Response to Reviewer Comments
We thank the reviewers for their valuable feedback. We have revised the manuscript in
accordance with the comments received and explain our revisions below.

Comments from the Reviewers

Reviewer Comments

Reviewer #1: <Comments to Author>

This paper confirmed the validity of the endoscopy guidelines for patients taking
warfarin or direct oral anticoagulants (DOAC). It got the conclusion that PPB risk was
similar between patients taking warfarin and DOAC. Thromboemolism was observed in
warfarin users only. The guideline recommendations for HPB should be re-considered.

Response:
Thank you for your review of our manuscript. We also think that the guidelines
statement should be re-considered.

Reviewer #2: <Comments to Author>

This paper is interesting, clinicallly useful, and well prepared. It deserves the
publication in this journal. Some revisions should be addressed.

1) ISTH major and minor bleeding definitions should be employed. Further comparison
should be performed.

Response:

As suggested, we have employed major bleeding defined according to the International
Society on Thrombosis and Haemostasis (ISTH) bleeding scale as (1) fatal bleeding,
and/or (2) symptomatic bleeding in a critical area or organ, such as intracranial,
intraspinal, intraocular, retroperitoneal, intra-articular or pericardial, or intramuscular
with compartment syndrome, and/or (3) bleeding causing a fall in hemoglobin level of
20 g/L (1.24 mmol/L) or more, or leading to transfusion of two or more units of whole
blood or red cells!. After re-evaluation, there were only 2 patients with major bleeding,
both of whom were warfarin users and received HPB. Because of this limited sample,
we described the details of patients without comparing major and minor bleeding. We
have added to these points to the Method and Results sections, as indicated below, and
newly cited the ISTH bleeding scale.

Method section:



“Major bleeding was defined according to the International Society on Thrombosis and
Haemostasis (ISTH) bleeding scale as (1) fatal bleeding, and/or (2) symptomatic
bleeding in a critical area or organ, such as intracranial, intraspinal, intraocular,
retroperitoneal, intra-articular or pericardial, or intramuscular with compartment
syndrome, and/or (3) bleeding causing a fall in hemoglobin level of 20 g/L
(1.24 mmol/L) or more, or leading to transfusion of two or more units of whole blood or
red cells™.”

Results section:
“There were 32 patients with PPB and only 2 patients with major bleeding, both of
whom were warfarin users and received HPB.”

2) The authors described the date and cause of death as the clinical outcomes. They are
important. However, the results did not report any information regarding the mortality.

Response:
Information regarding mortality appears on page 12, line 2 as follows:

“No mortality events were noted in either group.”

3) The authors analyzed the patients undergoing colonoscopic polypectomy. | want to
know whether your conclusions are suitable for the patients undergoing gastroscopic
polypectomy. Please add some discussion.

Response:

Thank you for this interesting question. Given that a recent population-based study
reported a higher proportion of gastric polypectomy/EMR-related bleeding in warfarin
users than in DOAC users (p = 0.06)?, post-procedure bleeding may differ between
gastric polypectomy and colon polypectomy. We have added this to the Discussion
section, with an appropriate citation, as follows:

“In agreement with this, a recent population-based study reported PPB in 14% of
DOAC wusers and 16.9% of warfarin users (p = 0.324)?.  However,
post-polypectomy-related bleeding differ according to site of the bleed in the upper or
lower Gl tract, because upper Gl polypectomy-related bleeding was higher in warfarin
users than in DOAC users (p = 0.06)!.”



4) The interval between polypectomy and PPB is important. Please add them. Did the
authors divide early and late PPB?

Response:

Thank you for pointing this out. We defined late PPB as bleeding occurring more than
24 h after polypectomy™® and classified PPB into late and early PPB. There were 4
patients with early PPB and 28 with late PPB: 9 cases at day 2, 9 cases at day 3, 6 cases
at day 4, 1 case at day 5, 2 cases at day 6, and 1 case at day 8. Patients with early PPB
were all warfarin users. We have added to these points to the Method and Results
sections as follows.

Method section:
“In addition, we defined late PPB as bleeding occurring more than 24 h after
polypectomy and all other cases as early PPBE.”

Results section:

“Four patients had early PPB (bleeding within 24 h) and 28 with late PPB: 9 cases at
day 2, 9 at day 3, 6 at day 4, 1 at day 5, 2 at day 6, and 1 at day 8. The 4 patients with
early PPB were all warfarin users.”

5) PSM analysis methods and results are a bit obscure. Please clarify them.

Response:
We have added to the description about propensity score matching method in the
Method section as follows.

“In multivariate analysis, we developed multivariate models adjusting for propensity
score foreach strategy. Although there are four different propensity score
methods—matching, stratification, inverse probability treatment weighting, and
covariates adjustment!®'—we used propensity score as a covariate rather than perform
a regression adjustment with all of the covariates (traditional covariate adjustment®),
because many covariates were associated with a small number of bleeding outcomes in
this study and we did not want to lose the observations of patients as typically occurs in
matching. Propensity score as a covariate method allows for a large number of baseline
variables to be included in the regression model, which are not adequately adjusted for



when there are insufficient numbers of outcomes!® To estimate the propensity score,
we employed a logistic regression model including potentially clinically important
variables. Some of these were shown to differ (P < 0.10) between groups.”

Reviewer #3: <Comments to Author>

An interesting study that found that anticoagulant (AC) users were at higher risk of
post-polypectomy bleeding (PPB) than controls. Second, PPB risk was similar between
warfarin users and direct oral anticoagulant (DOAC) users, whereas thromboembolism
risk was observed only in warfarin users. Third, PPB risk was not significantly different
between rivaroxaban, dabigatran, and apixaban users. Fourth, the strategy of
discontinuing AC with heparin bridgeas recommended in the endoscopy guidelines
showed a higher bleeding rate than continuing AC alone and had one thrombotic event,
thus indicating that heparin bridge increased bleeding and may not prevent
thromboembolism.

Response:
Thank you for your review of our manuscript.

Reviewer #4: <Comments to Author>

I have review this vary interesting single-center study focused on the risk of delayed
bleeding or thrombosis in patients on treatment with anticoagulants than require
endoscopic resection. The authors have shown than the risk of delayed bleeding is
comparable between DOAC and warfarin. The most interesting data is regarding
heparin bridge therapy and the risk of bleeding. | have understood, and | would like the
authors clarify this item, than risk of bleeding with HPB occurs with intravenous
heparin, because the authors have no data with subcutaneous heparin.

Response:

Thank you for your comments. In Japan, intravenous unfractionated heparin is
administered during the periendoscopic period in all institutions, whereas in Western
countries subcutaneous unfractionated heparin is often administered. Robertson et all”
reported a similar incidence of major bleeding between patients treated with
subcutaneous unfractionated heparin and those treated with intravenous unfractionated
heparin (OR 0.91). Furthermore, Hirsh et al®® reported that optimal APTT levels were
achieved at 24 h after heparin administration in only 37% of patients receiving
subcutaneous heparin, compared with 71% receiving intravenous heparin. We added



this information as a limitation to the Discussion section as follows.

“Third, we have no data on subcutaneous heparin because intravenous heparin is used in
Japan. However, a previous study reported a similar incidence of major bleeding
between patients treated with subcutaneous unfractionated heparin and those treated
with intravenous unfractionated heparin (OR 0.91).”

Other crucial decision is when should we reintroduce the anticoagulants after the
resection?

Response:

Anticoagulants were resumed as soon as possible upon confirming the absence of
hematochezia after polypectomy, in accordance with guidelines of the Japan
Gastroenterological Endoscopy Society™®. We added this information and the citation to
the Method section.
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