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The manuscript has been improved according to the suggestions of reviewers:

1 Format has been updated

2 Revision has been made according to the suggestions of the reviewer:

(1) i) In the INTRODUCTION chapter we have inserted that: "Reccntly, it has been reported that bone

metastases diagnosed W IIF-FDG PET/CT examinations are 70% of eoaluated sertes. ln fact, GC

patients die dwe ta metastases to intrapeitoneal organs befare that bane metastatic sites are reuealed

(Ma DW et al. Dig Liver Dis. 2013)". The above reference has been updated;
ii) In the CONCLUDING REMARKS chapter we have inserted that: "Frorn a {hertpeutic point of

view, it is interesting to remark that tumors injected in mice treated with inhibitars of
MCs-degranulation present deueased aascularization and metastasizing, Aecording to these lab data,

targeting MCs is cu*antly undu inaestigation especially in gastmintestinal cflncer

patients"(Depl,anque G et al, Ann Ancol2015). The above reference has been updated.

(2) i) We have provided the importance of targeting MCs in gastric cancer for both bone metastases and
cancer progression. In detail:

- in the MAST CELLS POSTTIVE TO TRYPTASE AND ANGIOGENESIS IN HUMAN GASTRIC
CANCER chapter we have reported: "Therefore, MCDPT may possibly exemplify a oalunble target

of anti-angiogenic therapy by either tryptase inhibitors qr c-KitR inhibitors, which may potentinl$
prow aseful therapeutic taols in controlling angiogenesis-mediated tumor grunth, progression dnd

metastasis in GC";
- in the ROLE OF MAST CELLS POSITM TO TRYPTASE IN BONE METASTASIS

ANGIOGENESIS FROM PRMARY GASTRIC CANCER chapter we have reported: MCDPT
may potentially ffir a nwel promising target of anti-angiogenic therapy to decrease both

angiogenesis-mediated GC cell growth in the bone tissue and tumar-induced osteoclsstic bone

tesorptTott"

ii) Although bone is not the most common site of metastases from gastric cancer and metastases are

common to perltoneum, liver and lung, we have focused ori bone metastases due to the
important related symptoms. In detail, in the INTRODUCTION chapter we have inserted that:
" Bone metastwes are a relatiaely uncommon finding, pertaining befinern L% and 2A% of CCs and notably



they represent a major discomfort due to the related pain, neuralogical inoolvanmt and hypercalcemia

symdromd'

iii) Figure I has been deleted, The manuscript reporting this figure has been now cited in
REFERENCES chapter (BioMed Research International 2014: 1547A2)

iiii) English editing has been now performed
iiiii) We have carefully check the rnanuscript and we have deleted the overlapping with our

previous publications

(3) i) We have shortened all manuscript, in particular the first three parts (introduction, mast cells
positive to tryptase and tumor angiogenesis, mast cells positive to tryptase, angiogenesis, and
immune suppression in human cancers...). We alqo have cited in REFERENCES our prwious
publications, In particular/ we have deleted figure L and 2 and we have now cited references
that indicate papers describing the same figures.

ii) We have specified that EMT and cancer stem cells play an important role in tuhnor metastases,
in particular we have reported in that" Moreooer, canar stem cells also promote GC metastasis oia
close plrysieal cellulnr contact and paracrine signals released from the tumor ni&e both in oiao and in
oitro assay. ln fact, it has bem ilemonstrsted that stroma-associated cancer stem cells promoted gastric
cancer cell EMT attracting circalating unxcer cells to self-seed the pimary htmor, again thouglt EMT'
(Xue Z. Journal of Cellular Biochemistry 116:618-627 QA15)

iii) We have deleted many old reference.s and we have now inBerted mere recent references

3 References and typesetting were corrected

4Inreplytoyou:
i) I certify that the attadred manusoip has now been edid by a native Englieh speaker. Caroline Oakley, in

our in-house put{ications and has reached C,rade A standard. In fact, C-aroline Orkley h now
added and she now edited the

ii) The title was shorured to 1Z words;

iii) Audio Core Tip (file name attached: Leporini et al-Audio Core Tip.mp3) has been performed;
iiii) Figure t has been deleted as reviewers' suggestions;
iiiii) Table 1 was reported on a separate sheet (file name attached: Leporini et al_Table 1.doc);
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