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Anti-CCR4 Ab for ATL trametinib for BRAF mutant melanoma
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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 Hoog!, Reece 1. Goiffon®?'%, Theodore C. Goldstein'!, Sam Ng'!, Li Lin', Robert Crowder’, Jacqueline Snider’,

Karla Ba.l_lmam?, Jason Wt—:ber]'ﬂ'”, Ken Chen“, Daniel C. K.L}bt}ldtd's, Cyriac Kamduthd's, William 5. Suhiz:rdi.ngd's,

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

Michael C. Wend_ld'g, Katherine DeSuhryver], D. Craig _i'h.].lrecl':"'”, Laura E&HHI’H‘[H_H]S, Gary Unzeitig”‘, Julie Ma_tgenthalerz,

G. V. Babiera' 3, P.Kelly Man:um”, LM, Guenthz:rm, Marlyn Leitch' ?, KEH}'HUIH:H, John OL‘&L}D]?, TuTaL}E', Christopher A, Ma_hz:r]'a,
Lucinda L. Fulton®®, Robert S. Fulton®®, Michelle Harrison®®, Ben Oberkfell*®, Feiyvu Du*®, Ryan Demeter™®,

Tammi L. R-iukz:rf'ﬁ, Adnan E].hamma_liﬂ'“'m, Helen Piwniua-ﬂ’urm&a']Mm}, Sandra TH-IUDL}nEﬂdE'n, Mark Hhtaunﬁ'”'n,

David J. Dooling®*®, David Ota®®, Li- Wei Chang®'#, Ron Bose®?, Timothy I. Ley'®?, David Piwnica- Worms®-19-12:24,

Joshua M. Stuart'!, Richard K. Wilson®** & Elaine 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. Eighteen 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 MAP3KI 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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Moon Shot Project ??
: MDACC (2012/09)

DONATE >

THE UNI TY OF TEXAS

MD Anderson

GaneerCenter
HOME ABOUT MOONSHOTS NEWS TAKEACTION &€ ©

XG5/ LERSHH:
THE TIME IS NOW. H R IR HTIT R
TOGETHER, WE WILL END CANCER. DONWHFE ?

Inspired by America’s drive generations ago to put a man on the moon, The University of Texas MD Anderson Cancer Center has
launched an ambitious and comprehensive action plan, called the Moon Shots Program, to make a giant leap for patients — to
dramatically accelerate the pace of converting scientific discoveries into clinical advances that reduce cancer deaths.

The nation’s No. 1 hospital for cancer care, with its unparalleled resources and capabilities, is uniquely positioned to accelerate the
end of cancer. It's closer than you think. What's learned from these initial cancer “moon shots” will ultimately lead to cures for all types

of the disease.
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