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Figure S1.

Fig S1. Duodenal mucosal resurfacing balloon catheter.

The three side catheters contain a needle to perform submucoesal injection (through suction of the mucosal layer) before
ablation. Hydrothermal ablation is performed through controlled perfusion of the balloon with hot water followed by
rapid cooling.

Courtesy of Fractyl, Inc.
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Figure S2.

Figure S2. Endoscopic images of the DMR pr dure and repr
the papilla to avoid thermal injury. B. Duodenal circumferential submucosal expansion with saline solution and methylene blue performed with a balloon
catheter alongside the endoscope. C. Necrosis of the superficial layer of duodenal mucosa. E. Duodenal biopsy (before DMR) stained with hematoxylin and
eosin. F. Duodenal biopsy (3 months after DMR) stained with hematoxylin and eosin. Black arrows indicate crypts, blue arrows indicate villi. Scale bars in
Eand F: 100 pm.
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Figure 53
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Supplementary Table S1.

INCLUSION CRITERIA

NASH histological diagnosis according to the currently accepted definition of both EASL and AASLD, requiring the combined presence
of steatosis (any degree> 5%) + lobular inflammation of any degree + liver cell ballooning of any amount, on a liver biopsy performed
< 6 months before screening in the study and confirmed by central reading.

a) SAF (steatosis, activity, fibrosis) activity score of 3 or 4 (>2)

b) SAF steatosis score = 1

c) SAF fibrosis score < 4

If applicable, have a type 2 diabetes with HbA1c <10.0%

an informd consent fo .
EXCLUSION CRITERIA

isto ofsusined aloholi

Known autoimmune disease, including celiac disease, or symptoms of systemic lupus eythematosus, sleroderma or other auto-immune
connective tissue disorder

. ype 1 diES.

Histoi of acute or chronic ﬁncreautis.

Persistent anemia defined as Hb < 10 g/dl.

Use of P2Y12 inhibitors (clopidrogel, prasugrel, ticagrelor) which cannot be discontinued for 14 days before and14 days after the

trointestinal motili

Human immunodeficiency virus.

Hadefi Alia et al. Endoscopic duodenal mucosal... Endosc Int Open 2021; 09: E1-E6 | 2021 The Author(s). E4



& Thieme

Supplementary material

Supplementary Table §2: Change in oral antidiabetic medication from baseline to the end of the study (12 months, N=11).

DMR (N=9)
Change in oral antidiabetic medication
Increase 1(11)
Neutral 6(67)
Decrease 2(22)

Data from patients with type 2 diabetes (N=9] and with 12 months of follow-up are presented as n (%).
DMR, duodenal mucosal resurfacing.
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Supplementary Appendix 1: Sample size calculation.
Theoretical sample size calculation to prove DMR efficacy in NASH patients.

The following assumptions were made for the sample size calculation in case of a large multicentric trial assessing the effect of DMR on-+
NASH resolution with no worsening of fibrosis and/ or fibrosis improvement with no worsening of NASH:

u=0.05

Randomization ratio of 1:1
Drop-out rate of 20%

20% response in the control group
e 27% response in the DMR group

The 20% response rate in the control group is based on the results of the previous study assessing the placebo effect in NASH clinical*
trials[1]. The 27% response rate in the DMR group is based on the results of this study. Accepting an alpha risk of 0.05 (two-sided), a beta
risk of 0.2 and a loss rate of 20%, a sample size of 605 patients in each group is needed to achieve statistical significance.
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