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To reviewer

Thank you for your encouraging and warm comments. We respond to each

comment. And we rewrote the manuscript like bellow as red color.



Comment 1: In this study, the author mentioned three different angiogenesis
inhibitors, but there is currently no evidence to suggest which Als to choose in
combination with FOLFIRI has the best efficacy. This is also a good point with
promising clinical value. If possible, the authors could follow up relevant

multi-center joint clinical trials.

Response: We also think this point is very important, and again started to
search the evidences showing which one is most advantageous drug in these
three Als. However, we can not get any convincing evidences including direct
comparison among three Als in the literature. This issue still stands alone in

front of us, medical oncologists, and should be dissolved in the near future.

Comment 2: Only 41 cases were included in this study, sample size was too
small to be convincing. It is recommended to expand the sample size and

analyze whether the results are consistent.

Response: We thank you for your critical comments. Actually, two thirds of
patients bearing wild RAS genes have 4 alternatives, and one thirds of patients
bearing mutant RAS genes have 3 alternatives, in their second or latter lines of
chemotherapy and we exclude the former irinotecan users. Roughly estimated,
five in 36 patients (13.8%) can be enrolled in this study. The efficiency of
recruiting is not good. Non the less, your comment is true, and we tried to
collect further participants. We sent the letters to the investigators in AAA
group, to examine the other patients receiving AFL in the second or more lines
of treatment. However, we could not get enough number of data to the dead
line of this revision. We are sorry not to expand the information. We are going
to collect 2 times or more data from AAA group in a couple of years, and will

publish the data elsewhere in the future.

Comment 3: Data showed that AFL has a similar safety and efficacy in the
salvage therapy setting as in the second-line setting. Whether other Als drugs
have similar safety and effects in these two groups? Compared with others,

what are the advantages of choosing AFL?



Response: We thank you for your good comment. We added the following
sentences and table 4 in the last part of discussion. We also added the following

five references.

We gathered the data in the literature including rather smaller number of
patients as many as 20 patients, where the Als were applied in the salvage
setting (Table 4). There are two ramucirumab papers and three bevacizumab
papers, but no AFL papers. We compared the efficacies (PFS and OS) and safety
(the rate of the adverse events) with ours. There were no differences in the
efficacy with 3 Als in the salvage lines, but the Bmab was most safety among
them, followed by AFL and Rmab in this order.

Table 4 summary of data from recent reports including salvage therapy with

three angiogenesis inhibitors plus chemotherapy

Treatmant Line No.of |mTTP |MST | AE
patients | mo mo
(grade= 3)
FOLFIRI+Rmab™  3rd or 13 4 6.1 NA
later
FOLFIRI+Rmab/?  2nd 22 5.4 174 Neutropenia (54%)
Hypertension (4%)
Proteinuria (8%)
FOLFIRI+Rmab®!  3rd or 17 2.8 13 Neutropenia (35%)
later Hypertension (6%)
Proteinuria (24%)
Cx+Bmab!?!l 3rd or 42 5.3 9.5 Neutropenia (43%)
later Hypertension (5%)
Cx+Bmabl?! 3rd or 46 8.9 13.8 NA
later
Cx+Bmab!®! 2nd 154 8.5 19.1 Neutropenia (4%)

Hypertension (1%)



Cx+Bmab!®! 3rd or 62 6.3 14.9 Neutropenia (2%)

later Hypertension (2%)
Proteinuria (2%)
FOLFIRI+AFL!  2nd 54 4.4 11.9 Neutropenia (9%)
Hypertension (6%)
Proteinuria (2%)
FOLFIRI+AFL!®  3rd 69 4.3 11.1 included in the above
FOLFIRI+AFLIS  4th 47 3.4 8.1 included in the above
FOLFIRI+AFL* 2nd 22 41 224 Neutropenia (14%)
Hypertension (9%)
Proteinuria (5%)
FOLFIRI+AFL* 3rd or 19 24 13.2 Neutropenia (11%)
later Hypertension (5%)

Proteinuria (11%)

*They are our results.

mTTP: median time to progression, MST: median survival time, AE: adverse
event, Rmab: ramucirumab, Cx: chemotherapy (FOLFIRI or FOLFOX), Bmab:
bevacizumab, AFL: aflibercept

REFERENCE
19. Kimura M, Usami E, Teramachi H, Yoshimura T. Risk benefit of FOLFIRI

plus ramucirumab as third-line and later-line treatment of metastatic colorectal
cancer. Anticancer Res 2020; 40: 1605-1611 [PMID: 32132063 DOIL:
10.21873/anticanres.14108]

20. Yoshihiro T, Kusaba H, Makiyama A, Kobayashi K, Uenomachi M, Ito M,
Doi Y, Mitsugi K, Aikawa T, Takayashi K, Esaki T, Shimokawa H, Tsuchihashi
K, Ariyama H, Akashi K, Baba E. Efficacy and safety of ramucirumab plus
modified FOLFIRI for metastatic colorectal cancer. Int | Clin Oncol 2019; 24:
508-515 [PMID: 30604155 DOI: 10.1007 /s10147-018-01391-w]

21. Kang BW, Kim TW, Lee JL, Ryu MH, Chang HM, Yu CS, Kim JC, Kim JH,
Kang YK, Lee JS. Bevacizumab plus FOLFIRI or FOLFOX as third-line or later



treatment in patients with metastatic colorectal cancer after failure of
5-fluorouracil, irinotecan, and oxaliplatin: a retrospective analysis. Med Oncol
2009; 26: 32-37 [PMID: 18498064 DOI: 10.1007 /s12032-008-9077-8]

22. Geva P, Veccione L, Tejper S, Piessevaux H, Van Cutsem E, Prenen H.
Bevacizumab plus chemotherapy as salvage treatment in chemorefractory
patients with metastatic colorectal cancer. Onco Targes Ther 2013; 6: 53-58 [PMID:
23378775 PMCID: PM(C3558253 DOI: 10.2147 /OTT.S41383]

23. Bennouna ], Phelip JM, Andre T, Asselain B, Kone S, Ducreux M.
Observational cohort study of patients with metastasic colorectal cancer
initiating chemothetaoy in combination with bevacizumab (CONCERT). Clin
Colorectal Cancer 2017; 16: 129-140 [PMID 28277294 DOI:
10.1016/j.clcc.2016.07.013]

We again appreciate your suggestion, and we revised our manuscript according

to your suggestion. It's our great pleasure if you accept this new manuscript.

very best



