at http://
www.ncbi.nlm.nih.gov/bioproject/715586).

Further to recruitment difficulties, the Sponsor wanted to limit the number of cases (35 patients planned initially). It is apparent that small
values of effect sizes need at least 44 patients (for effect size = 0.4 and power = 0.25). However, when the effect size is at least 0.6 and with a
beta risk of at least 0.20, 20 patients should constitute an acceptable size.

A sample size of 20 patients did not reduce the interest of the study for the main endpoint (correction of dysbiosis). By assuming repeated
measurement between Sf (Simpson index at V3) and the two previous S values (Simpson index at V1 (Sb) and V2 (Sd)), it was assumed that the
correlation R (St, Sf) was at least R=0.5 with St = (Sb, Sd). It was also considered in this first-in-man trial that a change observed as at least its
Sd should be considered as clinically meaningful as defined by Cohen’s rules. In these conditions, a sample size of at least 20 patients should
provide a power of 0.875 to detect a biologically relevant difference, at a one-tailed significance level of 0.05.

No data excluded

No replication was performed as ODYSSEE was a proof-of-concept study evaluating the feasibility and safety of autologous
microbiotherapeutic product in Acute Myeloid Leukemia patients.

No randomization was performed as ODYSSEE was a single-arm study, evaluating the feasibility and safety of autologous microbiotherapeutic
product in Acute Myeloid Leukemia patients

No blinding was performed as ODYSSEE was a single-arm study, evaluating the feasibility and safety of autologous microbiotherapeutic
product in Acute Myeloid Leukemia patients.
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Human research participants
Policy information about studies involving human research participants

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Clinical data
Policy information about clinical studies
All manuscripts should comply with the ICMJEguidelines for publication of clinical research and a completedCONSORT checklist must be included with all submissions.

Clinical trial registration

Study protocol

Data collection

Outcomes

A total of 62 patients between 24 and 69 years of age with de novo diagnosis of AML were screened from 7 French medical
centers between June 2016 and July 2017.

Patients were aged from 24 to 69 years (mean: 52.8). 57% patients were males, 43% were females. All patients were
diagnosed with primary Acute Myeloid Leukemia. In the 25 treated patients, AML risk was favourable for 12%, intermediate
for 80% and unfavourable for 8% of patients.

Patients were screened from 7 French medical centers between June 2016 and July 2017. Patients must fulfil all inclusion
and exclusion criteria to be included. No potential selection bias was identified.

Patient diagnosed with AML/ HR MDS were asked to participate in this study by the investigating physician during his
hospitalization for the treatment of AML/ HR MDS or during a consultation at day hospital before hospitalization. Prior to the
initiation of any intensive chemotherapy and any antibiotherapy, the patient was examined during a consultation by the
physician to ensure that the patient fulfiled inclusion and non-exclusion criteria. The patient was enrolled in the study after
receiving oral and written information and giving his consent. Several microbiological analyses, selected according to ANSM
recommendations and required for the study were performed on the patient’s faeces, collected with the help of a caregiver
in special containers and following procedures provided by the sponsor. Collection of faeces was done as soon and as
simultaneously as possible after patient’s inclusion and before any chemotherapy. If needed, faeces can be collected at
patient’s home, before hospitalization. In that case, special containers were provided and procedure was explained to the
patient during consultation. Blood samples were collected at hospital admission.

The patient was given the logbook and the EQ-5D-5L questionnaire to evaluate its gastrointestinal symptoms and its quality
of life.

The patient was next hospitalized for the beginning of his treatment (induction chemotherapy) and was be clinically and
biologically monitored according to the standard procedures of the hematology department. During this period, results from
microbiological screenings were delivered to the physician who will confirm if the patient is eligible to AFMT or not.

The ODYSSEE study was approved by the ethics committee “Ile de France V” on April 5th, 2016.

NCT02928523

Protocol submitted during the submission of the artcile and will be published in supplemental data

First patient first visit: 20 JUN 2016 - Last Patient last visit: 25 MAY 2018

The data were collected in a paper CRF at investigational sites by the physicians. Paper CRFs were collected by the CRO and entered
in the database by data entry operators from the CRO, with a double quality control to ensure the conformity of the data.

Efficacy of AFMT in Dysbiosis Correction/Microbiota Evolution

For the primary variable evaluation of AFMT efficacy in dysbiosis correction/microbiota evolution, as this was the first study in
humans and as the concept of dysbiosis is not unanimously defined, the Simpson index, already broadly described in the literature,
was used as a first approach to focus on microbiota diversity and to evaluate the microbiota evolution/recovery following
chemotherapy/antibiotics therapy and AFMT. Microbiome diversity was measured at baseline at genus and species levels, prior to
the start of the induction chemotherapy (D0), after induction chemotherapy/antibiotherapy (D29), post-AFMT (D40) and after
consolidation chemotherapy/antibiotherapy (D70).

Efficacy of AFMT in MDRB eradication:

Based on bacterial culture and analysis of resistance gene expression by metagenomics, the quantity of MDRB before (D0), after
chemotherapy/antibiotherapy (D29) and after AFMT (D40) was evaluated. The efficacy of AFMT in eradication of MDRB was not
demonstrated conclusively in culture - this evaluation was difficult to conduct due to limitations in the culture method. It is perhaps
not surprising that few MDRB were detected at D29 since most of the patients had received antibiotics that could limit the MDRB
detection.

Measurement of Feasibility of the AFMT Procedure

The technical feasibility of the AFMT procedure was evaluated in terms of evacuation of each inoculum, and volume loss and
retention time of each AFMT.

Patient Quality of Life Assessment

Health questionnaire EQ-5D-5L (including components on mobility, self-care, usual activities, pain/discomfort, anxiety and depression
and overall health) was given to the patient at 4 timepoints (D0, D29, D40 and D70) to evaluate more precisely the impact of AFMT
on quality of life.

Description of patient clinical status: Haematological response at D29, D40, D70, 6 months’ follow-up, 12 months’ follow-up and at
the end of the study was assessed in terms of CR, PR, overall remission (OR), chemoresistance and progression in the investigator’s
opinion.

Safety Endpoints: Adverse events

Pre-AFMT AE data were collected on all 62 patients in the enrolled population, but AE data from subsequent periods were based on
the 25 patients in the FAS who all received AFMT. Descriptive statistics were presented for AEs and SAEs by treatment period (pre-




