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M Tanioka, et al. Phase | study of LY2181308, an antisense oligonucleotide
against survivin, in patients with advanced solid tumors. Cancer
chemotherapy and pharmacology 68 (2), 505-511, 2011
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Cisplatin with dose-dense paclitaxel Aprepitant for patients
__for cervical cancer | with high risk of emesis
a multicenter phase |l study (SGSG013) Randomized phase |l Design
Within 4 weeks Within 6 weeks
IB2, 11A2, IIB cycles of neoadjuva =
Cf:tzr:c'zil : | dZTP ‘ " Radical hysterectOmyl_’l Ad]?u(;yacr:fzg':'P ‘ ﬁsﬁ%"ﬁ
aged<70 CDDP 75 mg/m? D1 BE
PS0-2 PTX80 mg/m? D1,8,15 [ SD* A i 4
any histology overy21 davs | Surgicalmargin+ | FEmE l’ B B
it o~ \ —
(N=51) Radical hysterectomyand/or I
(Chemo)radiotherapy®

A
ﬁﬁﬁ#ﬁﬁﬁﬁ%;‘il . B R

ZHHB 2 — —> oL
Primary endpoint: 2-year recurrence-free survival l T B fHE R (DExeomgt i)
Web % §3 BlHER
Tanioka, et al. ASCO 2013 poster discussion (Abstr. 5528) T—SEvs—

Yamaguchi, et al. ASCO 2014 poster highlight (Abstr. 5526)

Tanioka, et al. Medical Oncology 34 (8), 134, 2017
Tanioka M, et al. Br J Cancer. 2013, 859165
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[ Elastic Net f&4T ]

ETRTOHORAFEETILIZHRY ANS Ridge[all&®dD SYVER L1JILA  FERISA—FRT - BB ZHB T ENTES
I_ﬁﬁ@?ff’&ﬁw')lhf‘iikﬁ*ﬂ%*ﬁk?%‘ DyZEE | LJILA | BFBZMNIDIIENTES
- (SR EE R WBEZBZEE LT
[Zou, J.R.Statist.Soc.B, 2005] i} . .
https://qiita.com/nanairoGlasses/items/57515340albc24ffe445
137 —
samples
/ TrainTest sels\
2 el A4 = ot s e —— Tast
HER2[ZTEZEL A AIZH T HHERZIAZ T N =91 ininsic Subtpe N =46

ER / PgR status

WAL 2 EEDARDRETAETLEHE  §

= AN = = 10‘::2215'::'?;;?:': g Repe at ,’O times
: 13715“ O)?Lb\/\lj_\ng_g for estimating elastic net a using different
n/ ) \'I B *&%1%% & A tuning parameters train/test splits

Use a & A values and

(Tanioka, Clin Cancer Res, 2018) the entire training set to
select the features, ' Apply the model to
determine weights, the test set and
and calculate AUC calculate the AUC 9

(Area under ROC)
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Average AUC scores for various individual data Elastic Net models using
types through 10 repeated Elastic Net analyses multidimensional data

Luminal/ER signature B GS_HS_Green18_Median_PMID.21214954 ]
CN Chr.6p CN_chr6.1-23628840.BeroukhimS2.6p24.1
g” gnr.gp CN_chr6.4058046-25852810.BeroukhimS5 ]
r.6p CN_chr6.13729714-14088212.Basal.6p23.59
average AUC CN Cr_}rPGS% CN_chr6.1543157-2570302.BeroukhimS2.6p25.3
. 0.648 EEE) Mut_TP53
Mutation(12)# e CN Chr.6p CN_6.p_wholearm.chr6.1-60500000
Mutation(2)* - —— 0.648 HER2 GS_Module08_Her2_Median_PMID.20335537
ER/PGR ‘ 0.678 Clinical ER TEtRZ gIS_Sctl)rEaHeﬂ_Correlation_JCO.2009_PMID.19204204
: inica status inical_ER_status I
i .—}_4 0.712 Luminal/ER signature GS_HS_Red19_Median_PMID.21214954 ]
ERIPgR_‘ Mutation(2) CN Chr.6p CN_chr6.110391-1254918.BeroukhimS5 ]
Gene signatures s 0.709 CN Chr.6p CN_chr6.38787570-41935171.BeroukhimS5
Copy Number (CN) 0.720 ) ) GS_S100A9_A8_Median_PMID.21214954
Luminal/ER signature - GS_Scorr_LumA_Correlation_JC0.2009_PMID.19204204 NG
Gene signatures, CN e 0.755 9 CN_chr10.74560456-82020637.BeroukhimS2.10q22.3
. CN Chr.11 CN_chr11.112785528-114880322.LumB.11q23.2-160
Gene signatures, CN, ER/IPgR 0.757 HER% GS_HS_Red12_Median_PMID.21214954
Gene signatures, CN, Mutation(12) . —_ 0.759 . Prols}é\;stic m?del GS_ROR_S_Model_JGO.2000_ PMID. 19204204 —
) . umina signature _Module17_Pr_Median_ . ]
Gene signatures, CN, Mutation(12), ER/PgR m—p— 0.758 CN Chr.6p CN_chr6.42772314-43039595.Basal.6p21.1-60 1
; : CN Chr.6 CN_chr6.43556800-44361368.BeroukhimS2.6p21.1
Gene signatures, CN, Mutation(2) 0.759 Prognostic modal mem) GS_GHI_RS_Model_NJEM.2004_PMID.15591335
Gene signatures, CN, Mutation(2), ER/PgR |—|—1 0.760 GS_XRTinducedgenes_Median_PMID.24527691
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s 2 s E 055 060 065 070 075 080 CN Chr.11q CN_chr11.116803699-119605859.LumB.11g23.3-161
g 8 > = CN_chr17.75915141-77213225.BeroukhimS5
g 2 o = CN Chr.22q CN_chr22.31596415-33790650.BeroukhimS5
= 2 o CN_chr6.76630464-105342994.BeroukhimS2.6q16.1
8 © Immune MEEp GS_IMMUNE_Bindea_Cell_TFH_Median_PMID.24138885
GS_Module07_glucosedepletion_Median_PMID.20335537
Immune GS_IgG_Cluster_Median_PMID.21214954
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GS_Unknown_12_Median_PMID.21214954
[
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GS_MM_Green12_Median_PMID.21214954 ] positive predictor
@ negative predictor
GS : Gene Signature I T T T T 1
CN : Copy Number 0 20 40 60 80 100
Mut : Mutation

Frequency (%)
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Tanioka, et al. Clin Cancer Res. 2018, 5292-304



Supervised clustering

Low : 6.5% _

—3» pCR rates (%) Low High

| Response ( pCR: non-pCR: )

High : 93.4% Middle : 44.4%

= —

= —

| Average model score
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CN_chr17.75915141-77213225.BeroukhimS5..del.
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CN_chr6.38787570-41935171.BeroukhimS5..amp.
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GS_IGG_Cluster_Median_BMC.Med.Genomics.2011_PMID.21214954
Mut_TP53

GS_Duke_Module08_her2_Median_PMID.20335537
GS_GHI_RS_Model_NJEM.2004_PMID.15591335
GS_HS_Red12_Median_BMC.Med.Genomics.2011_PMID.21214954
GS_Scorr_Her2_Correlation_JC0.2009_PMID.19204204
GS_S100A9_A8_Median_BMC.Med.Genomics.2011_PMID.21214954
"} B |GS_HS_Green21_Median_BMC.Med.Genomics.2011_PMID.21214954
GS_XRTinducedgenes.Oh_Median_PMID.24527691
Clinical.ER.status

GS_Duke_Module17_pr_Median_PMID.20335537
GS_HS_Green18_Median_BMC.Med.Genomics.2011_PMID.21214954
GS_HS_Red19_Median_BMC.Med.Genomics.2011_PMID.21214954
CN_chr8.133698327-133914560.BeroukhimS5..amp.
GS_Duke_Module19_src_Median_PMID.20335537
GS_JANES_Oscillation_JUND_KRT5_PMID.24658685
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Tanioka, et al. Clin Cancer Res. 2018, 5292-304
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LuminalZL# (2339 5 Histone DeacetylasefHEZEEntinostat®d
MR ICBE T BIRGLT 7T X LA

Untreated
(N=6)

Entinostat.3wks
(N=4)

Entinostat.bwks
(N=4)

Entinostat,
resistant
(N=8)

ArrayCGH

Untreated

Entinostat-3wks

DawnRank

Entinostat-6wks

Entinostat-resistant

(N=6) N=4) N=4) N=8)
Percent Percent Percent Percent

Gene rank Chr Gene rank  Chr Gene rank “hr Gene rank  Chr
MAX 1 12 JUN 0.977 4 JUN 0.997 4 JUN 0.999 -
CALM1 0.995 12 CDC42 0.975 4 CDC42 0.994 4 JAK1 0.995 4
HIF1A 0.990 12 JAK1 0.969 4 JAK1 0.992 4 CDC42 0.990 4
ACTN1 0.986 12 LCK 0.969 4 LCK 0.989 4 CDKN2A 0.989 4
FOS 0.981 12 LYN 0.965 4 LYN 0.987 4 LCK 0.987 4
HSP90AA1 0.976 12 MAP3K7 0.960 4 MAP3K7 0.984 4 TGFBR1 0.984 4
FOXA1 0.972 12 ERBB2 0.959 11 CDKN2A 0.982 4 LRP8 0.983 4
ARF6 0.967 12 CDKN2A 0.952 4 ZBTB17 0.979 4 ZBTB17 0.981 4
FBLNS 0.963 12 TGFBR1 0.950 4 TGFBR1 0.977 4 TLE1 0.980 4
NCOA1 0.958 12 RBBP4 0.948 4 RBBP4 0.974 4 LYN 0.980 4
NFKBIA 0.953 12 ZBTB17 0.944 4 LRPS8 0.972 4 RBBP4 0.979 4

Tanioka, et al. Genome Med. 2018, 10(1):86
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