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March 7, 2012

Dr. D. F. Williams
Editor-in-Chief
Biomaterials

Dear Dr. D. F. Williams,

| submit the manuscript for publication. We believe that our study will be of wide
popular interest to the readers of Biomaterialsbecause our study is based on
multidisciplinary collaboration between nanomaterials and immunology.

Using human blood monocytes that were stimulated with small sized silver
nanoparticles, we observed inflammasome formation and release of IL-1B, a critical pro-
inflammatory cytokine initiating innate immunity. More importantly, we demonstrated
that .

This manuscript has never been published and is not currently under evaluation in
any other peer-reviewed publication. All authors have read this manuscript and have
approved for submission. There are no conflicts of interest.

Thank you for your kind consideration.

Forever yours,

In-Hong Choi, M.D., Ph.D.
Department of Microbiology

Yonsei University College of Medicine
Seodaemun-gu, Yonsei-ro 50

Seoul, Korea (120-752)

Tel: +82-2-2228-1821, Fax: +82-2-392-7088
E-mail: inhong@yuhs.ac
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Editor-in-Chief
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Dear Dr. D. F. WiIIiams,;
l | submit the manuscript for publication.W&eli( ) that our

study will be of wide popular interest to the readers of Biomaterials
because our study is based on multidisciplinary collaboration
between nanomaterials and immunology.

[in the Biomaterials as an original article |

Using human blood monocytes that were stimulated with small
sized silver nanoparticles, we observed inflammasome formation
and release of IL-1B, a critical pro-inflammatory cytokine initiating
innate immunity. More importantly, we demonstrated that
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@This manuscript has never been published and is not currently under
evaluation in any other peer-reviewed publicati( 3 ) All authors have read
this manuscript and have approved for submissi( 4 ) There are no conflicts
of interest.

Thank you for your kind consideration.
Sincerely yours,
Forever yours,

In-Hong Choi, M.D., Ph.D.

Department of Microbiology

Yonsei University College of Medicine
Seodaemun-gu, Yonsei-ro 50

Seoul, Korea (120-752)

Tel: +82-2-2228-1821, Fax: +82-2-392-7088
E-mail: inhong@yuhs.ac
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Dear Dr. D. F. Williams:

We submit the manuscript entitled “Inflammasome formation an
blood monocytes in response to silver nanoparticles” to be consider
Biomaterials as an original article. We believe that our study will be of
the readers of Biomaterials because our study is based on multidiscipli
between nanomaterials and immunology.
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This manuscript has never been published and is not currently under evaluation in any other
peer-reviewed publication. All authors have read this manuscript and have approved for
submission. There are no conflicts of interest. :

Thank you for your kind consideration.

Sincerely yours,

In-Hong Choi, M.D., Ph.D. [ x_lxl__’lsﬁ él*l'xl' I‘“AI |
Department of Microbiology

Yonsei University College of Medicine
Seoul, Korea (120-752)

Tel: +82-2-2228-1821, Fax: +82-2-392-7088
E-mail: inhong@yuhs.ac
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Editorial decision letter

= Rejection, do not resubmit.

Your paper has been examined by 2 expert reviewers.
Unfortunately, we must decline this manuscript for
publication. The reasons for this decision are indicated
in the reviewers' comments.

25

Editorial decision letter

= Declined for now, future acceptance possible.

Your paper has been examined by 2 expert reviewers.
For the reasons explained in the comments, we cannot
accept this manuscript for publication in Yonse/ Medlcal
Journal.We would consider a revised version that takes
these criticisms into account but cannot offer assurance
that submission of a revised manuscript will lead to
acceptance.
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Editorial decision letter

- Declined for now, future acceptance very likely.

Your paper has been examined by 2 expert reviewers.
As you will see in their comments, each reviewer finds
merit in the work but makes constructive suggestions.
Please consider the suggestions carefully, as the
changes will produce an article that better serves you
and our readers.
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XA == cover letter

Dear Dr. D. F. Williams:

Thank you for giving us an opportunity to revise our
manuscript.

Here, in our study we emphasize . Our results will give
more relevant understanding

The answers to Reviewers' Comments are follows. Some
experiments were performed to fulfill the comments and
appended as supplementary data. The changes of revised
manuscript have been listed as a Table at the end of this
letter.

We thank the referees for their detail and specific comments
and hope our revised manuscript to be much improved.
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“We revised Introduction section (page 6, paragraph 2)
to include additional literature on !

"As suggested, we changed Figure 2 as image style
and combined Table 3 and 4 (page 10)."

“We have also rewritten several sentences in the
discussion to tone down our enthusiasm and avoid
overstatement. (page 15, lines 20-40)"
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Unfortunately, we did not perform the experiment
using primary cells, so we were unable to assess its

effect on primary cells. We acknowledge this as a
limitation (page 30, lines 1-5)."

Our decision to use the confocal microscopy rather
than a dark field microscopy was informed by several
factors. We have added this rationale to Method
section (page 5, lines 15-19)."
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“We agree with the referee that , but 3

“The referee is right to point out , yet !

“We acknowledge that our manuscript might have been
, but !

“We, too, were disappointed by the low response rate.

We agree that this is an important area that requires
further research.”

“With all due respect to the reviewer, we believe that this
point is not correct.”

doi:10.1016/j jaad.2004.01.049
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“Your Introduction lacks substance because it does not
mention the important work of Choi (2007).

“Despite its importance in other ways, Choi's work is
not concerned with the justification of the hypothesis |
tested in this paper. It would be distracting to the

logic if I included it

43
Major Changes in the Revised Manuscript
Contents Changes
Stalhlng results for JC-1 havej bgen changed Page 11, lines 1-25 &
1 [to histograms and the description has been . )
: Fig. 4, caption
rewritten.
> Discussion about mitochondrial DNA and Page 16, line 54 - page 17,
inflammasomes has been appended. line 9
Supplementary data for characterization of Page 8, line 26 - line 38 &
3 . .
nanoparticles have been appended. Fig. S1
4 The p values for ANOVA analysis have been Fig. 1 & caption
included.
5 |Fig. 7 has been removed.
TEM images of a control cell and a cell
6 |treated with 100 nm particles have been Fig. 5
appended.
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