IS (ISSN 0288-030X) 2019 ; 37(2) : 56-62
DOI 10.15022/00004721

HEAT FEFE LI LS9 5 S-1 D HTREER

ANEFRFAE, SR, KA B
IR AR T VR 55— Rl s
CPB3I4E 4 H30H % H)

4 %

[BE] ETEEIVEOWRGEE HIETOEWEETH D . quality of life (QOL) ZIEZAab I 5 2
ENWEETH D, SSUTEADESTHY) . ZAMLBH I Lo, BETIIETHRARE I LT
S-1ZfHT 2B L v, Sl EOHFERESAH ERRIIOWVTHRE L0 THE T %,
(3] 20104 1 A 22 520184 6 A I HEAT ST I L CS-1% AT L 721961 & b S & L 7ze &fias
TMETH Y, FIFEERT62. 1% (32~847%) THh o720 /N4 F~— —IZHR (hormone receptor) /
HER 2 (human epidermal growth factor receptor-2) : +/+250%l, +/—-231260, —/—-» 66, R
BH2S1BICH D, 5 @) FAEY Y oNE136. FA36 Bl IFA4 6. A3 6. ZEAs2 6l
(E#HDY) THY, HHIT A 1E IstA 3B, 2ndH 260, 3rdh 761, 4thDFEOMHHAS7 KT
?) 272,
(FER] 2% 26.3%. FRIRMA A :36.8%, MBI bu— L5 1 42.1%Th h. HITE
(PR : Partial Response) %I CiXluminal type. 3rd linelhN @ F-HA#E B AL NEATICH - 720
I ES O™ (PD : Progressive Disease) : 7 . BIRHEALIZ & APS (performance status)
OMT © 7Hl. HEFRSL (AE : Adverse Events) @ 2 61T, {BEPIEFE TOME (TTF : time to
treatment failure) (8. 1720 CFE¥fE). MM (TTP : time to progression) 139.02°H (£
fii) THotzo AEFHLRIIGrade 3 2B SN205, FICEELR LD TIE Zh o7,
[#5:8] SS1OAAFEMIZRIFTH Y, QOLEHRL ) Z il G TELHFTH L 2 LAVRENT.
F 7o ALFEEDRI E 12w SN B luminal typellZRIT A T HEMER. up frontlCHH T 52 & TE

W RS 2 LT E LRI L RIRE N, 4% SO L LEBNDOEEPEIND,

F—7— K :S-1. &OFUA FL¥E. #7738
& g
57 v 4+ a7 F ¥ v (5-FU) 1319564 2

Heidelberger 5 12 & O &1 S LT LKk, B4 2 iG
WICHW SR TWD, 5-FUIRREH R TH . 1
A3 ¥ © & Afluorodeoxyuridine monophosphate
(FAUMP) #Sthymidylate synthase (TS) (Z#5& L
TDNAG K Z %3 5. & 5% i fluorouridines’ -
triphosphate (FUTP) 2SRNAIZHL Y A ¥ 11 TRNA
DOREREREE 21 U5 2 & T, PRS2 5T 5,
L L. 5-FUIX A & W T I i @ dihydropyrimidine
dehydrogenase (DPD) 12X ) R 2fLH S, i

TEEXKH o

SSUITHT =, FXTIN, 772N H) T
LEGHETLERTH L, 747 —VIZ5-FUO 71
FZv 7 Thl), FNTHEAIS-FUNEZEHRING,
FAF IV IVIIDPDIEEMA 24 L. 5-FUD LR
EHMEFET D0 AT T UNA ) T ARG TEE L
THEACEMRIZ oA L, 5-FUD ) B LIC & A5
b HET 2 2 L CHEHEELBERT 2,

RIFNC B B HEIBITT 5S-10F HHEILE
O A ERCT41. 7~42.0% L s Twb Y, F72
SELECT BC# % |Zhuman epidermal growth factor
receptor-2 (HER2) BEMEDMEITHIEILIE O — WIGH
& LTS 1R & & 59 o BRI o R R % i

_56_



/NEFE,

L7 EMARRBR CH ) . A IRICE L TS-103E
GUEDSFEH S 7z FEFRITOWTUIE, Ky
FEREEIS-IFHETHERICA LR WERE oo 2 LD
HIhTws?,

F7o. SSUIROHEG TH L7720, HEMED L9
WO S 2 L IREET7 Fe 77 v A BIFTH
Lo L72Ao T, S-LIEEE Dquality of life (QOL)
AL R, EGRIREMFTE 2 DO—>
ThHbHEEZ LN,

Al BRI BV CGEIT R IR EE 0 L TR
L7-S-10F R L OFEHRIZOWTHE 1T -
TeDTHET 5,

MR ERHE

20104F 1 H 22 520184F 6 H £ T2 FHIcB W T
S-1 %2 LETHEILREELION R E L,
WMBEN ANV T &SRR 21T 572, X4
B CIHETFERIEERLE T LT, 14 K4 1
HoTHIELTEY., 5K (PS : performance
status) SRR BZFIIH L TET Y RAFH 142
YREH XY REFREMHT L LB 0D,
PSR R BE. HinE. QOLMER* ML+ L H8%E
WIERERLIFURI 2S5 2 &A% <, g I BIRE
IS ZRALNTW S, HEFEITWILS-1HA
5T, IASGE I FREREF L LG ET
Hotre APE2MK (4 ML, 2 BHEKRIES )
THG B L. 2AMKICIKEL A T2H#% 1K1
WET Ho TNTHUEDSALNT . 18 1IRIZH
B L CWER D RSz, FHE H X FLAEI D K
WHLFIZHE T T, R L EF oM (TTF : time
to treatment failure). ¥4 EH K (TTP : time to
progression). ZEx)# (RR : response rate). [
H M= (CBR : clinical benefit rate) . J{& > b1 —
V¥ (DCR : disease control rate) . AEHR (AE :
adverse events) & L 72%. %h & # % (ZResponse
Evaluation Criteria in Solid Tumors (RECIST) /4
1 FF 4~ verl.0 JCOGHRIZHEHL L 720 HEFZRD
IR L ClE A SRR IEARERLEE v4. OH KGR
JCOGH& (CTCAE v4.0-JCOG) & HH\WwTAT» 720 7k
)V E ¥ %% 1K (HR : Hormone Receptor) @ ¥]7%E (&
J-scoreB X U"Allred score® Fiv» TH%E L. HER2IE
ASCO/CAPH A R4 » (2013) I1Z# U CH%E L 72
AREETE. LIEMHEZEBSORBEETERRL 72,

SEH, AHT

& R

BETRLZELIORT . &0l CPEEimL62. 1
e (POl © 615%. 32~84i%) Td o 7z FATEEA
X D156, 2 L 4BITH Y. FATEEB O FAIRED
Stageld I : 16 (6.7%). TA: 3% (20.0%). I
B: 2# (13.3%). MB: 16l (6.7%). MC: 2
B (13.3%). IV: 6 %1 (40.0%) TdH o 76 /N A
F~—7 —IZHR/ HER2: +/+ H 0 Bl. +/- 7%
1261 (63.2%). —/— 7236 f (31.6%). ABHHS 1
BT oo W (HHE) AT ¥ 2 E A3 1361

(68.4%). &2 6% (31.6%). 2346 (21.1%).
fiAs 360 (15.8%). KA 261 (10.5%) TH -7

(EHEEET). HHI A VITmBRoEY THY ., 7
Bl (36.8%) TT Y ATH A7) v REHE /2135 F
TV REHROBKGEDS D o 2o TG HEFZWTND
S-1 HAIF G T, A CFEICEV. RRIEFEICS T
HRGETH o720 4% 2KD31661 (84.2%). 24%
1R2336) (15.8%) THhotzo EHIZ, 2% 1IKT
PG LTCWBET, EFHhs 1#H 1IKICERL T
TREBI D o7z,

WEIRMEE 2R L2 PHa— A8i35.62 —
A (i 02 —R) TH Y. H5-HIEOBMNLIES;
DI E (PD : progressive disease) 7% 7 i (36.8%).
BUR O EACZ L APSOKT A7 61 (36.8%). HEH
KA 260 (10.5%) THo7z2e TXTOHMHEIZL S
Be5d ik F oMM (TTF) 258 120 H., i

(TTP) #%9.02°ACd o7z,

RECISTIZ 2\ TR A E 3T B T b o 721661 %
F IR L7z FE0) 0 3BNIFEHAD S D=, Wi
ST O T W h ooz L7z, TaZER)

(CR : complete response) (X0, #4Z=xh (PR :
partial response) A 560 (26.3%). %Z5E (SD : stable
disease) #% 3 #l (15.8%). PD#s 8 # (42.1%) T
H o720 SDIZiZlong SD (247*H L LEDSD) 52 6 &
FINTBYH. BHFE (CR+PR) : 26.3%. FEEMKA M
# (CR+PR+long SD) : 36.8%. &> ru— )
F (CR+PR+SD) :42.1% & W) R & o7, PR
SEBIZ R THADLE, NAF~—5—7HR/HER2 : +/
—H 460 (80%) L. luminal typedh S WMEANIZDH > 720
T AT A T 3rdT A Y DINO R A%
WIS 5720 ¥ XV TYATH A 2) VR
FIDSEEGHE T dH - 7IEBI T R4, 3%, WRIRA
FHH28. 5% & Gtk & IHEL L TR R L 7 o 72,

FEHZEZR., K218 L7z, FEHLOGHEIT



HEAT T FE LA

VX9 % S-1FE EER

x1. BEEH (0=19)
R 62.1 7% (i : 61 5%, 32 mk~84 i)
FARBESE »HY 15 (78.9%)
2L 4 (21.1%)
A F~—T1— +/+ 0
(HR/HER2) —/+ 0
+/— 12 (63.2%)
—/— 6 (31.6%)
B 1 (5.3%)
FRMAER AL ANl 13 (68.4%)
B 6 (31.6%)
i3 4 (21.1%)
fiti 3 (15.8%)
4 2 (10.5%)
T A 1st 3 (15.8%)
2nd 2 (10.5%)
3rd 7 (36.8%)
4th 2 (10.5%)
6th 2 (10.5%)
7th 2 (10.5%)
8th 1 (5.3%)
A or T IRH#IE »HY 7 (36.8%)
2L 12 (63.2%)
B 5 51E 4 824K 16 (84.2%)
2 #1IK 3 (15.8%)

A:TUATH A7) RIEH
T : & %9 2 RIEH

®2. FHIRR

REOEES

5k oh PD
Bl O EAL
AE

5.6 (FFILfi 4.0)
7 (36.8%)
7 (36.8%)
2 (10.5%)

PD : progressive disease

AE : adverse events

CTCAE v4. 0-JCOGIZHEHL L 72 BRIRIEIR I35 2 &
R LTEBID 8B (42.1%) b E <. RWTHE
AR 7 6] (36.8%). BEAPIR, K. F<eLy
266 (31.6%) THholze TOMIIFIIRTED T
H %o Gradefll TiL, Grade3 D MEL A 1 B, Grade
2 OEEK, HEARPEDS 1 BT RS Nz, IR
A CTIEHbE T 25 b £ <. 6% (31.6%) THo
2B VnINbGradel THo7zo FMEY VY VHA
3. 1lmg/dl& EH L. Grade3 £ L7-b DA% 1 Hl
HolzDS. TV T F T 3= VERISTHRR TR
LW/,

% =
HEATHFFEFLRE 20§ 2 —RALFERE L L TOS-10
RRAZB LT, RII58 TAHEBR CZR3R42% . & *
 SRIEHNM B TR FIL21% & =R R D e
ENTW5B Y, F 7, SELECT BCi# B CTIZHER2
B OETHEIEO—RILFAFEL LT, ¥ *4
YARFEHES-1D T 2y 2LE T BB T D i,
S-10 & B OIS AR S (PR EIRS-1
35.020 A & 4 ¥ RFEH 37220 A, HR : 1. 05,
95%CI : 0.86-1.27) "'\ FUBZIEAT A N7 4 12 b it



ANEFSE, SEH, RAT

#=3. shEHE (n=16)

s B HR/HER2  HRMSBEMA BEHZ7A4 2 ATIEREE  BileR o— 2% HukEE TTP (#)
PR 77 by /- JiF. LN 1st 7L — 8 PD 48
55 oY) —/— fiti, LN 3rd 2L bk 3 BUpEAL 18
50 HY +/— R, LN, ‘&  3rd Ho [[#e=) 375 2 BREAL 12
51 HY +/— i, LN 2nd 7L WO IRE 21 ke 126
75 by +/— 8 3rd L PO 9 Bl 54
long SD 64 HY —/— B 8th by b5k 14 PD 84
59 by /- LN 3rd 7L WNoTWRE B PD 30
SD 32 By —/— (el Tth By {bF#E+ 6 BUREAL 36
PO
PD 56 by +/— LIS 4th »HY bk 3 BUpEAL 18
59 2L 4 fifi, LN 7th HY (#6375 3 PD 18
72 HY +/— LN 2nd RL WL 4 BUREAL 24
62 7L - LN, & 3rd HY (e 3F5 5 PD 30
58 L - LN 4th HY =37 4 PD 24
68 RL o H— H 3rd 7L NI 6 kot 36
66 HY —/— LN 3rd 7L [#e=:3F 4 PD 24
81 HY +/— B 6th 7mL WNOTIIRIE 5 ke 22
HbApRE

TTP : time to progression

LN : lymph node

(1)

o
-
Do
w
'
o
[=2]
;]
o]
©

BB
BRRRIR
BEAPR, TR, Mo
[BRAES
LU
9%
VIR
HEN
fE

L 37
T

B Grade3 ®Grade2 = Gradel

Zofls (WFb 16 (5.3%), Gradel~2) : IRFEHE, fife, RUUE, 5. %2, WA, HW, Wik
T ORI, R, RIR, FRRCE, TR
1. AEFR (EHRAEIR)

BEEN R D Z < (421%) . EEAIR (368%). HIAPUE, WS, Felr (316%) &Hivi7z.
ES 12 1EGrade 3D b D b K517z,

THEILIEO—KILFRELE LTT Y A4 27U v 36.8%DERTH ). PREFIDSSHIR SNz SO

SAEEK L F I REHN RN TS-10H 505 HE3E X 9B, 4B luminal type TH V) . BEALFRIEDRD

nCws JHERO®RS : 2)%, 2wk wvb A luminal typedS WETIZ B - 72
AIRFIZBWTIE, BR#26.3%. R AH®E  luminal typellS-1H 2 WIXREOFURIASZERT 5 & W

_59_



HEATFRSEFLIR (R 3 2 S- 10 FE TSR

o
[
Do

HbiKXF

ASTHIN

ALT#n

A i Bk

RN T e

I e ER BRI

U SERE
T.BilfE/n I

m Grade3

2. FHEHFER (KRR

4 5 6 7 ()

Gradel

M CIXHbER T A%31. 6% & fie b %45 72, T. BilldGrade 3 Td o 7245, #HITHL 2L 72,0

IIHEIE. MR LELE) oMo hhozh, LK
5 ldtriple negative typeD &Il 74 4 721t
BLTHEMEDPE . HAPETIZL AR Y A0H 5
NEWIREED S 5 LG LT3, EHET 75 A
THORRIZEH L COREIHIEDO L ZH R 5NN
75, triple negative typezxf % & L7z, S-1& 141
T OBFREEOH R (B 47%, TTPH
Jofli - 140 H) 2SS B Y, HERZ typellxts
b TAY XY TOHHEEICEA TSN,

F /2. PRIEGIZ VI SrdT 4 Y DI E Wy B
HIER A EIICH - 720 BEHIB W TIIPSAT R
FRBEHEIRETIIV R, TUATHA2) %
DHEHNEFEHT 2 L%\, L L. PSHEEVE
HREME, QOL% EM L 72w AEE 121X N5 W
RREAFUR % EINT 5 2 E03% 0, & 4 2 R EF
DIERIEFZ 5T B KRB CTIE T v AFH 14 71
¥ SREHIOWEFRIED B B AER] TI>IZERF20.0% . 7\
FEBITI26. 7% & E SN TV DL, RKEGEHZBW
TL8FT ., TYATH A 7)) REHDPEHEET
& o TIEBITIIZERNH14. 3% FRIRAIAE H#28.5% &
ERE L TR E 25720 PSRE, &
. QOLHMEFE 2 BTy ¥, 7o ATV A
7)) v REH R FEHETIC, SR L - BERT
BIF R 2EONTEEZ ONT. PSOHRIT R
ZIZBWTH, life threateningZe IR THRWIRY , ¥
X, TrATHA ) CREFOFNIIS-1% i
T52ETROVENENE SN WHENDH 5 2 &8
RIS Tz,

Grade 3 Ll L OB EHRIT, HIMERFAD . I P ER
AL NEZTE VA VMG 7 & o5 B <

BHEAR, TH & Vo 72 EEIR, 2B ake s
BHRE SN TV D, ARG TldGrade 3 D EF G &
LCES. MBIV S BEINO 28O RTH 72,
EROBEZFITINICLY, PSS 285027205,
EUVE VMO EZ I, B L2 00, I
THLMICHEHE L, ZOBRLMPHEATRTH 072, D
Bz A SN AEFERIINTNEGradel ~2 DART
HY . BB D CITIHERE TR L, BER S
NAHZLd ol ABFHTIINEZTE Y ORT
M31.6% &% L RHNT225, BUROHMEFTIC L 50]
REED H D720, RPE L WEZATH S,

HEATH IR E L > THEAZ Z L 13QOL%E I
RAHZ LR, BT AHIETH LY, SHOBKE T,
luminal type~®O i, FPEBETOMFEHEZITH) 2 &
TEWEEPEONDREEDNH S 2 EATRBE S
720 WEHEG L TWEEZT L WD, BEELAERER
R ONT, EEERPSA R 2 B 1S M I
HT&x5EE2 5N/, life threateningZ2 IR T2 W
Ry, SSITEAZEE 2 &3+l H 5 b0
7PEEZ LN,

SSIDAFMEIEIFTH Y. QOLZHEZ ) T L& <,
MR CTEXLIERTH L, oo ALFHEREIRE I W
& SN Aluminal typellZE%h9 5 W REMERR. T BefE
THHT 5 2 & TEHWERERZG 5L T REME bR
S, SEL SR DIEHOERPLENS,

_60_



/NEFE,

SEXR

1. SHIER, FHHMEN  BOFUKIORY v a=r 7.
EFodH@AH 2017 261 : 514-520

2. Saeki T, Takashima S, Sano M, Horikoshi N, Miura
S, Shimizu S, et al: A phase II study of S in patients
with metastatic breast cancer-a Japanese trial by the
S-1 Cooperative Study Group, Breast Cancer Working
Group. Breast Cancer 2004; 11 (2): 194-202

3. Shiroiwa T, Fukuda T, Shimozuma K, Mouri M,
Hagiwara Y, Doihara H, et al: Long-term health status
as measured by EQ-5D among patients with metastatic
breast cancer: comparison of first-line oral S-1 and
taxane therapies in the randomized phase II SELECT
BC trial. Qual Life Res 2017; 27: 445-453

4. FLFEECY B ABRI 18 A ik tt 2018

5. i, SIBEOL, AR 0 HELT - FEEFLIEIC
X35 S-1 0% TR JE& b5k 2004 5 31
(4) : 539-547

6. Hino M, Saeki T, Sato Y, Sano M: Late phase II study
of S-1 patients with taxane resistant breast cancer.
ASCO Annual Meeting, ] Clin Oncol 2004; 2 (Suppl.14) :
abstr 745

SEH, AHT

7. Hara F, Matsubara N, Saito T, Takano T, Park Y,
Toyama T, et al: Randomized phase Il study of taxane
versus TS as first-line treatment for metastatic breast
cancer (SELECT BC). ASCO Annual meeting, J Clin
Oncol 2014; 32 (Suppl15) : abstr 1012

8. BHAMRIIZEEDS CAEBHRETA NI 14 . OIE#H
Wi, 20184FhR  HARFLEEF 4 o @i, 2018 :
118121

9. IR & VHAE DER HMEH—-H, Kk =
W, BRI, i 4T - BEIVEICHT AT A — TR
7 v R OF TS L etk R L bR
2014 ;10 (41) : 1221-1225

10. Otsuka H, Fujii T, Toh U, Iwakuma N, Takahashi R,
Mishima M, et al.: Phase II clinical trial of metronomic
chemotherapy with combined irinotecan and tegafur-
gimeracil-oteracil potassium in metastatic and
recurrent breast cancer. Breast Cancer 2015; 22 (4):
335-342

1. MO, HA & Wl A SBEot Ik #H
Bk, ARMEEE, o EAT - FIEILE IS 5 S-1o T
5 MAHERPREER. 9 &AL 1998 5 25 : 1035-1043

12. Hortobagyi GN, Gabriel N: Treatment of breast
cancer. N Engl ] Med 1998; 339: 974-984

_61_



Yamagata Med ] (ISSN 0288-030X) 2019 ; 37(2) : 56-62
DOI 10.15022/00004721

A Clinical study of S-1 therapy for Advanced and
Metastatic Breast Cancer

Yuji Onodera, Kenichi Shibata, Wataru Kimura

First Department of Surgery, Yamagata University School of Medicine

ABSTRACT

Background: Quality of life is a priority in advanced and metastatic breast cancer owing to
challenges in the cure of these patients. Owing to its easy initiation and safety, S-1 therapy is
preferred in many cases. This study examined the treatment outcomes and adverse events in such
patients treated with S-1 therapy.

Methods: This retrospective study included 19 female patients [average age, 62.1 (32-84) years]
who were treated with S-1 therapy for advanced and metastatic breast cancer between January 2010
and June 2018.

Results: The response rate, clinical benefit rate, and disease control rate were 26.3%, 36.8%, and
42.1%, respectively. The rates of luminal-type tumor and early use of S-1, such as first, second and
third-line therapy, were higher in patients with partial response. Time to treatment failure and time
to progression were 8.1 and 9.0 months, respectively. Grade >3 adverse events were observed only in
two patients and were not serious.

Conclusion: Tolerance to S-1 was good without loss of quality of life. Hence, early S-1 therapy is

effective and potent in patients with luminal-type breast cancer.

Key words: S-1, fluoropyrimidine, breast cancer, advanced and metastatic
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