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EORTC-QLQ30 T, Global health status? 4518
E. Sympotms scalesDEIHE T, /LU H#EL
T ARMICEREITRO N o, F
7o, FUEAIE G SI4BMOR . BRI, &
R, EER. EA. LORICET AVASA o —
AT, MEMICEEEIRD bR T,
SEIORRFETIL, Z2< OEEILTTFF
WAL L CHLBERN AT T F L0 D
RWANRTZFURNEREATEY, Z0%
NEEELCQOLA 2 TIIHE LR SN H
)

o

2. MLERBEFEBEIZBIT A7 LY itk d
BIER X FRIEOR

)wﬁ®EWﬁ$%Aﬁ BT/ LY v EREE
THZEMARTHY, BREIERTLLEAD
NEFEZERIIROehoiz, 7LV U #EEICE
VEEERYo Y —ITHEEICHENL, BfkoiE

OIRRfTE O &

THAETL

b FRIE3EE, SHEIZBVW T LY

BT, BFEEREETIX
BEREEERZLTRY, BEE



72 (Int J Clin Oncol 2012),

222) FULY VLTS EARBETRELEERTICH
LIPREZRDT, 2l T L) v EERS
THZLERHAETHo T, BREICERTIHAES
BIIBORD T, SV UBTAEERE, &
B SE LT, (LERECLIFEEERDI DA
BAREER, 7V VHTHEIINEZRD
7ro FTo. ALFREZDQOLA 2 T II7 T v AREE
IZHRT LY VBETRIFTH -T2, RIER{LFHR
ERITREICBOT, 7L 5 EEELASK
FRZWHESE, AFENELZHEPL LQOLDKE
\ZORND I ERRIE SN, BB SRR E
TREIZRNT, 7L ) U EETRERRBICAE
HAThHsdZ LRI NTZ (Cancer 2012),

3-1) 206l REESMEEFRINEEIC LY v
BE5#1Totz, BEILERTS B2 ONDEH
FEIRRO o Tc, ¥RHIBITA2 ZNETORE
BIRBEE LD L, JLY v ERETHE
T, WEDOCRP LA 20 S 41, fivHk D SIRSHAMH]
PEAE L7, BE R EE BRI RE BT,
TV BRI ESRRETH Y, o, i
% D RIEIHN B 592 ATREVEAVRIE S 417z,
3-2) 7V UL TR ARBEC TR R 0 B E
BETFICH O REZZRD o1z, 2FIicBW
TV EBEETDHIENFRET, £E5ICER
T5LEEXLNDEIHEXRO R -7, TERE
SEGNIRRD T, BFRWEITEG G RO r o7,
i@ e LCid, MARKLEREHETIZS v
U CBECHFE R BN E B < iR OSIRSH
11330 £ 29Hvs. 6.7 = 6.1H (p = 0.0062) T
Hotz, i, Wi OCRPHBECIL-60D LF 1L/
VI UBETHERICHRI STV, £, LY
VECBWT, RO S A A LF ) bT
VAT, LF - AREAEBADETHEE
WCHIfl S T, BEERTREHREIC LY
VIR BIEE TE, IR ORIEMHIZIE, Bk

MHIBRZBDO D Z L BRBR ST,

3. BEEREICBITS 7 LY I L AQOL ER
IED BT

1) [HLEREME & 1RFR AR

1-1) BEER

fRITSIRBEIL, 57 BHThH T,

FEdnP gl (FEHE) : 62.0 ¥ (37 - 78), MR
Bk 33 51l (57.9%), PSO/1:33 3] (57.9%)/
24 {5l (42.1 %)

1-2) S-1DFEXTH FH &3R8 E  (RDI)

RDIFFAAE (FEFH) : 90 % (&PH : 10.7-115),
1-3) {H{bERaEME & RDI

CTCAE Grade 201 EDOBRAFRRE L2 RO TIE
BIREDIEHIRDIZ65 % L 61 % ThH V., BEARIRR
ZEGr < 200RDI (85 %, 83 %) &bl L CTIEMET
Ho7 (p=0.002,p=0.005) (F1),

R1. BRFEAQAT AT LI ER

BRF &7 P
Factor B
IkE 3k (wilcoxon)

Median 42.7 23.9
AG (pe/mL) )5y /75%tile) (17.6/835) (0.0/440)  °0%

Median 152.9 135.5
DAG (pe/mL) ()5 /75%tile) (60.4/262.6) (62.1/389.7) 99
AGH Median 0.24 0.11 < 0.01

(25%/75%tile) (0.15/0.32) (0.00/0.20)

1-4) TH{LERFEE & TR A

OSH JfE : 289 H (95%(ZHEX M : 228 -314)
BECRIR Gr>2 (296 H) vs. Gr <28 (246 H)
p=1032

L Gr>2(296 H)vs.Gr<2f£(246 H)p=0.32
PFSHHE : 125H (95%({ZHEX I : 92 -158)
BEARE Gr>2 (296 H) vs. Gr<2f (246H) p
=0.32

L Gr>2(296 H)vs. Gr<2# (246 H) p=0.32
BEAE (K2) RCELNGRELETEH - 7= JEH
BHiX, OSBXUPFSHATETH- T,
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B2, Bb ARG

oS
1.0
1L
os R P =0.002
# 0.6 ! j“
1 "
W or &Q oA
0.2
GﬂkLt
0.0 T ‘le\ﬂ
0 6 12 18
OS (mo)
PFS
1.0135:
oy P < 0.001
w067 | L
e \
IR
0.2 §; "”LL
0.0 Hj Tﬂb‘"—.‘—*“‘“
0 6 12 18
PFS (mo)

2) MHLEERCHLRREE L EET ALY v
B A A~ — T —
2-1) $%;n:5i

K25 12 0 F TIBE L =844 D BRE O
Fonh . FEEITERS & REENICHEEZE S

7V i RS RIE T & 72724 23R4 L 7=,

BRIENOEI A, YAy v BEIEE
(GEM) 26.8%. GEM+# /Lt 3 F#1539.4%.,
fOFEAIL 2 A 2 18.3%.,
15.5%CThH o7,

best supportive care

2-2) v U i HRRE & iEEEER
BEAT7 LY CIPIREX, AGHTRAE : 315
pg/ml, DGHH{HE : 148.8 pg/ml, AGIE : 0.17TH

ST, BEFIEA 27 OIBERTPREIIZTHD

[BATR BEICREENICTRREM 7 L ) R
IZAGHARME (p<0.01) BLUVAGKEKHE (p=0.04)
T&)Oﬁ: (%1)0

1. BEE23 OS-118x6B 2% E (RDD
BHEES Grade #

Mean RDI 95%CD P

<2 35 085076-094) 0002
TR
i 22 22 061048-075
_ <2 38 083(075-092) 0.005
/\L‘IL\

>2 19 061045-077)
23) L M REDLEE & HLERENE
CHLFRIELR T o 2614 DHLEEM,L 7
LU FRE L ORETIL, ELOGrade 280 ED R
FHEM CliGrade 25K & el U T, BB
b1 A DAGHN BT A2 TH o7z (p=

0.08) (1),
E1. HIERBHEGED) EAGHOEE)
AGH
8/ A
0.05
o | A
-0.05; “r_ ‘‘‘‘‘
-0.1 A . 1
ZhGr2u B Gr2ki#
3) (HEmMERE D /v A RTRE
3 1) % ;ﬂsﬁ

HZWC TS AR L EEZE S,
%73% B E L T2 bFERIEN T ER O
b, B OER AR L » 23T
biv, ERVE L HIMEERFZEEIaD %
BT S TRE T dd » 122761 2 iy L 7=,
3-2) U 7L ¥ A ART-PCRIZ & 5 mRNAFEAEHT
FFAEBRBAELVERLEZmMRNAZHNTY 7
NE A LRT-PCREITSTZEZA, NTAF—F
v 7 & fn+ T & 5 GAPDH D CpflE » & R 1%
19.79 A 7 v (§EF : 16.9-21.5) &L For7e BBz



BOEDIZHERT, FVI VZRETHIHE
RIVE VMR ER T Z BB 1aD CpfED 4 AE
1438444 7V (#F : 36.1-40.0) LT & A EHE
B N7,

HEITIEE D A2WRALFRIE TOS- 1R Tk
DRBRARRVE T I ETRE & IR
BHEIZET LTV, SS1zghvidny Iy
NWFRLY A EREITT HETIERERSE CIX, 7
VY UHREE A BT D Z LI KD HkeRE
PEDSEREL U C H B 23 HER S CIRIERE Y
WETHZ ERHMFEIND,

AGHIE, BIRRTE L ORI T OBRARIECH
LEBBEOLVEETH Y | AGHBET L TW
HEEERNIS VY UHEREED LWV TH
HEEZONT, A, EFTERICST 2828
{EFRIET, PRRSE 1A ICRBRAR S,
HILBBHEORWIFFHL AL TH D
FOLFIRINOXIZ®ATT 5, 7 L U DERKRIE
FEANN R T DA 2 8H— MMEFEAR264S8
HETHR&ELMET 2, > T, AGHIZ
FOLFIRINOX D {H{basigtE & T4 2 /51 A4~
— A E IR AEREMEIZ D WTRETT A Z LR E]
RETH D, BRI T 7208, ARSI LAkRT
TEHLFETHD,

BN AR OBEHEECIX, 7V ) V2R
KOBEGEFRAZIZEAEH DNV ED
LY A KD EEREREA~OIERITERE L2 <
THINWLRLTHDEEZ LI,

4, BREEBREICBITL LY COER LB/
BRIZHTH7 L) O

7V)H®7Wzm=10&@§éM7Wﬂ
(n = 10) ICRBREDAET NV EVER LR L
el 2 A, RIBICER S V- EERILE A8 <
D AFEN IS A, 71 Y KO T ARENR T
4METH Y, MEEIZEITA N7, Lo
L. BBV A ZIIKO~ 7 2D J5 08 K& WM™

by, FAR< Y R IKOY T A LB LT, &
2mmEL FO/NSIREENEBIZE o T2, 728,
MR & BICERROBMITIR oot 7
LUV REMRNAIZ DWW T IE, BT X
KOv U 2 EH L DEFEAHM THGHSRIbAFEE

LTWiz, £/, v bo—i<=0 X0OEEH
BIZITZ L) U mRNADFER EZRBD 2,

WIS, HERM~ Y 2ZHNT, RBRESA
ETMIBITHT LY VEEOBRIZONVTR
L7, BEH (n=11) CHFREHE h=9) O
BT, BREFEFBRGHIIBONTER I
= RIBEE GHSPIITRE) oBIEns
ABAMEE2ETHY, LU B ERETIIER
RN TEEICIS STV ADZ ERH BN E 7
ST, MEICBWTZ L U FRAEMRNA D
BICIIEITR b h o723, DSSE 5% ICH 6
NWARIEMEYA b A (TINFa, IL-18) DI
. FROEMRBICRE T, L) U EERT
RWMER 2 FR O b, 723, Wi E HICER
BOBHILR biLienoT,

ApcBE~ 7 A EH W ERTIL, LU
HHH0ME7 VY VBT RBICK S THEEBFR

B OEELREITBRES N T2,
HETEICBIT A LY O ~F T E
H DR

) Pen K~ D AEZD LA UEESy BRICEE
IRl 2 FE L7, — ., BRI IRTE D
FFEIE L, BIEER L Do, BB, EE
A XL HIZPten KB~ U ZUTBNTHEM - R
LTWe, VX% EH%38EECHE L L
Z A, PenKE~ U A (LB ERPten~ U AT
THEIEED D2 (p<0.05), £EFERLEE
I~ 72 (p<0.05),
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TLAVERAR S REFR hEHR
L2 1 mg/ke, LR 1 meg/ke,
MEERNIRS BRERAERS

(g)*
(% Pten WT ¥ X (N=25) 40+

100 4
1Pten KO 7'71:\' PL005 55 |
(N=28)

60 1

80

40 1 30

20 A

0 .
£%eE 1658

- T 1 25

- — P

248 328 3B uyom 0@ 328 388
*p <005

2) Pten KIBRRFE I ~F LT~ R LT, ¥
LH B ®%30ER XY, 71U 20nmol/A (7
LU ERE) b L IIPBS (X&EE) 2 #E H4E
MERENI G LI 2 A, 7L IREHITXR
BEL T, (RE, BEEE, NG R, BEIEM
HE L BBmBENERICEML TV,

TUIURERRSXBEREEZHRETD

B pten wr-pBsE
[l rtenko-rPBsH

Il Pten KO- Ghrelin®f

| pEZELE

N=13N=14 N=13 120

PmIEE 2

ok

' . ' ' ' —~
EN
w w N e o

N=13 N=14 N=13 N=12 N=22 N=23

* P<0.05 **P<0.01

(x 10um)| BREE RS AR I T !
Z5

20
15
10

| BEBER |
*x i M Pten WT - PBSEY
B Pten KO- PBSEE

Il Pten KO - GhrelinB¥

042
E

0.15
01

[ 0.05

(]

N=5 N=7 N=7

Z OPten REMFIE N ~F 27 =7 ZZH LT,
TLEUERE#IGEELD, 71U 20 nmol/
B(Z LY o #EE) S LIEIPBS (o5

ATEREENE S LIz 2 A, 7L IR
IRRBEL AT, RE, BEE. NEEE.
MERE A B & L BRIT R S A B ICEEM L T,
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HHEE L=/ LY 58 L PBSKREE L A
BEOBEICHIR L LY B EEETIE, AHE
EH7 L) CEENEEICHIBEN & & R E &)
%<, BEEFIMR S L Y U BINIEISI &, BEIER
BEEIZBWTPBSKHBHLFAE TH T, ZDFE
TR AR EBOIRZIRO—E TR &
L LU K AEBEEEMEEEL TS LE
b,

£, FU U CBEITABEICHE L T, Mk
FTNF-a, IL-18, IL-672 K ORIEES A A
VEAPEEICIH STV,
| Plasma TNF-a |

i (pg/mi
20

{pg/mi)
20

) Plasmail-1g | (o Plasmail6 |

ok *

25 ok *

1

15 15 20
15
10 10
10

S 5

S

N=8 N=12 N=8

N=8 N=12 N=8

N=8 N=12 N=§8
* P<0.05 %%

. AR MuRF-1,
Atrogin 172 iR =X F U H—ED
mRNAFBE RGBS s b —F5, kT

SHic VY EETIX

IGF-1 mRNARBRITAEEIZ LR LT\,

| 5434 FMURF-1 mRNA | B %R P Atrogin-1 mRNA

L 104 E__* T 15 : s
a o

a 8 4 z

& @ 10

g 64 =~

» <

g 41 ® 5

3 2 9

= 2

0

. N=5 N=7 N=7

N=z5 N=7 N=7

| B 4RRERIGF-1 mRNA
2+

. Pten WT - PBSZ#
. Pten KO - PBSE
I reen 0 Ghreling

* P<0.05 *%P<0.01

*

15 4

*

-
i

0.5 A

IGF-1/GAPDH

o

N=5 N=7 N=7

TLY DO ~NFUTILE
R,

N
73

BT D &R AHIZh
PURIEIER & IGF-1R B2 Lz, FHiERA
fRINE] & R A AR X B FTREME A R
7z,

6. TFIEERE Rz RBITAT LY 3
1) FFIBREFB OV BERESR 32 fEF (IF



IR 11 61, REELIER 21 ) 1 haq T, IEMER T o
LUV (BLF AG) 1T 8.8 = 9.7fmol/ml, RiFE 7
FARTLY ALY (BLF DG) L 32 +
19.1fmol/ml, AG & DG kiiZ 0.01 £ 0.024 T
7o B ERFER DB 0Tz, FFEIBRIE
FITIZINETIC AG DEEBICEE TH- @ <
0.01), FEEBEBNZITATE T AG BEVWERIZH ST,
FEREAH TITPE R s CRERIRBER) L3 2
M23H-7 (p = 0.08), Fifit, BMI, BVERTOMK
FERCTESL. BBK-QOL A= 7 LI 2 o7,
MEHE TIEAEZ O RT LT IAEE AG R
DG I3 H BERADOMHBENH 7= (p < 0.05), itk 1
AHEBIZ AG, DG, AG/DG IZHEEIZIETL (p <
0.05). 3 B BITIFEIEL Tz, i o kot
Al UIBROEWVIZELEL o7,

2) BEZ VY RITBE AN TR ERE A ISR S
AT MAEL, 77 9 BliZ 7 LU 52T -7 ()
B 2, BEUIBR 7). ctBRIZIER S 6 B (FFUIER 2,
EGIRR4) . 7 VU 5RECIiiT 10 B H EAIRED
THRF LT —HBE &N LT (p < 0.05),
TV B TR TV ARE LT R ERE
KIZET 2otz AEETRVAILVIH B
ERCER A —ENE VRS o7, T
@ﬁ%ﬁ:ﬁﬁ JIT B - B - AREIBRRE I 22 1727 o T,

EEBNFLEE 3 RO N EE A BIE R
7‘£7ﬁ>o7‘:0 fir AN ERAE R =T e o7,
bR IR EIRAEN B | (B ClL—REAYICSE
KoM 1 BARD T, | FERBL-RAEE
[37e7h o7,

3) Tv M NERAITIERIZ LDERIRET L ClE 3ug/kg
BLO30uglkg DEEREWTALIFEL. 3 B H
TIRE, JEKE, KPP TIT—EREICEITL
BEDRILZ o701 B BOMEAKPU I~
SWNT VI SRR SN AEMICH T,

4) BRI MIA-PaCa2 & FTRBIE~T7 AT, 71
VEBIZEIAKE, BEEESRE% 8 B I

L, HEREBICEZIRELRF L, 1)

B EOF B ELLTEREL IS EIT o7,

TV RGN REBECIEEEEOEM

DS AERIZSH o7,

TVVATB OB LTHLE S WIC R R IE
T RIREME DS HD LMD R DEERIREZ B E S
OGN HoT-N, B ERTITEDLI IR
e B R ) N — PR B S AN BT,
R TR I BT AR EINSD B E
B CIT AR BRVE A TG T2 R ELN
Too T CICMDBEEFERTOI VI K EIZE
FKEREEENRES N TERY, FELI R coRE il
BELEFLZS, BRI —EOBINT A

VRSN DB E S RII/ONRD o7z,

E. #5%
FHTOHUEAN 2 SRR D BEVET, s&

BEEIIETORICER LIERETH D, I ~F o
THE O DEREREFEN &SN DR L,
HEATHLEDDIEE-STWD, Z7L U k58
BEO QL WEIL, BERLRIEOEREABRE L .,
FOEBEREIIEE~OFBE L THBHTK
=,

KREBEEFIIIOE ) BRI RJEEY A P VA >
58T B M RIE SUSERRRE 23k L | iz
AL RIFT, 7L o OFRGERERIZFiRR
O EPFHREEII SN KIBEFROX
FREE L LTI T 5, FINEEIZEIERENR
B, REREEEIIARNBIET 2EZHNTH 5,
7 LU A Bl & B4 [E 2 (enhanced
recovery after surgery) |25 5§ 2 HNF T
Do EITEOEF(LFRIETIL, 7L Y UIREID
£ U QL& & RBUGEIC L DHUEARR 2 T
TAT ARLERIFEND., BBEICLE T,
BREKORTEIERRMETHL, 7L 48
BITEBENELE L BRZELODEV) ZEE

i
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L. BEROWZEEZM ET2RIEMHETH D,

INETOT VY v DOEFBERIEL in vitro TD

BEEREERTH D, BRICHELEH CTHOLRBEET
Mg BT R AT T, IEBE RO~ F T
W22 VU OER% in vivo TIREET 5 Z
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