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TAS102E AAphase I

TAS-102 (oral combination drug)

5-chloro-6-(2-iminopyrrolidin-1-ylymethyl
-2,4(1H,3H)-pyrimidinedione hydrochloride

FTD (Effector) TPI (Modulator)
[1] [Molar ratio] [0.5]

a,a,a- trifluorothymidine

Cl

KBEETAS102 r-phase II: OS

2 Stratified
Logrank Test:

P=0.0011

HR: 0.56, 95%Cl
[0.39, 0.81]

12 15

Yoshino T, et al. Lancet Oncol, 2012
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“Post-genome era”

Whole-genome analysis informs breast
cancer response to aromatase inhibition

Matthew J. Ellis'*+*#* Li Ding***, Dong Shen*°*, Jinggin Luo™®, Vera J. Suman’, John W. Wallis**, Brian A. Van Tine',

Jeremy Iltx}g], Reece J. Goiffon®"'", Theodore C. Goldstein'!, Sam Ng”, Li Lin', Robert Crowder, Jacqueline Snider’,

Karla Ballman’, Jason Weber®'?, Ken Chen", Daniel C. Koboldt**, Cyriac Kandoth*®, William S. Suhittrdi.ngd's,

Joshua F. McMichael*®, Christopher A. Miller®®, Charles Lu*®, Christopher C. Harris*®, Michael D. McLellan*®,

Michael C. Wendl*®, Katherine DeSuhryver], D. Craig Allred ™", Laura Esserman®, Gary Unzeitig”‘, Julie Ma.tgenthalerz,

G. V. Babiera' 3, P.Kelly Marcom"” .M. Guenth erm, Marilyn Leituhm, Ke].lyIIu_nt]'a, John OL\;L}n]?, YuTaL}E', Christopher A Ma.her]'d,
Lucinda L. Fulton®®, Robert S. Fulton™®*®, Michelle Harrison®®, Ben Oberkfell*®, Feiyu Du*®, Ryan Demeter™®,

Tammi L. ‘ﬁuktrf'ﬁ, Adnan Eﬂlmmaﬁa'“'m, Helen Piwniua-iﬁ’urmaa'u'm‘m, Sandra TH-ICDL}nHldz'H, Mark iihtmnﬁ'”'ﬂ,

David J. Dooling®®, David Ota®, Li-Wei Chang™", Ron Bose™, Timothy J. Ley"**, David Piwnica- Worms®?1 01224

Joshua M. Stuart', Richard K. Wilson®*® & Flaine R. Mardis®*”

To correlate the variable clinical features of oestrogen-receptor-positive breast cancer with somatic alterations, we
studied pretreatment tumour biopsies accrued from patients in two studies of neoadjuvant aromatase inhibitor therapy
by massively parallel sequencing and analysis. Fighteen significantly mutated genes were identified, including five genes
(RUNX1, CBFB, MYH9, MLL3 and SF3BI) previously linked to haematopoietic disorders. Mutant MAP3K1 was associated
with luminal A status, low -grade histology and low proliferation rates, whereas mutant TP53 was associated with the
opposite pattern. Moreover, mutant GATA3 correlated with suppression of proliferation upon aromatase inhibitor
treatment. Pathway analysis demonstrated that mutations in MAP2K4, a MAP3K1 substrate, produced similar
perturbations as MAP3K] loss. Distinct phenotypes in oestrogen-receptor-positive breast cancer are associated with
specific patterns of somatic mutations that map into cellular pathways linked to tumour biology, but most recurrent
mutations are relatively infrequent. Prospective clinical trials based on these findings will require comprehensive
genome sequencing.

$ 1,000 genome coming soon !

Nature 2012
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How do we overcome:
*designing protocol, regulatory guideline, cost limitation, etc?
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H Takahashi, S Umemura,

S Matsumoto, T Kuwata, Support team: Shikoku CC

A Ochiai, H Esumi H Terakado, S Ao, A Yoda T Nishina, Y Kajiwara
Support team Saitama CC

A Sato, T Yamanaka, Keio Univ K Yamaguchi, H Hara,

Y lki, Y Nishikubo, H Saya, C Imamura M Asayama

M Fukutani, N Suzuki,

H Hasegawa, | Miki, NIBIO

Y Kineri, R Kojima T Naka

Toward the goal:

New agent development from Japan !



