Reviewer 1

General comments

The current researchers investigated the impact of tastant exposure on food intake and satiety surrounding a
single meal. This research builds on prior work in an attempt to clarify if tastant exposure creates differing
impacts by the exposure location. Additional clarity surrounding rationale for this study, as well as inclusion of
gut hormone measurement would have made this study more robust and allowed the reader to form more of

a conclusion surrounding this research.

Response: we thank the reviewer for the kind words and for providing us with suggestions in order to improve
the quality of the manuscript. We understand the need for more clarification on the rationale for the study and
tried to improve this. We fully agree that measurement of systemic gut hormone levels could have provided a
more complete view and also understanding of the effects of intestinal tastant administration on eating

behavior. We tried to implement as much of the suggestions as possible in order to improve our manuscript.

Specific points

Introduction

Line 43: listing original articles would be more useful than a review (reference 9)

Response: Reference 9 did nicely summarize what we intended to postulate. However, we agree that original

articles are more useful and added them as references.

Line 44: mention of where taste receptors are located in the Gl tract would help contribute to the rationale for

conducting the study.

Response: Due to word limit, we initially restricted the discussion of this item. However, we agree with the
reviewer that this information is relevant in terms of justifying the study design and in particular with relevance
to infusion in the distal small intestine. The taste receptors can be found throughout the entire Gl-tract: mouth,
stomach, small intestine and large intestine. Since it differs per taste receptor where the expression is highest in
the gut, we included a table to highlight the differential expression of the taste receptors that we believe are

relevant to the substances investigated in this study.

Line 60: It is not clear why you hypothesize that tastant delivery to the ileum would decrease food intake and
increase satiation compared to delivery to the duodenum as you state in your discussion (line 239) that

evolutionarily one would expect taste receptor expression to be higher proximally.

Response: We thank the reviewer for pointing this out. It is apparent that the proximal small intestine generally

is exposed to higher amounts of food-derived substances including tastants. However, not all taste receptors



are expressed to the highest degree in the proximal small intestine. We hypothesized therefore, based on the
concept of the ileal brake, that when the distal small intestine is exposed to tastants, the ‘brake’ on food intake
would be even more pronounced as sensing food seems to be one of the functions of intestinal taste receptors.

This does not appear to be the case. We elaborated more on this in both our introduction and discussion.

Methods

Line 125: Timing of the meal versus the infusion should be stated in the methods as done in figure legends.

Response: timing of the meal in relation to the infusion has been added to the methods.

Line 130: Timing of satiety measurements should be stated in relation to meal time to provide clarity

Response: timepoints of VAS measurement were added to clarify the VAS measurements in relation to meal
time. Moreover, in paragraph ‘2.5 protocol’ the timepoints of infusion and timepoint of the ad libitum pasta

meal were added in order to better clarify the protocol.

Results

Line 158: Listing the treatments in the same order as the figure would make the data easier to interpret

Response: we listed the treatments in the same order as the figure in order to make the data easier to

interpret. We fully agree that this improves readability.

Figures 2 and 3: If there was more clarity around when the VAS were performed, it would be easier to see that
there is no data point at t = 225 and rather is just when they received their test meal. Otherwise the figures
are too small to clearly make this out, bringing into question the trajectory of the change at time 210, 225, and

240.

Repsonse: we agree that this is unclear in a small figure. As stated above, in the methods we added the
timepoints of the VAS scores and the test meal. Moreover, we added text stating that t=225 is solely the

timepoint that the test meal was provided in the figure legends in order to clarify this.

Discussion

First paragraph content could be condensed into one summary sentence.

Response: we put the first paragraph content into one summary sentence. We agree that it does not have to be

as elaborate as previously stated.



Line 204: 64 kcal may have been statistically significant, but not necessarily clinically significant and thus

differences in catheter use may or may not have accounted for differences between the studies.

Response: we agree that this is a small difference which in itself might not be clinically significant. However, we
do consider that this is a difference in food intake that can be clinically significant if this could be repeated over

the course of the day (breakfast, lunch, dinner). This was added to the discussion.

Line 235: More detail about the taste receptor expression in the proximal vs distal small intestine would help

provide a rationale for focusing on the distal small intestine in the current study.

Response: taste receptors are found throughout the entire gastro-intestinal tract. It differs per taste receptor
whether expression is more pronounced proximally or distally in the gut. We refer also to the comment on the

introduction.

Line 239: Again, I’'m not sure how this supports your rationale for focusing on the impact of tastants to the

distal small intestine.

Response: When starting this study we expected the mechanism to be comparable to the ileal break, where a
more pronounced effect on food intake was found when infusing nutrients into the distal parts of the Gi-tract.
We thought that the presence of macronutrients and their degradation products more distal accounted for a
larger effect due to unprocessed food being present in the distal gut, which could mean that the gut senses an
overload of unprocessed food indicating that one is full and inhibiting further intake. Since taste receptors in
the Gl tract seem to act via a mechanism to sense food being present, we thought it might show the same
proximal to distal gradient. This part was added to this paper as an advice for the focus of further studies. This

was elaborated more clearly by adding this in a sentence and by introducing this more clearly.

Line 251: Clarify that there was no interaction effect between intervention and test day for food intake as

well.

Response: added to the results for food intake that no interaction between intervention and test day was found

and further elaboration on this in the discussion.

Limitations: It is not explained why the researchers did not measure GLP-1, PYY, or CCK. They heavily modeled
their study around Avesaat et al but yet did not try to replicate this outcome to compare appetite hormone
levels between tastant exposure to the ileum vs the duodenum. This would have provided a more robust,
guantitative view of potential differences between the impact of tastant exposure to differing parts of the

small intestine.

Response: we do agree that measurement of satiety hormones would provide a more robust and quantitative

view of the potential differences following tastant exposure to the different parts of the small intestine. Van



Avesaat et al. found a statistically significant effect on food intake and satiety scores that was not
accompanied by changes in Gl hormone levels. In the current study our aim was to explore whether a location
dependent effect on eating behavior is present, not to search for underlying mechanisms. Therefore, we chose
not to include this measurement in the present study. We are aware that this is a limitation and based on your

recommendations added this to our discussion.

Line 259: I am not sure that including reference 30 provides additional important information. As you eluded, 2

weeks is not long enough to assess changes in body weight.

Response: we chose to delete the reference based on your recommendation. However we do think the rest of

the paragraph is important, since it underlines the need for long-term intervention studies on this subject.

Conclusion

This paragraph is somewhat repetitive without any overall conclusion of the study included.

Response: we agree. Due to repetitiveness of the paragraph, we deleted this paragraph entirely.



