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Abstract

Multigene assays have been independently developed in the research field of breast cancer, and were
first clinically applied in breast cancer recurrence prediction methods (OncotypeDX®, Mammaprint® etc.).
These are predictive models that analyze the gene expression patterns of dozens of recurrence-related genes
in the primary tumor of luminal type early breast cancer and classify the recurrence risk into High/Low. It
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is considered useful in determining the indication for postoperative chemotherapy. The reasons for using

RNA expression values are 1) small amount of data and low PC load 2) wide dynamic range of values and easy

identification of markers 3) low level of personal information and 4) downstream in the central dogma, etc.

In the future, multiple diagnostic methods such as chemo sensitivity prediction method and late recurrence

prediction method are diagnosed at once using the total gene expression value file (CEL file) for each

patient. We aim to realize such efficient personalized cancer medicine. In this paper, we introduce the devel-

opment method and thinking process, focusing on the multigene diagnostic method: Curebest™ 95GC devel-

oped by the author.

Key Words: Multigene assay, Curebest™ 95GC, Breast cancer, Recurrence prediction, Microarray.

1. $BEEFEWEICHETS
AN EEEEM DD

1-1 BRMBDSEEEFEWEGGI (genomic

grade index) DREE

I EES BIZTZREORMRBICH20 £
FTVELZOIL, ZHiaTF2WED [ AR
DREFR] Thotz. ZZ THLIIHIROWLIC
NVF—=FEOASEIEHEO 97 ML T-HBMEE H
W72 HE Grade K OSFR5S - &S T I TGGL
ZIEHTLC, ENOBHARANFRICBCTHH
M7 BB LIS 2 e MR L7z, ARAF
ZZOHMIZHARN T R — MIBITF S GGIDAfifE
AMAET S5 THAEH. GGIOMI L 7=
Validation set & LC, W5 FHIREDOMGEEM IZH
ARANFHE1056] (ER+/N-, itk IV E v 0
ANAT) FHE L. T oAb s il
REDMGERZ, Maifby#eE (NAC) 12 THh#
L 72 HAR ANFLHE O NAC Hif IS BRIX L 72 VAB g2
B> 7 (n=84) ZHEL. £4347
o7 L 4 DATA Z e L GGL % f##r L 72, GGI-
High I S N2 BEHIE, GGlLow [Z/HH S
NBERID S, FRICHER 105 IR AT
ML (B55% vs 88%, P<0.001), HEIZ
NAC #% DOFHA5E 228 (pCR) 2 H D>
72 (31.9% vs 10.8%, P =0.022). AHFFEIZT
GGIL D N B w AR S 7.

1-2 KEEOSEGFLHEEPAM50 DKL
KIZFR A 1K EISE O FLIE RIS 0 50 58 (5 158
Ui % 722 #1n T2 Wik 2 X % Intrinsic

TUMfEEREE 131(11), 2022.

Subtype 731 [PAM50] #f#HT LT, HAA
FFICB VT O TR LB 2R L
720 XHR2) 13FkRA DRAEIID 2B HANA %
XU L 72 PAMSOIIE DSE RIS 2 5. W5
TiE, KETHFE S 7z TPAM50] Subtype %
oMb (NAC) &zt Fillfgic o
WCHGE L 72. NAC (P-FEC) TiA# L7-ERKs
PEHANFLNE 12461 2 0h RAICHGEE L 72. NACH
(A5 5 MBS AEARBE AL, PAMSO0 B OVl
kAL (IHC) @212 X 1) 4% Subtype |27 &
72, PAMS50-Subtype @ % 5, PAMS50-Luminal
AR LTV PCRE (1.9%) #xRL, LEuH
H1 1& PAMS50-Luminal A 255137 L 728 b A K
DOEWVPCRFMHNTTHLZ L 2R L (P=
0.031). IHC-Luminal A3 pCR & A EIZHIE L
hrodz. $7-ERBEMERNE & FARIC, ERLAX
WK (1~9%) K D% { I HER2 type
$ L {1EBasal type TH Y, ERL NI AEH W
(Z10%) FHE & D NACKZVEDTE W & & AUR
ENFz. ARWFZEICTPAMS0 O Al 8 P AR
Ih7e.

A2 1E Fr 4 1Z3CHEk3) 12T [TP53 mutation
signature] O AR EEZ R L. b
—EOWFECHD) 2) 3) » bk, 4 OfLET
H - BFHSICBW T ARSI A S NS
DD, ZRGBIET % FHIAC Signature & LTK
% /7 M1 % High/Low 12T ¥ ¥ 7V IZ5HF T
F A, AR AEIIEELES1Z /NS
WZ EDbro 7.



EZ 4R

2. EESEGTFISHEDRERE
- BRETRE
2-1 EHIBEREFBE Curebest™ 95GC
BIHLERE S O TR O T
: 2011223957, 20104-4 H
RO X9 T NG &k DR & #R T,
FER) & 75 B % AR T WS X B A iR 156
TP [95GC] OBFICEA . 95GC X
Luminal type F-WIZLHE 2 3T 512 L= T 38 il
THh, WEHEY A ’i’ Low risk/High-risk }

Y100 S5l 5o Score ICTEZWT 5. HIED
High-risk # (51-100 50) 1 iﬂ‘ﬁ&m#ﬁﬁ%ﬁﬁ
1TL, Lowrisk#t (050 5i) ZIXRIVE ¥ HANA

WERATTHEV) F—5— )‘4’ FEEHE 2 e fit

WL O HTE & RIS H 893

ANHIZAERT, EOREHERL L Twvo 22RR,
fﬁﬁﬂw)ﬁ EF MRS EE (AUC of ROC curve) 7%
e T 5095 TIEITE L 727290 5 T Ol %
P L7z, ZNUEBETHREAHESLTHAR
KEDRNBIZF DM Z Z & THhZ o TFHl
WEE TR T Ew)BERALNTL
(Naoi's peak). KIZHlA7 L 7z Validation set & L
T 105610 H AR AN#L)E DATA (ER+/N-, #if% &
WVE LD ANIAT) HEL, 95GCOTIET
HEE %2 WGEE L 72, 95GCIZ & 1) 10561 % 10 4F Mk F
FHEAFH93% D Low-risk#E (n=61) &, 53%
® High-risk# (n=44) Q28I ET A &
BTE7z (P=86e7). AWZEIZ LD 95GC Low-
risk BEIC A S M5 BB I PUER R H TS -
THHZHERITEL, RN Z TR by wek

35 (X1,2). 95GCORZIZBWTIE, FCKA
Training set 54981 D FLHE FHFEH (ER+/N-, T

AW LIRS AR E N,
Z 2 TISGCOBFRIFICZ 2h o 23, X

ARG (280 2% 2085+ 08 % D EREEE R Pl E T 5 720121) MROREIE
<A 7a7T VA &R THRENICHER (167 B TS 25, 2) © b2 RIn L R

Bl) L IEFIERE (38261) THERL, 95D Frda2l, 3) REMEREFIFLEEESS

A EKIEDE S HBICHEBRT ALY VF LD L, 4) ZRxRIETNVT) X2 (BGA . Between
EBIETHZREL, e AW BENZBHE Group Analysis %) ##HRH93 52 &, 5) M&#HE
ZREE L7720, Bn T2 ) X & D oBE I 242 275 BAE -5 Bl data 2 5% L CIFk o
BWTE, K377 7BV CEIET A Wiz 52k, 6) KA DATAZMEM L 72

95GC >tk

Luminal type ZEZNZRIC Ul=BREFilliE

ERB1%/HER22E/ U > ) \EigsigiaE

Luminal type PHIZEZ—EDISTEHR IS

ER+/HER2-/n0/HT ER+/HER2-/n0/HT (JPN, n=257)
5y 98.1%

100+ o 100+ L 10y.94.1%
M Hﬁ“{\‘*\‘;ﬁ:—‘q“ L 180 (70%) {t$meE A=
80 80 i
0 ; H77 (30%) {bms e
5y74.1%

1 (epieemany @ = 201 {LFREZL

0 20; i
P<0;0001
@ Q@ AE,
20 40 60 80 100 120 20 40 60 80 100 120 %;‘éﬁ.:hjr/

months months.

10yi64.6%

FERMICES

20155k
Downara =

95GCOD : BFEUXI%High/Low 2&(CH I THEBECTHI
® BFEMDLow-risk# : FERMLFFEZ AL CERBEZHGH

o BFMDHigh-risk## : iiiRIC{EFEERETLU TBRZBS
Naoi, Noguchi, Shimazu, et al. Cancer Science 2021;112(4):1369-1375.

X1

TURFEE KGR 131(11), 2022.



894 [N

-
“sysmex
e —— — s
7988 8069 7332 | seis 578 6722 6957 988 | 3420

EI e T 00 212853
6415 7898 | 6520 | 9851 | 2178

(T TR
G2 ais s

| it || aomsk | 22| sk
5635 | 621 | 383

-
¥ sysmex

257HEGIRR SRR ED B 51 195G CAAT ESERMHEFT AL OB (HR M)

Luminal 1 7 QORDATIRIVE S REEDH R UITES]

0] — srammRR
cof oo oswamem
® 50

W 20 30 4 s 6 70 8 % 100

95G6C2a7

95GCHE 956C237

H 59

’ 7R,

:

2 @ AAEBE 95GC score 59 12 T HFE D Highrisk [H] & I S/,
757 X0 5EBROEBHREIINI6%THAL I LDBbRr5.

Curebest™

Training set of 6 data set
(GSE2034, GSE2990, GSE4922, GSES532, GSE7390, GSE9195)

VS
BHRILE (=167 FEBRILE (n=382)

T549BI DL E LRIz FRBEEZMBEMICLE

@ 2 HDatabase HNHIK A FLERFER
Y4907 LADATA 549|43%Down Load

O L2 AR FRRIEEMEMIZ.
BRE67H]) LIFBRE (3826]) L THE

OELBEICEFRT AT ILOBREFH
% 95{EEIRL. BHA7 LTV LEMRE

95GC BaFéix

3244

95 genes i AR ICHRE TR

g ’ . I \ o,
3 |z g T oo
o
|
), .’y <
<. / Data base/ 5
GED EN / No bias|Z:#1R
o }
CHEN
Q .
(o]
o (24
U‘ 5‘\] \K;O (5'0 20'0 25'0 30'0

Number of genes

IR/ T REAFER DI
BIEFHAEIRSNT-

Naoi, Shimazu, Noguchi. Breast Cancer Res Treat. 2011;128(3):633-41.

X3

Training & Validation TR I A M2 TIF 5 2
L, D6ETH L. FoRE, WK EWE
TGN 7 o TV 7 W B G B 8 AR 11 L OV
R AL TR & D K S 115 95 gene set 25[H
EE NIz, FD 95 gene setid OncotypeDX D
WAFOMGA IR EHB L TS, FEFEMIC

TUMfEEREE 131(11), 2022.

BREOEETEY FThrEEbRZ. OF
Db FE2HEIETFOS B, #BEICHIENS L
% ) Pubmed % CHZ L4 5 A ERME~ — 7 —
13491000 ~ 2000 (23 X2\, D KEHBO#ER
TR G —h—DE R FETLEEDNS.
ENERHFEILADTFLFENLILO6ETDH



(a)

ER+/HER2~/n0/HT (US,EU,JPN, n=679)

ER+/HER2-/n0/HT (US,EU,JPN, n=679)
. 370 1005 561 20
)1 = o-10 80
- 1125

100

P <0.0001

21GC

L AR T Wk O TE & BRIEH

ER+/HER2—/n0/HT (RS 0-25, n=561)

(b) ”
123

60;

40;

DRFS()

P=0.0005

95GC

20 40 60 80 100 120
118 — 26-100

o

20 40 60 80 100 120

E 40 == 26-100
20 P <0.0001 ER+/HER2-/n0/HT (RS 26-100, n=118)
21GC 'OO-w: 23
20 40 60 80 100 120 80
months months
R 60 95
g
&= 40
S P=0.0259
20
95GC

20 40 60 80 100 120
months

Naoi, Noguchi, Shimazu, et al. Cancer Science 2021;112(4):1369-1375.

X4

Curebest™ 95GC MDREM (2013%~)
ERFEEHNSIAMMUFZEERU MhEHERE (C TEARZ R

RT :1 week

‘ 4°C : 4 weeks
- s — ’
@®

O Fiiid <[CRFEHN S4mmi S Z IR
® RNAlater R FRICEIT TRER ARG
O HERE(C TR FEZ R

O BRI A U007 L DATAZERL

O EDPHSI5MEETFRRMEEANT
WRER Y XD%High/LowHIEd S

U133plus2.0
(Affymetrix)

* 2018548 & D FEPEX{JB1A

ABojo3SIH

Judgement
CEL DATA File

X5

895

5. EEETEZBNTT AI12IEDNA X ) 3 DATA
®|AS3 V%7 MR RNA GEHUE) LT3
EVWIHIRTHAH. DX LI LWEEEET
R = — DRI IEB P OF A TH S Z
Enn, 5% LEOEICHETED W
BLEFFFICB TR B E R RE~ — 7 —
PR LGS EEDbNS.

95GC I BLAE F T34 @ Independent valida-

tion studies |2 THWVWHIEFIMRELGEMH L T &
7z. 2021 4E\Z Curebest 95GC (X [EIPN 257 B o> 14
A E RN, KOVE N S iR ARGEE 12T,
Luminal type 3L IC BT 5 @V FEETHlGE
2R L7z, ERAEORESZEBGEICB W T
1%, 95GC i3 OncotypeDX %% Intermediate-risk &
HIE L 72 BB % & 512 Highrisk B & Low-risk
BECHZICET A EAURENAZTY. Thi

TURFEE KGR 131(11), 2022.



896

SBETFEEED BREE

TIVCDIC C = BID: it e izt

2013 4E 12 AT b N7zt data 12 351F B 459 1 % %t
LA L 72O MEER R Y 2RENCCTHBA S
7FHIZ% 4. I4ETIE OncotypeDX (21GC)
RS0-25, RS26-100 D EHDOHHTFH 2 K4 HE
2B FD IR S TS (K4).
[FI4FE D F 1 % Wi 1) & (SHGEE L 72 N 7 fi i s
2212 BV TIE, Curebest 95GC D& W T3
FillfE & High-risk BEANDO P UEDOEKRTOL
L R EDIR S N (HARAFE S
2021, 2022). I 2 TIIFREIbERE 2 AN L7
Low-risk B (2 31F 2 ik 5 4F a b M P J8 A A7 3813
98.0%TdH Y, CHK5) 6) FERDIFHKETH -
7z. HAE Curebest 95GC I3 @ik - ¥k + FFPE
OXF 74 7)) BIRETITHIGLTWA.
95GCIF 2014 FFICHARRANEFRDOHTA K74
iR EN, HARENIZBT 5 ERRNEH A
RIS o7z (K5). HIEHARENDF 7% 120
B TEA - SN TWAH. F7295GC Bt
Biide b2 TBETORIUET — & % IR
L7 “CELfile” &9 dataCD Z W\, #ik
T B AL RS 2 23GCY,  Luminal type
FUHE DT RT L2 14 O B 38 T il #: 155GCY,
it LN 542 F0E: GNI'Y, e OW 0] FE 76 10 3
42GC? 7 MO L BAZTFHWIE b EHRTHETS

TUMfEEREE 131(11), 2022.

=

FREDOE h22GEEFRREZSE Y1070 CELI7JLDATAI

X6

o BARIEFR
o [RERIER R
° EHBFSR etc.

SR
42GC
late

BCRT 2011 BCRT 2018
BCRT 2013

155GC
chemo

CancerlLett 2015 BCRT 2019

ER/PR/HERZ
/Ki67

2009-2021

SURSULEE

PAMS50
Subtype

% (X6). ZdX 92 Curebest 95GCIZH 7% %
BEPIEICE EE 5T, &(ET DATA %%
T2 L THIRBEEIC SIS LIS A B WIS
AHLTWw5.

2-2 BREAE R -FRIE 42GC
BIEARRE 2L MY P8 7
© 2018-77986, 20184E4 H

95GC THIIFF T 2 ff 7. L 7=k 2 ATKIC
BAZOWE, MEEREFIETH 727, E4E
ERFFEFIEOBHIZ BN TIE, FIVE VIEER
B (iR 104ER) ABEA ST, O EH %
BRIV RING B 7200, itk 54 LI oo i F
BT NEE T 20BN D72, FTrld, H
Wb X M FRREIER OBZFRI Y —
DFEIIZEHL, FVU TF VOB E
42GC % Bd%E L 7=. Training set 77912 HB W T
BB L UM EEIEICBNT, vf7a7
LVAIZCRES Y — U 08587 o 7z 42 o i =+
ZHWWT, BRSSP 42GC S L7z, M
Aty b 221BIC BT, 42GCIC X Y BETESE
BEICHF SN BB, ARICHVKRIER
L (P=0.020) #mL7Z. 42GCAPIFE Sk
WV VIERREOBICEE 7RI 5 2 &5



L AR T Wk O TE & BRIEH 897

HEIZ 72 o 72,

3. EESZEETFEMEADRRE
 BRRMTFAE

3-1 MWaibEEEEZMEFARIEZIRSN2S
(23GC)
BT LA T L e B IR
ZWBY © 2013-179877, 201348 H
F AT FFETIE ORI & AT LT bRk
WZETFMEL L, LEET2HEOTR
PEAEER L CE. K9 23GCORZICTBIT
BWF7E H X RS R F BT — 7 2 Hlw
A b FR . (NAC) 129 B4
Y] (pCR) OFHFMET NV ERE T L &
ThAb. 117610 HARNFFEEE 2 S NAC JitifT
RIS SNBSS AT~ 7V O EET
FEHURMT 2 W17 L, NACIEZMEICHR D RT 5
G 23 AR & W L, pCRPMlE23GC
RS L7z, 23GCIZEE % NACILEHE (GpR)
F 23RBS RE (GpNR) OWEFh»IZH5HT
B RIZERK N 901 B2 & B 5 AN ERRGEE & b
% 23GCIZTHMT L7z 2%, GpREEDpCR%E
WEGp-NREFEL DO AREIIHE VI LIRS NI
(40% vs 11%, P =4.98E-23). ZERMHIC X
) 23GCId b EE LMV L 72 pCRFMKHE T T
HHIEHImRENS (P=825E09). Zhick
V) RS RE 2 A AL A S M T B A B 7 &
nz:.

3-2 ERGUHIEZR Wal{bEEEiR2MTF
#li% MPCP155 (155GC)
B Ty N— AR BT
: 2017-136368, 20174E7H
F4£1223GC %% L72 b D ®, Luminal type
AT BV TIENAC IS I se 2228 T)
(pCR) HAYEL L, pCROTFMIZIZF VNPV %At
KoObNb70, BEHFUNETVORBIEE
LwEEhTw/, 2 CTH4 & Luminal type
HATFE S O NACH DO pCR B & OFH Tl :
RIS L7z, XHk10) 8B wTiE, BEHO
Training setiX ERFtE H A AFLIEEHE (n=
104) Z#xtge L, MGkt v MIERBERCEA

FUEHEH DATA (n=259) ZME L7, BHZHE,
HEER By pathway fHT 12 T & & A7z NAC &2
W2 b RS 5 156 @it T, NPVER
DRI TpCRO TR (155GC) =g L7,
155GC I ZBGEE v b i S 2 K b2 pR ik az
M (KCS) # (pCR* 2.6%, NPV 97.4%) B
X UHCSH (pCR#* 15.3%) (P =0.0006) 1<
DT HIENTE. X512, IKCSHIEE
CSHEI Y BARICTPHREETH-7: (P=2.0E
6). ZMIZX Y Luminal type #FTFIEICBIT S
NAC T Je O3 14 0 F 6 7l ks
R (VAN

3-3 PARPHEHIZES 4 FAli% HRD score

Homologous Recombination Deficiency . HRD
1%, DNA ZARSHYIMH IS REA 42 % 3Vl 3 5 7
BThb, #EEMAME (BRCAL/2ZR) TiEE
flizR L, H4A< PARP EAN AT % &
ZUHEPEHELZEVMSLN TS, HRD I,
BRCA1/2ZR3LIE D A 7e & $THEFE AN O —TB
THEMHEZRT e ME SN TS, SCHk13)
T3 ikic BT 5 TAI/LST/LOH = &b+
725 Y5 I)VHRD score % B3 L, FLE 14161
12817 % HRD EEFLE O RARR A RS, K
ONACEZMHEZH OS2I Lz, ZhiTkD
PARP B E#) &2 Pl 0 72 O HRD score 7%
HHTH 5 REAIR S N7

4. LEEFIMEFROE LD

TaBEERT 2L 8InT2RIC BT 2 ik
RBIEF~Y—h—DRVG E1E, 95GCIZT LB
L7z&918, v b2 2 RIS
KHEEZOEVD OO, ZHFlliEs R
FEIET A2 F CTHETRAHER L RO ER
L) FEETH S (Forward filtering method) .
B 2 TBEWFR R A LI BRI, SR B
MINCESRZ & T, FIZEBIN»ORENICER
FY—H—FRAEZEDPRICAD EEZEZ T
%. BGCUHEHLTZIDAY L VIZTRISEE
fToCT&7.

BoE L 72 o ik o Mk Mgk (Al L 72
Validation) & L Ci&, [FIZH&IC] HAHTUp-

TURFEE KGR 131(11), 2022.



898 o
95GC REFEFT —H N— 2 DIBE
GREEEEE
@E@E@@E@Ek —
SEEEERE g
: )

[CEL file, Clinical Data | @,

227 EEF
SEETFRWE | T
D EE B
95GC. PAM50 %_qm =R
oo
AL
ZBEEFEME
R X
Fm

load E 72283 DATA set® [4 T W Tk
#E9 % Prospective Meta-analysis (PM style) &
WO B AR LEBE L TE 7. PM style
1, fERDHI & D Meta-analysis & ) b WL
CF VALV EH-72b5DTHSD. PM style
TILE Y UfF A, ik Up-load S 7z A3k

TUMfEEREE 131(11), 2022.

DATA setz & CHWAL Z LT, BHEMEOEHV
M2 RBIC %2 5.

PM styleid1) MK A ~] THY, 2) [
DATA%Z DL IUSHETH R EZ I LA S] &
W) BWRBIEAFIE TH B, FEBIIIAME -
GRS OIS 7 N — T8, #H~—Hh—%



L AR T Wk O TE & BRIEH 899

HHRET LD L7234 707
L A % » 4 {5 DATA % Down Load L C,
4 @ Validation lIZFH W 5. ZD720, KD
retrospective 7% Meta-analysis CTH#IZ 7%z o TW»
723) THIWANA 7 A (REM AR ITTR L&
o TARINIZCWE) 235w ] HHFHET
H5.1) 2 3) MELLTHETFONE, VT
JV7 — )V K DATA % Prospective (ZF]H 3 % PM
styleld, TRROM T A I CTHREIN LGRS
BUZANIBHTHLLEHALTNS

WESIE DNABE T/ 8 A WIC K B 7 ) L RHDS
A Td A. Foundation One% NCC# » /%X
ANWVICTHRBERED T 7 2R EZFETE HH
fRick o7z, ZROLERICEHTHL OO,
FLZHIC BV THI LIBHRIT O LD BRI
Y e, —HFTEHEIZTRNEIC L 2 BET
LR AL FR L O 2 I RS B o 2
BRI THEHZMET T TH L. LHEET

X

1) NaoiY, Kishi K, Tanei T, Tsunashima R, Tominaga N,
Baba Y, Kim SJ, Taguchi T, Tamaki Y, Noguchi S. High
genomic grade index associated with poor prognosis for
lymph node-negative and estrogen receptor-positive
breast cancers and with good response to chemothera-
py. Cancer. 117: 472-479, 2011.

2) Ohara AM, Naoi Y, Shimazu K, Kagara N, Shimoda
M, Tanei T, Miyake T, Kim SJ, Noguchi S. PAM50 for
prediction of response to neoadjuvant chemotherapy for
ER-positive breast cancer. Breast Cancer Res Treat. 173:
533-543, 2019.

3) Kumiko Uji, Yasuto Naoi, Naofumi Kagara,
Masafumi Shimoda, Atsushi Shimomura, Naomi
Maruyama, Kenzo Shimazu, Seung Jin Kim,
Shinzaburo Noguchi. Significance of TP53 mutations
determined by next-generation "deep" sequencing in
prognosis of estrogen receptor-positive breast cancer.
Cancer Lett. 342: 19-26, 2014

4) NaoiY, Kishi K, Tanei T, Tsunashima R, Tominaga N,
Baba Y, Kim SJ, Taguchi T, Tamaki Y, Noguchi S.
Development of 95-gene classifier as a powerful predic-
tor of recurrences in nodenegative and ER-positive
breast cancer patients. Breast Cancer Res Treat. 128:
633-641, 2011

Bk o LIEH SN, RIBICBWTHHIE
e NEAEPNL Z &2,

9BGCHARICMBA DY — L A L LTEIFEIZ
BHNE N B 42 )T AR T 5 BUE DATA %2 U L
72 CEL filel2BWTlx, 4 OBIET 2D
AT AT iR TdH B, F4 1L Upload 72 CEL
file (& bHF 2 13MB) 12T95GC/42GC/
155GC/23GC etc.% Web f#HT§ % RKEH#H % H
FBLTWwD (M6,7). ZOFICLY) ZoMM»%
HOF —F— X A4 FEEIEHR,OMLT A T
THEIHTSH. $/CELfilex &I 5 LT,
RELRIF =7 RX=29 27 57 F IR
BTHhHb. ZI0olRRICIVENTEET
= H =BT EICR L L) =ZMEOE
TarvEEIBLTWS (K8). Fxolfsi~D
BRE X #S.

PR S R RIRE AT ORI I 72 V0.
[

5) Naoi Y, Tsunashima R, Shimazu K, Noguchi S. The
multigene classifiers 95GC/42GC/155GC for preci-
sion medicine in ER-positive HER2-negative early
breast cancer. Cancer Sci. 112: 1369-1375, 2021

6) Fumine Tsukamoto 1, Koji Arihiro 2, Mina
Takahashi 3, Ken-Ichi Ito 4, Shozo Ohsumi 3, Seiki
Takashima 3, Takaaki Oba 4, Masayuki Yoshida 5,
Kazuki Kishi 6, Keisuke Yamagishi 6, Takayuki
Kinoshita 7. Multicenter retrospective study on the use
of Curebest™ 95GC Breast for estrogen receptor-posi-
tive and node-negative early breast cancer. BMC
Cancer. 21: 1077, 2021.

7) Takeo Fujii, Hiroko Masuda, Yee Chung Cheng, Fei
Yang, Aysegul A Sahin, Yasuto Naoi, Yuki Matsunaga,
Akshara Raghavendra, Arup Kumar Sinha, Jose
Rodrigo Espinosa Fernandez, Anjali James, Keisuke
Yamagishi, Tomoko Matsushima, Robert Schuetz,
Debu Tripathy, Sachiyo Tada, Rubie S Jackson,
Shinzaburo Noguchi, Seigo Nakamura, Jared D Acoba,
Naoto T Ueno. A 95-gene signature stratifies recurrence
risk of invasive disease in ER-positive, HER2-negative,
node-negative breast cancer with intermediate 21-gene
signature recurrence scores. Breast Cancer Res Treat.
189: 455-461, 2021.

TURFEE KGR 131(11), 2022.



900 [EA =

8) Naoi Y, Kishi K, Tsunashima R, Shimazu K,
Shimomura A, Maruyama N, Shimoda M, Kagara N,
BabaY, Kim SJ, et al. Comparison of efficacy of 95-gene
and 21-gene classifier (Oncotype DX) for prediction of
recurrence in ER-positive and nodenegative breast can-
cer patients. Breast Cancer Res Treat. 140: 299-306,
2013

9) Sotay, Naoi Y, Tsunashima R, Kagara N, Shimazu K,
Maruyama N, Shimomura A, Shimoda M, Kishi K,
Baba, et al. Construction of novel immune-related sig-
nature for prediction of pathological complete
response to neoadjuvant chemotherapy in human
breast cancer. Ann Oncol. 25: 100-106, 2014.

10) Tsunashima R, Naoi Y, Kagara N, Shimoda M,
Shimomura A, Maruyama N, Shimazu K, Kim SJ,
Noguchi S. Construction of multi-gene classifier for
prediction of response to and prognosis after neoadju-
vant chemotherapy for estrogen receptor positive
breast cancers. Cancer Lett. 365: 166-173, 2015.

TUMfEEREE 131(11), 2022.

NI ES/R

11) Nakauchi C, Naoi Y, Shimazu K, Tsunashima R,
Nishio M, Maruyama N, Shimomura A, Kagara N,
Shimoda M, Kim SJ, et al. Development of a prediction
model for lymph node metastasis in luminal A subtype
breast cancer: the possibility to omit sentinel lymph
node biopsy. Cancer Lett. 353: 52-58, 2014.

12) Tsunashima R, Naoi Y, Shimazu K, Kagara N,
Shimoda M, Tanei T, Miyake T, Kim SJ, Noguchi S.
Construction of a novel multi-gene assay (42-gene
classifier) for prediction of late recurrence in ER-posi-
tive breast cancer patients. Breast Cancer Res
Treat.171: 33-41, 2018.

13) Imanishi S, Naoi Y, Shimazu K, Shimoda M, Kagara
N, Tanei T, Miyake T, Kim SJ, Noguchi S.
Clinicopathological analysis of homologous recombi-
nation-deficient breast cancers with special reference to
response to neoadjuvant paclitaxel followed by FEC.
Breast Cancer Res Treat. 174: 627-637, 2019.



L AR T Wk O TE & BRIEH 901

— EEH7O741-J
B 3N Yasuto Naoi
FriE - Tk o mOEOE SRR R PR F IR0 2e R i - sUBRAVELY: Bz
Ws D 19994F 3 H O RBRKRZEEEZED A3
Vo 20044F 4 A RBCKZZZLRN WA VEE
b 20094F 3 H  KBRKZFERFBeiit it s T
o 20214 1 H KBRKZFZFRA G WAVEE #3582 - inbeduz
\ 4
-l 2 h 20224E 1 7 ~H1k

M L NI - SRR
RIEPRD 3 5 2 & Curebest 95GC % JA D TEGKICOFIFF I LEEHR 2 FEH L, MAEZROERETHRIE T 714
WL CHE L HRADATAR— X 2555 2 &
F: 734 ¢ 1. NaoiY, Tsunashima R, Shimazu K, Noguchi S. The multigene classifiers 95GC/42GC/155GC for pre-
cision medicine in ER-positive HER2-negative early breast cancer. Cancer Sci. 112 (4): 1369-1375, 2021.
2. Naoi Y, Saito Y, Kishi K, Shimoda M, Kagara N, Miyake T, Tanei T, Shimazu K, Kim SJ, Noguchi S.
Development of recurrence risk score using 95-gene classifier and its application to formalin-fixed paraf-
fin-embedded tissues in ER-positive, HER2-negative and node-negative breast cancer. Oncol Rep. 42 (6):
2680-2685, 2019.
3. NaoiY, Noguchi S. Multi-gene classifiers for prediction of recurrence in breast cancer patients. Breast
Cancer. 23(1): 12-18, 2016.

TURFEE KGR 131(11), 2022.






