
Answer Sheet to the reviwer

Reviewer comment:

As we referred in previous comments, what we focus on is the nature of lesions for speci-

mens. In line 137-139: “The SOS of adenocarcinomas was low, which was identical to that of

normal mucosa. No significant difference was observed between well and poorly differenti-

ated carcinomas in the mucosa”. This suggested that SAM could not help differentiate the

nature of lesions for specimens. Meanwhile, the SOS can be affected by many factors, such as

necrosis areas of tumours. Additionally, the authors could not provide reference ranges of

SOS for different tumours. Therefore, we do not think that SAM has high value in clinics.

Answer:

In line 137-139: “The SOS of adenocarcinomas was low, which was identical to that of normal

mucosa. No significant difference was observed between well and poorly differentiated car-

cinomas in the mucosa”.

This means that the adenocarcinomas themselves have the same average SOS as normal mu-

cosal tubules. Cellular components are similar between adenocarcinoma and normal tubules

and secondary histological modification such as necrosis, cyst formation, and fibrosis are

minimal in the early mucosal carcinoma. Although average SOS is similar, SAM can help

diffentiate the two lesions by structural disarrangement as seen in Fig.4A-4B because tubu-

lar formation was found in well differentiated carcinoma while tubular structure was lost in

poorly differentiated carcinoma. Invasive adenocarcinomas induce desmoplastic reactions

and accordingly increase in hardness. In early mucosal carcinoma, no desmoplastic reactions

are found even in poorly differentiated adenocarcinomas, while at submucosal invasive sites,

stromal reactions appear and vary among carcinomas. Usually more poorly differentiated

carcinomas show more desmoplastic reactions to form scirrhous carcinomas. SAM has suc-

ceeded in imaging the desmoplastic reactions as seen Fig. 4D and 4E.

Most tumors displayed similar SOS values to their original tissues. However, the SOS of each

tumor varies due to secondary histological modification. Malignant and larger tumors usu-

ally display more severe secondary changes compared with benign and smaller tumors as

seen in Fig. 8A,8B,9B,10.  SAM imaging was successful in demonstrating these histological

modification.

As mentioned above, we have revised our manuscript as follows:

Line 190

Most tumors displayed similar SOS values to their original tissues. Carcinomas or carcinoid tumors in



mucosa demonstrated the same SOS values as mucosal glands or foveolar tubules.











Line 200





















Line 219















According to the suggestion, we have added reference ranges of SOS for different lesions in

Table 1. (line 300)


