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A Case of Successful RO Resection after Neoadjuvant Therapy for Locally Advanced Unresectable Pancreatic Cancer:
Shuichi Aoki*?, Masamichi Mizuma*', Fuyuhiko Motoi*’, Koji Fukase*', Naoaki Sakata®', Kei Nakagawa*?, Takaho
Okada®', Hiroki Hayashi*', Takanori Morikawa®', Hiroshi Yoshida*', Takeshi Naitoh*', Yu Katayose*?, Shinichi Egawa*?
and Michiaki Unno™*'-% (*'Division of Digestive Surgery, Dept. of Surgery, and *2Division of Integrated Surgery and Oncolo-
gy, Dept. of Surgery, Tohoku University Graduate School of Medicine, **Division of International Research Institute of Disas-
ter Science, Tohoku University)
Summary

Adjuvant surgery for initially unresectable pancreatic cancer with a favorable response to chemotherapy or chemoradia-
tion therapy often contributes to a better prognosis than non-surgical treatment alone. We encountered a sexagenarian
woman with cancer of the pancreatic body involving the celiac trunk, common hepatic artery, and gastroduodenal artery,
which are normally indicative of an unresectable tumor. After systemic chemotherapy (gemcitabine plus S-1 following
chemoradiation therapy [S—1 plus irradiation, total 56 Gy]), the level of carbohydrate antigen 19-9 (CA19-9) decreased
to within the normal range and the radiological findings showed a slight regression of the tumor without evidence of metas-
tases. Ten months after the initial treatment, distal pancreatectomy with celiac axis resection was performed. Histopatho-
logically, the tumor was almost replaced by marked fibrosis, including the nerve plexus around the adjacent arteries. Viable
cells were observed in a part of the nerve plexus of the common hepatic artery alone. S—1 was administered after the sur-
gery. and the patient has survived without recurrence for 17 months since the initial therapy. Here, we report a case of suc-
cessful RO resection after chemoradiation therapy for locally advanced unresectable pancreatic cancer. Key words: Adju-
vant resection, Adjuvant surgery, Unresectable pancreatic cancer
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A Case of Curatively Resected Locally Advanced Pancreatic Cancer with Combined Resection of the Portal Vein and
Common Hepatic Artery after Neoadjuvant Chemotherapy: Kei Kawaguchi*'?, Fuyuhiko Motoi*', Satoru Yokoyama*?,
Shinichi Takemura™?, Takashi Doi*?, Yoshihiro Nozawa*?, Fumiyoshi Fujishima**, Michiaki Unno™’ and Fusakuni Kuroda™*?
(*'Division of Hepato—Biliary-Pancreatic Surgery, Tohoku University Hospital, *?Dept. of Surgery, and *3Dept. of Pathology,
Shirakawa Kosei General Hospital, *“Dept. of Pathology, Tohoku University Hospital)
Summary

A man in his 40s had a locally advanced pancreatic head cancer invading the portal vein (PV) and common hepatic artery
(CHA). He underwent 5 courses of neoadjuvant chemotherapy (gemcitabine+S~1), which reduced the tumor volume
and cancer antigen 19-9 (CA19-9) level, RO resection was performed via sub-stomach preserving pancreatoduodenec-
tomy with combined resection of the PV and CHA. Adjuvant chemotherapy with gemcitabine was administered at 4 weeks
after the cperation. Relevant neoadjuvant chemotherapy is considered to contribute to RO resection of locally advanced
pancreatic cancer. Here, we report a case of a successful RO resection after neoadjuvant chemotherapy for locally ad-
vanced pancreatic cancer. Key words: Neoadjuvant chemotherapy, Locally advanced pancreatic cancer, Borderline resect-
able pancreatic cancer
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Y, BETOMEITE G EE LATHI{LEEREE (GS) 21T L 7.

ABAR:GS i (gemcitabine 1,000 mg/m*+S-1
100 mg/body: 2 #83% 5 1 BIKIE) % 53— AMITL
(E 2A). CTCAE Grade 3 EOEEHS»HHT, &K
it - REEIEETETH -/,

#3238 B 4 A% 3.8 em ~ & &/ (RECIST verl . 1:
PR) L. FIRMEOHRRZZDHF (W 1-Bl), miF
CAl9-942 916 U/mL FTHA L7 (H2B). PV &H.
CHA BIc Rtz 2o %y (B1-B2.3) b O0OHAR

BoALSBE
A
GEM ] GEM
[;.(m mg/m'l 1000 mgf"m’{
i I

day 1 day 8 day 15 day 21

¥ T * i

ST 100 mg/day 14 BNNIE—7 qmmE
B E I (B EE ]

12,000 -
5 [FEEEn
E 10,0009 /\ ]
= 8.000—/
@ 6,000 \
& \
= 4,000~ \
0

2.000 - \\‘__’4

0 I T T * + 1 1 T
6 24 59 75 87 115 135142148

BEEER (H)

2 FIEFNIIT s hodmi ks
A: 7o ba—NoEEE,
B: i CA19-9 i EE .

ZOHEBE DRV, CHA ERMIETRICTESER
TFEEE T TI8B0RA, MIREUHDR - BE, STk
AU GEERE), BFEFRUEBREAZEITLAZ (" 2B),
FEASFEMRER R P BEIRRRE (tubl), Ph,
TS2, T4, CH (=), DU (+)., S (+), RP (=), PV
(=), Ach (+), PL (+), 00 (+: §), MO0, PCM
(=), BCM (-), DPM (-), RO, INF B. lyl. v2,
N1, Stage [Va T& Y, WAL ESHRIEIKE - TE
474 Grade Ila, Evans 57% Grade I T& o7z (X3),
WA R 33 & U S5-8 12 B Tl % Bz IF
IEetifid, CHA SDBEICHE S ST MR T IoEE S 5 55
WEILL DI D E BN, IR RERICHIGTE
Thh, F19WBIBRE R HEOMTFE CAI9-
91£2,888 U/mL L IEHILIZIZES T, D4 EHLD
gemcitabine 800 mg/m® THIHHMbEFRELEGL T
Vi,

on. £ %

borderline resectable (BR) Bg#iid NCCN 74 FF 4
Y TIRER L, © kS & O LB EEIR~ 0BT
RAT180° LT ofER, @ LGMHIIREIRS & O PR~
AT R ETREMETHE IR TS, LaL, 31
TRMREEATUBETREE TS NLBELEL, £
DI BRI L B L ZADPKRE G, FIEGILH
B CT 2T CHA o x oEEMEDLNIH, LHA
MLGA L VM L CHEL TWwa OB,
56 IEFETO CHA 48 EETH Y, BR & il
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A LIEREEAR

B IR AR SELBMELPEEL Y b,

CoM AL Z - IO &, RAND R
AR, WRomErELCHEEEREEY 5.

D: B % Mo RS RT. E L R R
BefT o8 SREOHBL7E D,

E BB o—@aME L, M SEtE
HE b I EHEMROERTED 5,

L7ze BFBMRODEFT LS 22 a3 YIZE 2, [EEFH
B O EERFTEIRA 4 A HERIT 67~69% L 2 h
B8, F i, HEFEERATSMA HEH & Fd AR
13~14%FFELY, FEHO L I LHA *LGA 7559
B 2RI NI~ 12%FHETHEENEY, Lo T,
CHA ~OEHEF ROATURAGE L {5 0 R2a <
HY, MEFETEZEOEERLOFY 4T o o b
TYURONEFII O EHEIIRIAT 2480 5,
BEFRCR T A R H LR+ i R LR TS
B9, UBRH2EEFRIOBICHELT, So64bE
BEHROLEFLFSNLO, E, #7503 (FsH)
BEZHNT 32 L CEFHMOERIZHS T 5 HEH
R ENDYY, AfarksE (gt SHEICIE RO Ul
Y AEEBREREOm LR EOBRICIAY, ik
BHEOEE T TELIREO LW HEICTA
5 EY, BRI LY EEOEARIERLTELEESD
SR BETAIENTE, FELTFHTEBTES
Lo /eFEb H 5B, FIER TIZATR O CAL9-9 i
6,668 U/mL LBERETHAZ LIS, REHERD
TREEZ L & F 532 BIR L RO WIRAHET
Holze LL, WATLEREOBISR G ML L 0
MARHLEOU, FERL YAy, HE%EEERL
EABHEL AL S, SBELLIEROER LTI E

1877
FER AR ORERD RN b,
BHhHhy

WFEhAREEIE & 14 5 BREESFEIZH L. GS HHERATRIC
RO E3b: L7 BT HRRE D 1 1% 28R L 72
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Efficacy of Neoadjuvant Chemotherapy for Resectable Pancreatic Carcinoma: Fuyuhiko Motoi*', Kei Kawaguchi*',
Takeshi Aoki*'2, Katsumasa Kudo*' 2, Shinichi Yabuuchi*', Koji Fukase®', Masamichi Mizuma®*', Naoaki Sakata*', Shigeru
Otsutomo*’, Takanori Morikawa*'-2, Hiroki Hayashi®', Kei Nakagawa®'?, Takaho Okada®', Hiroshi Yoshida®', Takeshi Nai-
toh*2, Yu Katayose*'3, Shinichi Egawa*'-% and Michiaki Unno*'-23-4 (*'Division of Hepato-Biliary-Pancreatic Surgery,
and *? Division of Gastrointestinal Surgery, Tohoku University Hospital, ** Division of Surgery and Oncology, and ** Division
of Gastroenterological Surgery, Tohoku University Graduate School of Medicine, ** International Research Institute of Disas-
ter Science, Tohoku University)
Summary

Surgery followed by adjuvant chemotherapy is standard care for resectable pancreatic carcinoma. The maximum esti-
mated 2-year survival rate associated with this strategy is nearly 50%. The use of neoadjuvant therapy for pancreatic can-
cer remains controversial, and its efficacy has not been elucidated. To evaluate the efficacy of neoadjuvant chemotherapy
for planned pancreatic cancer resection, the oncological outcomes of neoadjuvant gemcitabine plus S—1 combination ther-
apy (GS therapy) and a surgery-first approach were retrospectively compared. Patients with planned pancreatic cancer
resection and without major artery abutments were enrolled in this study. There were 39 cases of neoadjuvant GS therapy
(N group) and 93 cases of the surgery—first approach (S group). Survival and surrogate markers, including the RO rate,
the “true RO rate™ (RO with tumor marker normmalization after resection), and NO rate, were compared. The groups did not
differ significantly in terms of age, gender, or tumor location. The resection rates of the N and S groups were similar (92%
and 86%, respectively) . The median survival of the N group (39.4 months) was significantly longer than that of the S group
(20.8 monthsg) in intention—to—treat analysis (p=0.0009). The RO, true RO, and NO rates of the N group (85%, 69%, and
44%, respectively) were higher than those of the S group (72%, 48%, and 24%, respectively). In conclusion, this retro-
spective analysis showed that neoadjuvant GS therapy might be more effective than the standard surgery—first strategy in
terms of oncological outcomes for resectable pancreatic cancer. A prospective randomized study, Prep—02/JSAP-05,
which compares necadjuvant therapy to the surgery-first approach, is ongoing (UMIN-No. 000009634) . Key words: Pan-
creatic cancer, Neoadjuvant, Chemotherapy
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DT R LA A BRI L, FWRET (sur-
gery-first) +HTEHEBLEREL ShY, WM &
RBERBCFEREML W AR AN ERET S L
PRENTVDEYY, YRFERENIEFRCHL, &R
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2006%F 1 A~20124 12 A THO 7 FEMIZ. Ykt
B L 7684 R S W R B RE 241 e dRE L
7o ERPHMERORBABZMFIE. b LIRYK
TEEBY TIAIERBALERTIC ARSI A RIR G £ 70 IR
Ml CERRIHR SN TV, HREKETDOER
ZHr (CT Eigd L <& MRIERIC & 2 /82 H) T,

HEREBY W E xR L TWwh, 12720, #EEY ¥
NEEBZHOEZENLTLIBL VI LD,
PET-CT THEMSB & B/ ENHEREB L L TR
HLTV D,

241 Bisf, MD-CT CERBIIR (FFEbAk - BEAESHAR -
LA RREEEIAR) (S HEAFT R (abutment) % E27: 83§l
&, YRR EER (borderline resectable: BR BEfE) & L
TEHE ORI SR L 7o 272 L, PIR-LEBH
B IR~ OERBE LORERR (Bl - RELR E) O
FEIMDOTIC, HRICED BIEF 158 Bl EHE
BEOWERIE, FHET 936, #raiiE# 65 61 [#7RT GEM
+S-1 (GS) BFRCEARE: Hni GSHE3F, Tofh
DFFRERYFITONIERN 26 H] Tholo EWET
&, FHEATICHN T HHE GS MED TR L AL MITT
A-®, FHIEIT 93 B & HT8T GS L 39 F il 132 6
YBWARE Lo 7U—5 4T Y7 4% Fig 1 ISR T,

HNTFBEUCBRT— ¥ X— AL DiEREMBL, %
HHERE R ITo . HRETF, £65, #5, EEE
B, YBR B L A FEIRRGIZ & O iEREA2H % X
% ¥ L /- intention—to—treat 47 (ITT @#T), BL U
BBIOH 7 7 N — TEIC L 524 H* TEFMEB &
L7:. BIREMEEE & LT, ROYIBRE, NOYIBRZEIIM
Z. ROYIBRAOEMBERIC LA L T B~ — 7 -
A2 2B UAICIEEL L -EROHE (EORO
R 2 HB L. BRUREKICEE Y- —2EF
fbLieh o4, EEMLLLHEICRR FRICTFHE
AARRTHAHIERTTICHESRTBYY?, FHRE
R) LM LA FRBETH LD, KFRTIIHKE
BEL LTTAORO ZEHLL. EHT— 513, Stu-

Eligibility of the study:

1. Pancreatic carcinoma planned resection

2. No abutment for major artery (SMA. CA, CHA) on
MD-CT imaging

3. With or without impingement of PV /SMV 132 cases
4, Surgery—first or neoadjuvant GS (
gery ! Surgery—first
93 cases
Resectable, w —
planned No abutment for Neoadjuvant GST
resection major artery 1 39 cases
(2006-2012) 158 cases \ J
241 cases Arterial  Other )
abutment (+) neoadjuvant
83 cases 26 cases

Fig.1 Flow diagram
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Table 1 Baseline demographics
Su:geryeﬁrst Neoadjiwant-GS p
Number 93 39 —
Age median (range) 68 (32-83) 65 (41-79) 0.18
Gender (Male : Female) 61:32 20:19 0.17
Location (head : body-tail : whole) 53:35:5 23:13:3 0.82
Resection (%) 80 (86%) 36 (92%) 0.31
1.0 p=0.0086 (logrank test) [0: Surgery-first, [J: Neoadjuvant GS
> =0.31 =0.11
R gl N -GS P P
=08 60% (ioadgant G 100 , p= 0 028
;é 0.6 4% ™, MST 39.4 months 75 p= 0 022
s " it W 2
fo4 LT g®
& 0.2- Surgery—first (n=93) ]
0.0 . MST 20. 8mom.hs — 04
0 365 730 1. 095 1.460 1. 825 Resection RO resecuon True RO NO resecuon
Time (days) rate rate resection rate
rate

Patient at risk
Neoadjuvant-GS 39 27 13 8
Surgery-first 93 57 19 14 2 1

Fig.2 Survival analysis (ITT)
Figure in the graph represents the estimated sur-
vival rate at 1, 2, and 3 years after planned therapy.
respectively.
MST: median survival time

10] 100% p=0.046 (logrank test)
? ’ ’ Neoadjuvant-GS
< 0.8 =36)
S 0.6 MST NR
-g 0.4 ‘m":;;‘g&miml L

0.2+ Surgery—first (n= 80) 1

0.0 : MST30 3months : .

0 365 730 1. 095 1,460 1.825
Time (days)

Patient at risk
Neoadjuvant-GS 36 26 12 8
Surgery-—first 80 56 19 14 6 2

Fig.3 Survival analysis (resection subgroup)
Figure in the graph represents the estimated sur-
vival rate at 1, 2, and 3 years after planned therapy,
respectively.
MST: median survival time
NR: not reached at the time of analysis

dent’s t RE (b L < 1d Wilcoxon RED VT h@it) e
FE), #FFVHINF—FiE, 2BRE(D L i Fisher
ODEBRBEDV TR OB 2 k) CTHEEEERDL.
Kaplan-Meier #:1= & W £ FE - £FHMEFHEZEL. lo
grank RETHEEEZ R, BIRFMHEE X CRETH
FEEEZRD, WIS pEN0.06FBLrAETEHY &
L 7. #EHE#TIZ, JMP® Pro version 10.0.2 (SAS In-
stitute Japan) % B\ 7,

Fig.4 Comparison of surrogate endpoints

True RO resection is defined as the cases of RO
resection with normalized serum tumor mark-
ers after operation within 2 months after oper-
ation. All rate above described (Resection rate,
RO resection rate, True RO resection rate, NO
resection rate) is defined the cases per all co-
hort.

o K #

EFOHFREF# Table 1 12777, b, 5. EH
ERFHRMICEEETBO b o, FHETE (S
B) 93 B 80 Y (86%) MHIBRESh Tl L, %
BIGSE (N#) 39f7 3661 (92%) 2B h T
2o NETRRBEWLO0, HEENFEZER P o7
(p=0.31),

ITT BT X 2EIRPI R SO/ SEF T HETH &,
NE®OL 2, 3FE£EFFRIL, £4 100, 75, 60%THh,
SET 74, 47, 41%Tho7co EFHHPRMEIE, NB
9 4DBIHL, SE2080ATHY, NBTHEI
EHEL T2 (p=0.0086. logrank #%E. Fig 2).

VRO 7 I NV— TR L ASEFLTHEBT S
L, N#EM=36)m1, 2, 3ELEFRIE, £4 100, 73
64%ThHh, SEIL82 53, 47%Thol. £FHMP
RAEIE, NEIRREICHELET, SHI03»ATH
D, NBETHEILEREL TWwW/ (p=0.046. logrank &
E. Fig.3)o

KICBIRFEEHE B OB %47 o7 ROYIBREIEX, NB
84.6%., SEH 72% TN BHIIPLRPEVLINOFEXIITD
Lol (p=0.11, PHE). HOROYBREIL N
69%, SE48%THDH (p=0.028, ¥RE), NO LI
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13, NBE4%, SH2AUTHY (p=0.022, F¥K%E).
WERL NETHRICHMTH -7 (Fig.4),

m # 8

TSR BRI O 1T I - U S BLA916 M 0 T fiEdE % ik L
5 RE LT, TEIERTRE). [YIBRIRA(BR B ), Y
BAEE] LV I RESRBSh TE TV, NCCN A4
F74 0T, PIRFBIR~OBRMATRLETLHD
b BREEM L LT 525 MRS HFOIRR % FIEMIZ 1T -
TELFF T, MRRBRNOREFTROATHNIL
[EIRTHE L LTHRIRETH D, LLIBRIDHBY,
FEMRSHYBRSIZLA TR oIZH L, PR
FBRISHDBRENEI END, TOMIFTTEL
LONRYETHL, AHETH, PIRRGIR~ OB
BESUMNREUBRTREEHALE L TR L. %D
FRETROYERED 86% L HBNEETH oI LI,
COEHENBBURRYTHHILERBEL TV,

CIBETT RERBEAR LS L THIRETIR AT REC L BRY R
s B, ZEEOBVHFEINIHBERET, €
DBRIBRT HEHIERREED, FHETYERT AT
MDD, L LBEBATHS» LERMEI TS
Twhwice, BRRRE LTIV FRRsTobEicn
TOMAEROBEBELRE T XETH A", BKHTIL,
VRTHERBICH LTI v ¥ A {LHERBRIEITHTH
%9, KECTH, #H CSHEDHY 2 AR S
NTWVBWIO, KFRTH, YIBRTTRERSHRIZ L THRT
GSHERTo 2B, FHET CHEMET o LBA I~
T, YIRELEFTSELZ %< (Table 1), FELIERHI
FEOLITT BT (Fig. 2), YRFIOA LML
FTIN—TEITIC BT (Fig 3), AFICEFMM
FEEL TV, XHROMRMEM T, RN L%
HiBh# B\ GEM Th h, MitE b KBHDERHI R
HEEE L U TGEM #5327 Tw iz, YIRFIDH} 7
Th—TRITICBITDFHETHOT~ 5 QELEFSR
53%) #5, ThITOHRED LBBUh—HLTVS
S Enh, WETGS MEOBENUL, o s b R
BETHD LRI, 72720, KHERMKRAEE - Bk
FFET S MMEHARTH DI LN OHROBRIZIZE
R, BENLERTELDIIAEE - ZHR
M - A E EBERROERILETH 5, HitkHBhR
HEELTS-1 DEBHEARENRAZ L% EITF, 20134
1 A &Y [4787 GS ME—~F R~k S-1 HiBhAEE] &
[FRMETHES-1 MBME] 07 ¥ A LHBRR
PRIEENAT, ShoDBRBROKERD L, SHUBT
RERER (X T D WBIEROERNSBEO M LB LELL
ha,
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BTHHrIEMBEEINSL. TORLZRIE (B
WERARE]) X, LU THEERRZRETIRZL,
EEETELIILERREINDZODTHS. T4
bbb [PRERES] & 23 L8 [OKR
SRS L EREIr TSN BB Lidh
5w, KETIEEBE L LT, {LEBEHRER
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WEROBREERL L LREAL
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HEGR O BH{EB BT ETIL, YIBRTHE 98 5. ¥
BIRERIT2HTH - /2.
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Table 1 #BUiH# (N B) & FHET SB) OWRETOLE. FM 855, MBEBIIELR
DA, NETHEID (p=0020) WRBREFAIE.

fbEREEST (N8

Fhklr S8) P (i

EPIE %0 180

EIR AR ERD, PR (R 65 (49 ~ 80) 67 (27 ~ 83) 050
R, B ki 51:39 111 : 69 043
R EEE, WiE : RS 26 54:28:8 113:59:8 0.36
YIBRTabYE, VIBRVTAE : CIRRBIA 24 : 66 74 : 106 0.020
Bk, B (%) 74 (82) 145 (81) 0.74
B AR, B (%) 48 (53) 84 (47) 0.30

M - OB, H 754X —EET
HHEMBEERL, S IRERFY 4 LT
7 URETHEBEEYRELL. R, 2808
F Y R—ZARVBFHINT P ONRTHHL,
VNIRRT T4 72T o 7.

# R

1. MROBFREFOETF OB

B 270 Bk, HRIR PR AR AF 8 o) o ULl 66 R
(27~83 %), Bk 1624, K18 B TH- 7.
MR, BREL 167 B, BRERE 87 8, B2
16 1T, NCCN 4 FF 4 2k AH8R 6
HOSFTIE YIBRTRE B, YBRBRH172
Fichy, YRRBIRACEERE Ho . YIERIE 219
FliciTbh, YEBREIX8% Thol.

2. WEEHpTEAERGIOMmE

TERIZTEV, HRE (VBREREFA2E) »5
WM L:E A, 270 BIh i i d B iR G B A
132 61 (49%) THitkHEBIRER AR5 138 61
(51%) Tdh o /-, B ORBE X, FELR -
YIRAEEA 51 B, SRR Y » BB 23 £,
B RGR2 B 15 8, ORBEOEE~ —
B —BEA 41 B, HREEBEN3I7THATHo
(E#dD). BE12FD) 5, 124 51 (94%) H°
HEREBILEREZHITI ATV,

3. AFEBERIOT Y b hLADHE

HEF IRSRERSE) %, BRI
SHEL NBIIS, HREPRECED I TOE
ABOFH R L. Em, 5, BEERBIC
BEEEN Ao o0 BREBRFODRT BN
I NBHTUBRBRANEL, ARICETHIS
P o7 (p=0020. x*#E, Tablel). FEHT.

PIBRE, HMEERFIOE, HiLaBREmR
BEERBT DL, HIHFMICHEEZIILEL N
BT Wihb SEIVEETH- (Fig.1).
B L b AR A A B 90% LA ECHIBhHEE:
PHBIhTwi,

4. WERFERNEEBRG & FNEB GO R
HBHERRO AR L BT 5L, AKHA
IR RE (. M ERIEHBICE VI
MRONT: (Fig. 2B). &MHIEROYIBRY EHE
. EEEITeR [YRTHE] AE W% Z)
oAt AEERLdo EEMMERBT L,
S RER S FEFRIE, HEHAT3L3
5B, 31.7% ThHhH, BRUFITIL146 ¥ B, 33%
T, BRFATIEFS M (p<0000l, B s » 7
E. TANaAZVIRE) FREBFCh o7 (Fig
2A).

5. AFMERBIDAETEIRE O s

ITT BATIC X ATt N B, S BOEFIM
poE (WFMST) i, £42125H. 171 %A
Thh, NETORRFLEN RO MNHEE
BEDLHPot (p=051: 0¥ I I7E. p=
037: 74 a2y v 8B%E, Fig3A). Rtk
EREAIOY 7 I NV— T TOREBETIE, NE, S
BOMST, 54316 8. 214 ATHH. N
BTRReRFLERTH-o VA FEERBD L
»oZ(p=030: 275 7KRE. p=014: 74
Va2 y¥sE, Fig 3B).

6. WEIARL T A DL

N & 90 #ith, NAC-GS & i 46 61, NAC-G Bl
9 THo7z. NAC-GS#., NAC-GHOTREA
FCER. B9, BEEE, ORTHERE DRE)
S, wWIh L ZE2Bd b o7 (Table 2). T/,

Presented by Medical*Online

—134-



28:28 Bt &

VIRx
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I

RS (B 195 (e1%)

1808

28% 1% (2013)

HRRREEE
484 (53%) ;

A REEE
8444 (47%)

Fig. 1 GHRBEBIT 2 b &
YRR 270 IOBREBHOT 2 b A4 (R 2 709—-5475FATRLI:.

BB
458} (51%)

4 R BA
788 {43%)

FROSHRBICOMETEEZRD Lo/
BENA P OEE L. NAC-GS BT % W H
PIAH o7, FEEZEIEDLh o7 WHET,
YIRREE, HiBhFHEEERAOLE, AEmBFER
RERILKT AL, HAENIAEZILL.
NACGS#T, WFh b NACGH LY EET
Holz (Fig.d).

ITTHEN TEFEYM 2§ 5 &, MST i
NAC-GS# 252 # H. NAC-G# 160 AT&
h, NAC-CSEETHEKRIFTH » 7= (p=
0014 7o v 78E p=0042: 740235V
YHisE, Fig. 5A). WikwidhmEmEmoy 77
N7 COHLETIE, NAC-GS B, NAC-GH®D
MSTi% 4 358 v A. 212 ¥ A C¢& Y, NAC-GS
BTHEICBETh-o7: (p=0040: 0y 37
ME, p=0064: 7407 YH%E, Fig 5B).

£ B

JEEHE T RIBIAAF % W HEIC § B BRI A R Y D
BREEDLNBELOD, W{EBHEAIGESLASHIC
BUTh, BWEORHNZHIEETH . Wk

REE BTSN TYH, FHRHCHEEGDHREORE
PROPIZHGER, BERPBECYRTE
BWHEDL, SuroTREBING. B, B
HETIZRA L0, MEEHEREFITEK
Kmwic, WBREPBETS - 285D,
FEMBIENEME 222 L b H B, T,
YIRS~ — A — P EE TR T A ERE
HETHRES SN, ZORREFRONREFN
BAEVHER S, BHEYROR S TREERE
BEBHREZEO)OEEVHES ATV A.
COEEIIE, BRETH RE#RE) Lv)
L3 LAMBH L BRAREEILRETH
A9,
BIFEOYIBRTE & HIIF & 0 B B 0 R THF
HEE, FHRTCHRBEERAL, SRCHBL
EWEXFTILETHL. LiL, homELIK
EEL2Y, LBROBREBET, HRITEROTEE
HESTLOIW AW EHFTFREND, YHF
FOEIS I X Y BRARA T, HihEigee
BOEHERDHTH - 72 (Fig.2B). % DEES
SEREAURTH YD, YRBICHEGBILERE

Presented by Medical*Online

-135-



SRR RIBRAR (= 33 5 ATAT A ARREE O B3k

p<0.0001 (RIS OIRE, LD I IRTE)

k- ik SRR
0.1+ e LTS
0.0 ~f—r—r—— T
0 365 730 1085 1460 1825 2180 2555 2920 3285
&HFHE (B)
B HRMR R TSR R T P
RN 132 138
SERIBRMES RS, th R (A (WE) 64 (27-82) 67 (44-83) 0.002
30, Btk 76:56 86:52 043
M, A : kR - 24k 90:33:9 77:54:7 0.045
VIRRTIARLE, VIRRTIRE : YIIRIA R 55:77 43:95 0.073
JIR%, %) 132 {100) 87 (63) <0.0001

29:29

Fig. 2 Witk HiBhltek Ein el
A HEREEREGE (KR L HBRERAE (R 0S5 A XY —BILLHER
B ar5 Y 2RERFY 4T 2V YREVTRICBWTL, pfliid 00001 AT TH
b, HECEREARFATEFNNOER Y B, B Mlh#uEER# (N=132) &
HBHREEERALB] (N=138) OFREF O B ARE <. £I2% < (p=0002).
BB Ic e B EFANSWHN L B (p=0045) .

P=0.51 (AT 57 R)
P=0.37 (YL YVUIRTE)

P=0.30{OF T 78&5E)
P=0.14 ("4 TV ER)

% 08 E 0.8
fos 05 TP MESEAT (NE)
ot EPMERGNE) P, N
‘ et 03+ )
ool  FHEGHE 021 FEESEH o ey
0.1+ 0.1
00 SR AL A 00 LS PRy W R SRR IR |
0 730 1095 1460 1825 0 1095 1460 1825
EREMA (8) EHFME (B)

Fig. 3 GHURREFI 070 He
A TH%EST S8 8 LHEMEHR NB:AH) 0275 r3AY—EIt ks EHFMR 3
FHO - FOBRATSCITTRN. B: FHET CB @B LHENGHEHR NE: K@) on7
Sy X —EIZE D ETFHE. HIRERERADADY T NV — TR .

R CEREFHMBZERT 27N [Pkt
BIERE FHETTERTS] JLIRETHD
MEIDE, REZCHLPIZSh TR, FH
EfTH B VIIHITHREBICFHZTD, wIhic

®X, 7Y MhALLTHBREERIEORL
BEOFHIE, BohlhhoBBIHRELS
WCRIFTH b (Fig. 2A). #BREEBRFIDREH
HWHRBBEZ LA EVERLEZIOND.
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Table 2 GS#GEIC X 247G #H (NACGSB) & Gemcitabine B2 & 5 Wil iRt
(NAC-GH) OoBFRETFORE. WihoWTbEELERZD 2.

NAC-GS B¢ NAC-G # P&

SEWE 46 39
HI TR, PR (FERD 655 (50 ~ 77) 65 (49 ~ 80) 066
Wpl, B i 26120 20:19 0.63
FES 0, U (RRE : &4 26:15:5 25:11:3 0.75
YT REYE. UIMRTTRE - WiRER 12: 34 10:29 096
ik, B (%) 39 (85) 30 (77) 0.36
HBhFF AR, B (%) 26 (57) 18 (46) 0.34
32 (82) 20 (67) 0.14

HMSFEDE, B (%)

NAC-GS 8%
4681

R LB
1648 (41%)

Fig. 4 #iaHL 207y a2
PEr L THENEREXT- 7290605 5. Gemcitabine Hilb LI GS#HEE T8 WO T~

P AETO—F AT TS LTRLE.

WHHEEOEEKL LT, Ho#TEEZTIFTY
BREEF ETS, BEHLBABRBEZREITS, RN
HESNTOLAY, HOMEITIEZ T, YkkEr L
WaZ el a0 EFENELET L,
BRI X — (L EgE - IR0 R S
{pwvid, BOESREHMFECTE LY. $EO
Wt PWERITICHS WiEETERL2D
Bk om F g X ke d o 72 (Fig 1), #islifs
IZAREIT PN R T E RN DH D (Table

1), ZOHFHRTIRETHAHH. WIhIIEX
ARFAVEREEDOL P OUARS F 4 THRETH
720, RSB CIERICRIET A 2 L BLETDH
BEEILNG. £FF EFHHA~ANOEEDL.
FEEMCEELR O T o 70h5 BRI,
FOEFHBT DTS RERMBSHERTE T
Wi o AR (L R SRR T ORI
XWBABPVLETHLEEIONL L2 5
BIOMIEA 6 1d, HHTHFIC L 2 FaiBa0EE
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