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Shiba S, Yachida S (Co-first author, Corresponding author), Mizutani S, Totoki T, Nakamura H, Hama N,
Miyoshi N, Arai Y, Saito-Adachi M, Kimura H, Hayashi Y, Takamaru H, Tanaka K, Hayashi R, Rokutan H,
Ikuta S, Kanemitsu Y, Doki Y, Eguchi H, Hattori S, Saito Y, Yamada T, Shibata T: Prevalence and
chronology of colibactin-associated mutational processes and their microbiome spectra in Japanese
colorectal cancer. Nat Genet 2026 in press.

Yachida S (Corresponding author), Totoki Y, Noé M, Nakatani Y, Horie M, Kawasaki K, Nakamura H,
Saito-Adachi M, Suzuki M, Takai E, Hama N, Higuchi R, Hirono S, Shiba S, Kato M, Furukawa E, Arai
Y, Rokutan H, Hashimoto T, Mitsunaga S, Kanda M, Tanaka H, Takata S, Shimomura A, Oshima M,
Hackeng WM, Okumura T, Okano K, Yamamoto M, Yamaue H, Morizane C, Arihiro K, Furukawa T, Sato
T, Kiyono T, Brosens LAA, Wood LD, Hruban RH, Shibata T: Comprehensive genomic profiling of
neuroendocrine carcinomas of the gastrointestinal system. Cancer Discov 12(3):692-711. 2022.

Yachida S (Corresponding author), Mizutani S, Shiroma H, Shiba S, Nakajima T, Sakamoto T, Watanabe
H, Masuda K, Nishimoto Y, Kubo M, Hosoda F, Rokutan H, Matsumoto M, Takamaru H, Yamada M,
Matsuda T, Iwasaki M, Yamaji T, Yachida T, Soga T, Kurokawa K, Toyoda A, Ogura Y, Hayashi T,
Hatakeyama M, Nakagama H, Saito Y, Fukuda S, Shibata T, Yamada T: Metagenomic and metabolomic
analyses reveal distinct stage-specific phenotypes of the gut microbiota in colorectal cancer. Nat Med
25:968-976. 2019.

Yachida S (Corresponding author), Wood LD, Suzuki M, Takai E, Totoki Y, Kato M, Luchini C, Arai Y,
Nakamura H, Hama N, Elzawahry A, Hosoda F, Shirota T, Morimoto N, Hori K, Funazaki J, Tanaka H,
Morizane C, Okusaka T, Nara S, Shimada K, Hiraoka N, Taniguchi H, Higuchi R, Oshima M, Okano K,
Hirono S, Mizuma M, Arihiro K, Yamamoto M, Unno M, Yamaue H, Weiss MJ, Wolfgang CL, Furukawa
T, Nakagama H, Vogelstein B, Kiyono T, Hruban RH, Shibata T: Genomic sequencing identifies FLF3 as
a driver of ampullary carcinoma. Cancer Cell 29:229-40. 2016.

Yachida S, Jones S, Bozic 1, Antal T, Leary R, Fu B, Kamiyama M, Hruban RH, Eshleman JR, Nowak
MA, Velculescu VE, Kinzler KW, Vogelstein B, lacobuzio-Donahue CA: Distant metastasis occurs late
during the genetic evolution of pancreatic cancer. Nature 467:1114-7. 2010.

Campbell PJ, Yachida S (Co-first author), Mudie LJ, Stephens PJ, Pleasance ED, Stebbings LA,
Morsberger LA, Latimer C, McLaren S, Lin ML, McBride DJ, Varela I, Nik-Zainal SA, Leroy C, Jia M,
Mengzies A, Butler AP, Teague JW, Griffin CA, Burton J, Swerdlow H, Quail MA, Stratton MR, Iacobuzio-
Donahue C, Futreal PA: The patterns and dynamics of genomic instability in metastatic pancreatic cancer.
Nature 467:1109-13. 2010.
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1. Shiba S, Yachida S, Mizutani S, Totoki T, Nakamura H, Hama N, Miyoshi N, Arai Y, Saito-Adachi M,
KimuraH, Hayashi Y, TakamaruH, Tanaka K, Hayashi R, Rokutan H, Tkuta S, Kanemitsu Y, Doki Y, Eguchi
H, Hattori S, Saito Y, Yamada T, Shibata T. Prevalence and chronology of colibactin-associated mutational
processes and their microbiome spectra in Japanese colorectal cancer. Nat Genet 2026 in press.

2. Mizutani S, Tamaki A, Shiba S, Salim F, Yamada M, Takamaru H, Nakajima T, Yoshida N, Ikuta S, Yachida



T, Shibata T, Soga T, Saito Y, Fukuda S, Ishikawa H, Yamada T, Yachida S. Dynamics of the gut
microbiome in FAP patients undergoing intensive endoscopic reduction of polyp burden. Gut 74, 335-338
(2025).

Rynazal R, Fujisawa K, Shiroma H, Salim F, Mizutani S, Shiba S, Yachida S, Yamada T. Leveraging
explainable Al for gut microbiome-based colorectal cancer classification. Genome Biol 24,21 (2023).

Shimomura Y, Zha L, Komukai S, Narii N, Sobue T, Kitamura T, Shiba S, Mizutani S, Yamada T, Sawada
N, Yachida S. Mediation effect of intestinal microbiota on the relationship between fiber intake and
colorectal cancer. Int J Cancer 152, 1752-176 (2023).

Salim F, Mizutani S, Shiba S, Takamaru H, Yamada M, Nakajima T, Yachida T, Soga T, Saito Y, Fukuda S,
Yachida S, Yamada T. Fusobacterium species are distinctly associated with patients with Lynch syndrome
colorectal cancer. iScience 27, 110181 (2024)

Inamura K, Hamada T, Bullman S, Ugai T, Yachida S, Ogino S. Cancer as microenvironmental, systemic
and environmental diseases: opportunity for transdisciplinary microbiomics science. Gut 71, 2107-2022
(2022)

Shiroma H, Shiba S, Erawijantari PP, Takamaru H, Yamada M, Sakamoto T, Kanemitsu Y, Mizutani S,
Soga T, Saito Y, Shibata T, Fukuda S, Yachida S, Yamada T. Surgical treatment for colorectal cancer
partially restores gut microbiome and metabolome traits. mSystems 7, €0001822 (2022).

Erawijantari PP, Mizutani S, Shiroma H, Shiba S, Nakajima T, Sakamoto T, Saito Y, Fukuda S, Yachida S,
Yamada T. Influence of gastrectomy for gastric cancer treatment on faecal microbiome and metabolome
profiles. Gut 69, 1404-1415 (2020).

Yachida S, Mizutani S, Shiroma H, Shiba S, Nakajima T, Sakamoto T, Watanabe H, Masuda K, Nishimoto
Y, Kubo M, Hosoda F, Rokutan H, Matsumoto M, Takamaru H, Yamada M, Matsuda T, Iwasaki M, Yamaji
T, Yachida T, Soga T, Kurokawa K, Toyoda A, Ogura Y, Hayashi T, Hatakeyama M, Nakagama H, Saito
Y, Fukuda S, Shibata T, Yamada T: Metagenomic and metabolomic analyses reveal distinct stage-specific
phenotypes of the gut microbiota in colorectal cancer. Nat Med 25, 968-976, (2019)
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Lin NY, Fukuoka S, Kovama S (co-first), Motooka D, Tourlousse DM, Shigeno Y, Matsumoto Y, Yamano
H, Murotomi K, Tamaki H, Irie T, Sugiyama E, Kumagai S, Itahashi K, Tanegashima T, Fujimaki K, Ito S,
Shindo M, Tsuji T, Wake H, Watanabe K, Maeda Y, Enokida T, Tahara M, Yamashita R, Fujisawa T,
Nomura M, Kawazoe A, Goto K, Doi T, Shitara K, Mano H, Sekiguchi Y, Nakamura S, Benno Y,
Nishikawa H. Microbiota-driven antitumour immunity mediated by dendritic cell migration. Nature. 2025
Aug;644(8078):1058-1068.

Naito Y, Kovama S (co-corresponding), Masuhiro K, Hirai T, Uenami T, Inoue T, Osa A, Machiyama H,
Watanabe G, Sax N, Villa J, Kinugasa-Katayama Y, Nojima S, Yaga M, Hosono Y, Okuzaki D, Satoh S,
Tsuda T, Nakanishi Y, Suga Y, Morita T, Fukushima K, Nishide M, Shiroyama T, Miyake K, Iwahori K,
Hirata H, Nagatomo I, Yano Y, Tamiya M, Kumagai T, Takemoto N, Inohara H, Yamasaki S, Yamashita K,
Aoshi T, Akbay EA, Hosen N, Shintani Y, Takamatsu H, Mori M, Takeda Y, Kumanogoh A. Tumor-derived
semaphorin 4A improves PD-1-blocking antibody efficacy by enhancing CD8" T cell cytotoxicity and
proliferation. Sci Adv. 2023 May 19;9(20): eade0718.

Kumagai S, Kovama S (co-corresponding). Itahashi K, Tanegashima T, Lin YT, Togashi Y, Kamada T, Irie
T, Okumura G, Kono H, Ito D, Fujii R, Watanabe S, Sai A, Fukuoka S, Sugiyama E, Watanabe G, Owari
T, Nishinakamura H, Sugiyama D, Maeda Y, Kawazoe A, Yukami H, Chida K, Ohara Y, Yoshida T, Shinno
Y, Takeyasu Y, Shirasawa M, Nakama K, Aokage K, Suzuki J, Ishii G, Kuwata T, Sakamoto N, Kawazu
M, Ueno T, Mori T, Yamazaki N, Tsuboi M, Yatabe Y, Kinoshita T, Doi T, Shitara K, Mano H, Nishikawa
H. Lactic acid promotes PD-1 expression in regulatory T cells in highly glycolytic tumor
microenvironments. Cancer Cell. 2022 Feb 14;40(2):201-218.e9.

Chongsathidkiet P, Jackson C, Koyama S (co-first), Loebel F, Cui X, Farber SH, Woroniecka K,
Elsamadicy AA, Dechant CA, Kemeny HR, Sanchez-Perez L, Cheema TA, Souders NC, Herndon JE,
Coumans JV, Everitt JI, Nahed BV, Sampson JH, Gunn MD, Martuza RL, Dranoft G, Curry WT, Fecci PE.
Sequestration of T cells in bone marrow in the setting of glioblastoma and other intracranial tumors. Nat
Med. 2018 Sep;24(9):1459-1468.

Koyama S, Akbay EA, Li YY, Herter-Sprie GS, Buczkowski KA, Richards WG, Gandhi L, Redig AJ,
Rodig SJ, Asahina H, Jones RE, Kulkarni MM, Kuraguchi M, Palakurthi S, Fecci PE, Johnson BE, Janne
PA, Engelman JA, Gangadharan SP, Costa DB, Freeman GJ, Bueno R, Hodi FS, Dranoftf G, Wong KK,
Hammerman PS. Nat Commun. 2016 Feb 17;7: 10501.

Koyama S, Aoshi T, Tanimoto T, Kumagai Y, Kobiyama K, Tougan T, Sakurai K, Coban C, Horii T, Akira
S, Ishii KJ. Plasmacytoid dendritic cells delineate immunogenicity of influenza vaccine subtypes. Sci
Transl Med. 2010 Mar 31;2(25):25ra24.
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1. Hanahan D. Hallmarks of Cancer: New Dimensions. Cancer Discov. 2022 Jan;12(1):31-46.

2.  Eng L, Sutradhar R, Niu Y, Liu N, Liu Y, Kaliwal Y, Powis ML, Liu G, Peppercorn JM, Bedard PL,
Krzyzanowska MK. Impact of Antibiotic Exposure Before Immune Checkpoint Inhibitor Treatment on
Overall Survival in Older Adults With Cancer: A Population-Based Study. J Clin Oncol. 2023 Jun
10;41(17):3122-3134.

3. Davar D, Dzutsev AK, McCulloch JA, Rodrigues RR, Chauvin JM, Morrison RM, Deblasio RN, Menna
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C, Ding Q, Pagliano O, Zidi B, Zhang S, Badger JH, Vetizou M, Cole AM, Fernandes MR, Prescott S,
Costa RGF, Balaji AK, Morgun A, Vujkovic-Cvijin I, Wang H, Borhani AA, Schwartz MB, Dubner HM,
Emst SJ, Rose A, Najjar YG, Belkaid Y, Kirkwood JM, Trinchieri G, Zarour HM. Fecal microbiota
transplant overcomes resistance to anti-PD-1 therapy in melanoma patients. Science. 2021 Feb
5;371(6529):595-602.

Blake SJ, Wolf Y, Boursi B, Lynn DJ. Role of the microbiota in response to and recovery from cancer
therapy. Vat Rev Immunol. 2024 May;24(5):308-325.

Lin NY, Fukuoka S, Koyama S, Motooka D, Tourlousse DM, Shigeno Y, Matsumoto Y, Yamano H,
Murotomi K, Tamaki H, Irie T, Sugiyama E, Kumagai S, Itahashi K, Tanegashima T, Fujimaki K, Ito S,
Shindo M, Tsuji T, Wake H, Watanabe K, Maeda Y, Enokida T, Tahara M, Yamashita R, Fujisawa T,
Nomura M, Kawazoe A, Goto K, Doi T, Shitara K, Mano H, Sekiguchi Y, Nakamura S, Benno Y,
Nishikawa H. Microbiota-driven antitumour immunity mediated by dendritic cell migration. Nature. 2025
Aug;644(8078):1058-1068.

11



B 3, [IERHERREHEIC L 2 HRiaFEDRRE]

RIRBSERFRAGEEATERY - RFER 7 7 L Bdx

BUORKRZEREAIERT © b7 LT v 2 — X &7 7 LIRS FHERE
S2%o kL

fan &

1997 4 RIRHIERFERSATR 263

1997 4 KRBTSR FEFERI SRR 2 PRITHE EE (SR s %)

2000 4 RIERF R GRS AT LR A

2003 4 HAARBL R 52 B (DC2)

2004 4 RIERFRAGER LR LT T, Bt (R58)

2004 4 RICRABAPHRITIERT - B GE RBUZITEE

2009 4 RIEKRF Gz 7 v v 7 4 Thte e v 2 — BRI FHE - FrEAERR
2012 FF~HHE  BORURPEERIAIITERT - R0

2014 4 TIRERFRZGUARFAITNC - PRAFARRIR S - #d%

2018 4 RIHISERAERAGERETER} - RS/ L - B

2022 F~BUE  KRIROISLRFPRABER TR - RS LR - B

i iz R
% B OJE

£ 4 [91(2009 FEE) HAR S A e beil &

5546 [01(2021 4EFD) % T RERLET 7 F V984 2 7 T 5E
5 61 [1](2025 A7) BB AR iR BV /N B =Bl S UL E
5128 (2025 4FED) HAME AR RSt E

rlE # & HARMEYS. BARNREER. AR

Hp

MR R - RV

12



EnEE

1.

10.

Fujimoto K, Hayashi T, Yamamoto M, Sato N, Shimohigoshi M, Miyaoka D, Yokota C, Watanabe M,
Hisaki Y, Kamei Y, Yokoyama Y, Yabuno T, Hirose A, Nakamae M, Nakamae H, Uematsu M, Sato S,
Yamaguchi K, Furukawa Y, Akeda Y, Hino M, Imoto S, Uematsu S. An enterococcal phage-derived
enzyme suppresses graft-versus-host disease. Nature. 2024 Aug;632(8023):174-181. doi: 10.1038/s41586-
024-07667-8.

Fujimoto K, Kimura Y, Allegretti JR, Yamamoto M, Zhang YZ, Katayama K, Tremmel G, Kawaguchi Y,
Shimohigoshi M, Hayashi T, Uematsu M, Yamaguchi K, Furukawa Y, Akiyama Y, Yamaguchi R, Crowe
SE, Emst PB, Miyano S, Kiyono H, Imoto S, Uematsu S. Functional Restoration of Bacteriomes and
Viromes by Fecal Microbiota Transplantation. Gastroenterology. 2021 Feb 9;S0016-5085(21)00400-5.

Fujimoto K, Kimura Y, Shimohigoshi M, Satoh T, Sato S, Tremmel G, Uematsu M, Kawaguchi Y, Usui Y,
Nakano Y, Hayashi T, Kashima K, Yuki Y, Yamaguchi K, Furukawa Y, Kakuta M, Akiyama Y, Yamaguchi
R, Crowe SE, Emst PB, Miyano S, Kiyono H, Imoto S, Uematsu S. Metagenome Data on Intestinal Phage-
Bacteria Associations Aids the Development of Phage Therapy Against Pathobionts. Cell Host Microbe.
2020 Jul 3;S1931-3128(20)30344-9.
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