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used in this study are human genome 19, microbial genomes Pasolli et al., and microbial pathways MetaCyc24.

Sex [%males] in PPT diet was 41% and in MED diet was 46%

Age [years] at baseline in PPT diet was 50.37±7.86 and in MED diet was 50.92±8.03

Each diet group had 100 pre-diabeteic participants

Participants enrollment and recruitment occurred between January 2017 and January 2019. The date of final follow-up was
March 2020. Participants included in the study met two glycemic criteria for pre-diabetes as defined by the 2010 American
Diabetes Association guidelines: (1) GPF levels between 100 and 125 mg/dL (5.6 and 6.9 mmol/L) and (2) HbA1c level
between 5.7 and 6.5% (39 and 48 mmol/mol). Other inclusion criteria were age of 18–65 years and capability to work with a
smartphone app on a daily basis (for dietary intake logging). Key exclusion criteria were any use of diabetes or weight loss
medications, use of antibiotics in the three months before enrollment, diagnosed chronic diseases, or chronic use of
medications that affect glucose/energy metabolism or %HbA1c. The recruitment process relied primarily on self-assignment
of volunteers from Israel who self-reportedly declared themselves as having pre-diabetes on the trial website. Registrants
were screened for the above eligibility criteria based on a questionnaire and if qualified underwent a screening visit to
determine final eligibility at the central medical laboratory of the trial (AMC Medical Center Laboratory, Ltd.). For more
information please see Ben-Yacov et al.

Clinical trial registration number NCT03222791, http://www.clinicaltrials.gov. The study was approved by the Institutional
Review Board (IRB) ethics committee of the Weizmann Institute of Science (reference number: 398-1) and by a sponsor-
appointed data and safety monitoring board.

To estimate the required sample size, we performed power analysis while estimating effect size using the results of different studies
describing controlled diet intervention aimed at reducing glycemic parameters. Our goal was to detect a difference of at least 0.1% in the
reduction of HbA1C between control group and experimental group. Based on the study of Lindeberg S et al., the standard deviation of HbA1C
reduction is 0.26 and the projected sample size with alpha of 0.05 and power of 0.8 is 106 for each group. Hence, with an estimated dropout
rate of 10%, we planned to recruit 117 people for each arm totaling 234 individuals.

Features were filtered out if they exist in less than 20 samples. This criteria was not pre-established.

Not applicable as this is a human clinical trial.

Participants were randomly assigned in a 1:1 ratio to a PPT or MED diet. Covariate adaptive randomization with minimization was performed
to ensure minimal differences between the groups in six prognostic baseline characteristics: age, sex, weight, BMI, HbA1c and fasting plasma
glucose (FPG).

Participants and measurers were blinded to arm assignment, while the investigators and dietitians were not.




