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Table 3
Adverse event (Grade 3/4) (%).

ABC-02 BT22

GC G GC G

N=198 N=199 N=4] N=42
Leukocytes 15.1 11.0 203 19.0
Platelets 8.2 8.0 39.0 7.1
Hemoglobin 6.3 3.7 36.6 16.7
Neutrophils 22.6 17.9 56.1 38.1
Bilirubin 10.7 13.1 24 16.7
ALT 9.6 18.1 24.4 16.7
AST 8.2 11.4 17.1 16.7
Anorexia 1.9 2.5 0 48
Lethargy 18.6 16.6 0 24
Nausea 32 31 0 0
Vomiting 5.1 3.0 0 0
Constipation 1.3 1.8 0 0
Diarrhoea 4.5 2.5 2.4 0
Pedal oedema 2.6 3.1 0 0
Renal function® 1.9 1.2 24 0
Dyspnoea 32 1.2 0 0
Interstinal pneumonia - - 24 2.4

GC: gemcitabine plus cisplatin; G: gemcitabine; ALT: alanine aminotransferase; AST: aspartate aminotransferase.

* BT22: acute renal failure,

In the BT22 study, a pharmaceutical company sponsored
trial, treatment-free week blood sampling was included and
consequently more frequent and severe hematological toxi-
cities were documented, particularly in the gemcitabine and

cisplatin combination arm. Due to this difference in proto-

col design, the additional toxicities observed, compared to
ABC-02, cannot be attributed to ethic differences.

A common finding between studies was the absence of
clinical complications such as neutropenic infection or bleed-
ing arising from laboratory-detected myelosuppression and it
is reasonable, therefore, to omit blood sampling on treatment-
free weeks within routine clinical practice. Within clinical
trials, the inclusion of treatment-free week sampling will
clearly depend on the expected toxicities of the experimental
agent under investigation.

3.4. What dose adjustments should be recommended in
the protocol ?

3.4.1. Hematological toxicity

The dose reduction criteria for both drugs differed between
protocols: in ABC-02 patients experiencing Grade 3 hema-
tological toxicity received 75%-dose gemcitabine (with
full-dose cisplatin) and, in the event of Grade 4, both drugs
were delayed until recovery to pre-determined levels. In
BT22 study, a 20%-dose reduction was advised for gem-
citabine for Grade 4 neutropenia and/or thrombocytopenia
(with full-dose cisplatin). The dilference reflects the daily
practice of dose reductions in each country.

Probably of greater clinical significance, this compari-
son revealed another interesting distinction of chemotherapy
practice between the UK and Japan. It is known that dose
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intensity is known to be important for single-agent geme-
itabine [44]. The ABC-02 protocol included re-escalation of
dose on bone marrow recovery after a previous dose reduction
aimed at maintaining the dose intensity as high as possible (as
suggested in the gemcitabine summary of product character-
istics) [45], whereas patients were never re-escalated in BT22
following a dose-reduction. Although neither study specifi-
cally addressed dose-intensity as an end-point, the fact that
this was integral to the ABC-02 design resulting in a demon-
strable survival advantage suggests that this approach should
be maintained in future studies.

3.4.2. Renal/neurological toxicity

Both protocols recommended omission of cisplatin in the
presence of impaired renal function (defined as serum creati-
nine >1.5 times ULN, and as estimated glomerular filtration
rate by the Cockroft—Gault formula <45 ml/min in ABC-02).
In addition BT22 also advised omission of cisplatin in the
event of neurotoxicity (particularly hypoacusis).

3.4.3. Liver toxicity

Patients were optimized prior to study entry with the use
of endobiliary stents, where appropriate, in both studies.
Dose reductions, of both cisplatin and gemcitabine, were not
applied for impairment of liver function in ABC-02 as nei-
ther agent was known to be particularly toxic to the liver.
A notable finding in ABC-02 was of significantly higher
deranged liver function tests in the gemcitabine monother-
apy arm (Table 3); in the absence of treatment as a causative
agent, one explanation for this is that the derangement in
liver function was due to uncontrolled disease progression.
InBT22 study, among 19 patients who experienced Grade 3/4
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deranged hepatic transaminases with/without alkaline phos-
phatase elevation, the cause of liver dysfunction was reported
as stent- or percutaneous transheptatic cholangio drainage
(PTCD)-related in 9 patients and recovery of liver function
was observed in all of those patients. On the other hand, liver
dysfunction was reported to be related to underlying disease
for 9 other patients, whose deranged liver dysfunction never
recovered and radiographic diagnosis of PD was made within
one month from Grade 3/4 elevation of hepatic transaminases
for 7 of these patients (with no radiographic confirmation of
PD in the other two). Only one patient experienced transient
elevation of hepatic transaminases of unknown cause.

Dose reductions of cisplatin and gemcitabine for deranged
liver function in advanced BTC should be undertaken mind-
ful of the balance between maintaining dose intensity and
optimal tumor control and patient safety.

4. Assessing the impact of second-line therapy

In the absence of a previous standard for first-line therapy,
there has also been no agreement over the management of
advanced BTC on disease relapse in the second-line setting.
Given the numerous {luoropyrimidine-based phase 1T studies
in first-line, it is not surprising that this is the default option
for patients considered fit enough for treatment after first-line
chemotherapy.

In the UK, treatment on disease progression was left to
individual clinician’s discretion and was best supportive care
for the majority with only 17% of patients receiving further
chemotherapy, mostly 5-FU based. In Japan, S-1 is approved
for the treatment of BTC based on results of a first-line phase
II study [46]. Consequently a much higher proportion of
Japanese patients went on to receive second-line treatment
(75% of patients). This difference may be expected to have
improved the overall survival in BT22 compared to ABC-02,
although this appeared to be very similar when comparing
between studies (11.7 months in ABC-02 and 11.2 months in
BT22, for the combination chemotherapy arms, respectively).

Clearly, the cfficacy of sccond-linc trcatment should be
assessed prospectively within randomized controlled studies
and data of subsequent therapy received by patients needs to
be captured in future first-line studies.

5. Conclusion

BTCs are a heterogeneous and relatively rare tumor types
and the design and conduct of large scale clinical trials
require multi-center (and multi-national) collaboration. Two
recently published randomized clinical trials (ABC-02 and
BT?22 studies) investigated the role of a cisplatin and gem-
citabine regimen in this tumor type demonstrating better
efficacy compared to gemcitabine monotherapy, thus mak-
ing this regimen an acceptable standard first-line therapy for
patients with advanced BTC. Both studies had their own
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strengths: BT22 study, a pharmaceutically sponsored trial
(with inherently more intensive toxicity monitoring and more
tumor imaging), showed that the magnitude of benefit seen
in Western patients in ABC-02 was applicable to Japanese
patients, where BTC is the sixth leading cause of cancer
death. ABC-02, the largest trial for this tumor type globally,
was a more pragmatic investigator-initiated trial which did
not mandate toxicity monitoring in the treatment-free weeks
and had less intensive tumor imaging frequency. A major
strength is that these are contemporaneous studies thereby
limiting differences in other aspects of care (e.g. endobiliary
interventions, imaging).

Although the studies were conducted separately, discus-
sion between collaborators of the results from both studies in
this review has identified important lessons for future study
design. These include accepting patients with ampullary
tumors and selected patients with poorer performance score
(PS =2, if the predominant reason for the score is due to
untreated underlying BTC), and the inclusion of patients with
deranged liver function. A number of stratification factors are
identified although these are subject to ongoing research and
may be adjusted in light of future studies. Study design in
terms of duration of treatment, frequency of tumor imaging,
toxicity assessments and dose adjustments clearly depend
on the primary endpoint of the study being proposed, with
safety as the main concern, particularly with the introduc-
tion of novel therapies. Most of all it is clear that prospective
studies can be undertaken in collaboration (either jointly or
in parallel) leading to the development of treatments that are
truly beneficial for patients with advanced BTC.
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48 (164121L)

TLIFE 1,000 mg/m2
+ YRXTSF 25 mg/m?
dayl, 8, 21Hz LS
48B(12H1)L)

v

v

REOETECERBTCERVEESRORBRE TR

3 BT22:EED 754 v (Ciik3)

DIZGHT181%, GCEHTI9.6% Th - 7.
FRRREME LIS D Grade3 DL LD BEEHEHR I
B L CiE, RBHEELMHECIEZERESE T
ot (FED. '

2EhE L, GH16.0%, GCEE25.7% Th
D, SDETED R Y ba—LBEEG
BE71.2%, GCHE79.1% & GCRET RAT 4 1@
VRO ENT=H, MEIFENERZEICEESL &
% 7z (p=0.256).

FEFHMEEE T 24BN, PFREs
GRE83 7 A, GCEE1L7A A% — Flb:
0.70 [95 % 1 8 X F& : 0.54-0.89], p=0.001)
&, GCEHTHEIFNICERICER L2 L
DR E N, BIREEHGEE O mIEEE
FHEARICDOWT Y, PRENGHE65 A,
GC#£84# H(HR:0.72 [95 % CI: 0.57-0.90],
p=0.003) Th D, MHEMICERLZSED L
h7=(X2).
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2 BT22REROBEH R CUH3)

' 9'%4%15 18 (43.9%) 21 (50.0%)
A i | 23 (56.1%) 21 (50.0%)
i Hh g fiE (HE ) 65.0 (43-80) 66.5 (49-78)
0 34 (82.9%) 28 (66.7%)
re 1 7(17.1%) 14 (33.3%)
FF4H B 8(19.5%) 11 (26.2%)
FF B & 14 (34.1%) 14 (33.3%)
JRFE 5
JiEE~3E 15 (36.6%) 17 (40.5%)
+ ZIBIEFLEEAE 4(9.8%) 0 (0.0%)
g 22 (53.7%) 20 (47.6%)
JBRT Y v S 23 (56.1%) 28 (66.7%)
SRR v SHi 19 (46.3%) 18 (42.9%)
SR | 8 (19.5%) 7 (16.7%)
i) 7(17.1%) 7 (16.7%)
i 0 (0.0%) 1(24%)
Z Dt 3(73%) 3(7.1%)

REEETSLAIVIEI+IRTS
FUHRBEEDS VS LMEE I
| B2 (BT22HER) ©

| QA CERE N LYy E v

DHETY ABCOLRERDFERICED %,
HAADHEENABZBIZNTE S L2 Y
+ 2T F UHFRBEOENN R
ST 5 EHNT, Yoy A VEEEREE D
5 v & AL R ER (BT22) 235 HE & h 7z,
ABC-02 5R8% & BT22 35k 3 2 2 Mg BEHA I
Thih, WTFROREE S 2000FEDEUES
(ASCO) THFE SNz,

1. BBTY12

BT22 CI3ZE TOREBREFH, 74P 2

JHHREE 622465 - 20114E6

48

¥ 1,000 mg/m?dayl, 8+ 2 77 F v 25
mg/m?day 1,8 & 3 EBIZHETH S LV A
Y+ 275 F v EBER(GCHE) &,
by ¥ 1,000 mg/m? day 1,8, 15 % 458
BIZHRET35 LY A VEBNRER(GH)
125 V& LMEEID T X = (K3). WRER
EICBEL T, WEWEIT 1RO OB X T,
FFBBELHEOWVEEERREBESRDOOND
=T, ThZfhl6Y A4 o7 LBLT129 42
LOEEETIT5USE) Z & & Xh, KE
REROEEAMQOGE) LD RIRE SN,

S, P T HEE B S R T
WA IR A BE L FTRRE M A, IS REE 2 A,
FEZED A F 7 3SR AEB L, BIETRE
WREN DD, (LFREDRNEERED &KW,
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B CLik3)

/330 BTRRMRDE

BAS

CH
Py RE Y+ ,
O RS F U 0 8 20 9 4 19.5% 68.3 %
(nd1) 0.0) | (195 | (488) | (22.0) | (98) | (8.834.9) (51.9-81.9)
oy vy v 0 5 16 17 4 11.9 50.0%
(n=42) 0.0) | (1.9 | (381) | (405 | (9.5 | (4.025.6) (34.2-65.8)
(A)
Probability
1.0
—:GC
SR : -- :GEM
0.6
0.4
02 R
0.04, , . ‘ _ ' . ‘ |
0 3 6 9 12 15 18 21 24
Time to Event(Month)
(B) ,
Probability
1.0/
0.8
GEM
0.6
0.4
0.2
0.01, ‘ ‘ , ‘ , L , |
0 3 6 9 12 15 18 21 24
Time to Event(Month)
B4 BT22 5Bk D2k 78R (A) & Mg 77 (B) (OCik3)
1136 FFREE 62%:6% - 20114E6 FA
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4 BT22REROLAE TR I & OIS IEA 77 HAR Gk 3)

1L FECHIE 24 29
1R 39.0% 31.0%
(95% CD (23.7-54.4) (17.0-44.9)
A 77 HART P R E 11.24 A 7.7 A
(95% CD (9.1-12.5)- (6.1-11.0)
6 4 F IS A T 47.4% 27.7%
(95% CD) (31.4-63.4) (14.041.5)
Sme e I A AT H R vp i 584 A 3.7 8
(95% CD 4182) (2.1-5.3)

PS (ECOG) 0-1DEH & & hi=. Bl A%
RFIIRFEHEOBHEEENS A L ZH I R
VRREEOFEL L- FEIMEEE X144
17, BIREHEEB 3%, PUEESR
(W), 61 ABBBLERE, RHEI b
T —)LETHh 7.

2. BEETEBLUBEEERIRR

TG HUE % i 72§ 4B B gk &, GCHE
41151, GEFA2BNEERBRITTbILE. GCHD
132 5 REE DAL D 72 ¥ 1R BRI -
1IEE 5T 3,

RBEERICBOWTHEBERICKY 3 4<,
O M P G 13 GCFE65.0 5%, GH¥66.55% T,
REZER A D94 8], BEESAD S BOFFARE
ENABKL/3%EED Tz, EREBEL
SR Y Vo8, ERRY) Vo8, HETH o
7-(F2). BEDIEOEBLE LT, HED
HETRGCGCHBIUVUGHTINTNG610%,
81.0%, HEEZMN171%, 71%Td D,
483E B D B R YR & *Wut'AﬁM%
(3/41), 4.8% (2/42)Td -7z,

GCHET, ®’5Y 4 7 NEAhIEZ6Y A4

INTHY, BEI2ATH A OB RE S,
F7z, GHTIIRE YA 7 L BrhIE 44
4 2T, FEF20390 4 I 5 Ehi.
relative dose intensity (X GCEH T/ 4 v 4 €
Y789%, YATITFVT79.0%, GHTT &
VAV BTA% TH T,

3. B34

ZWMEIZGCH TI95%, G TI11.9%
ThHU, BV o - LEPJPGCHT
68.3%, G#T500% TdH-7z(F3).

EHETFHMEIL GCHOIEATRELE
TR sh JL BN FhFh39% L1124 BT
HolDIZFL, GHTIE31%EL7.7THAT
HO, MEBONY — FH20.69 (95% 5
X[ :042-1.13) Tdh - 7z, EWIFEATTHARY
OB L GCRES8H A, GRE3TA R, Wi
IO — FEHI30.66 (95% fETEX R © 0.41-
1.05)TH -7 (X4, F4).

S AR FICBE T 5 % TS0 — TR

Tid, BEIADEZFIIEENLALNDESE
KOETFHARTH o722, BESATEH
FERALUNTYE, GCHOBHEFHRIIR

B 62%6% - 20114668 - 1137

o0



%5 BT22ERICH1T 5 Grade3/4 DHEREL (GCiH3)

P HER A 23 56.1 16 38.1
/N 16 39.0 3 7.1
NEZTE VD 15 36.6 7 16.7
IR 14 341 6 143
iR > 12 29.3 8 19.0
y -GTP L5 12 29.3 15 35.7
ALT1E L5 10 24.4 7 16.7
1l 4 9.8 2 48
REVEL PR 2% 1 2.4 1 2.4
45 EN 0 0.0 2 48
ANETRE 1 2.4 0 0.0

FafdEmsnAohiz. HENAICKITSEF
MR REEGCHTII N A, GRTETH
ATab, HEPALNTIIGCEHTI13.0H
A, GEHT80MATH -7 7, FEYE
DEEIZEWTE, BREERDOHBEREEE
FOETHRARTH 720, BEREOFEIC
b 63, RIFD GCEED M4 FHRI
RIFAMEENC & - 7. REEE TOEFHM
B GCRETI4/ H, GBETT4AN AT
b0, FREEETIIGCEHTI6.1H5 H, GE#
TI127THATH 7.

4. BEM
FTRTCOEFEEREFINETIIWEINT
WAERTH D, HUAREIC &0 HlE
BBEFE L LN Grade3/ADHFEHERIL,
GCHEIX GHf & i U ThFh BRI A (56.1 %
v8.38.1%), IM/MRIED(39.0% vs.7.1%), ~
B VA (B6.6% vs.16.7%), HMER
A (34.1% vs.14.3%), BEIMERHA (29.3% vs.
19.0%), #I1(9.8% vs.4.8%) % & D T

D HENERIZED 5z, wihg—
BUETH D, TR &I9GREEEEALR
o7 (FE5).

5. #kikE

REVBEBROEEIZONWTIE, GCEEIL30
BB LFREEER SN TEHD, TORRI
S119, Ay 2106, FH 77— -
TS UNIGITH -7, GEHIB W TIL 334
MEFEREE R, TORNRELTE, S
2061, ¥ ae 1l 5FU+Y 275
F U, FEINLEY V+TFHT—0 v
TN 1FITH 5 7.

BHOHOIC ~2DD5 V5 LbEER
DFERD S~

I E CUIBRAREREE A A 23 U Tid ok
B s v & aMEEBRIC K D IEGIRERL 7=
{LEEBEEOL VX VidEL, T¥F v+
i EMEVRIER IS HE Y L C W A 5 7. ABC-
02FRBRIEAERIZH LTI E CIoFEE X
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N7 v & LMERER D TR AIRED & D
Thh, ZOREBRTHL 2 EEGIRERL
LYY+ VAT T F R
BRANBENEIE 23 AT 2 718 T OIRERE L
ZEibhThky, #HArkEEFERBzE
DT3B, F2, FIFECRBRT YA D
BT22 3 BR1C & - TRk 2 IRRAE P R &
N2 i, ZOFRREORBESAED
ZEBITARANCIBTEE/ SN B A6EM
DD TEL, bHBEIZEWT S IERREE
EITRBWILERLTED, ZTORHZIIIE
BITKZE W,

VAT T F v OREBE S AT B RBRES
iE, 20114E4 AIRAAR I T, M
BOBEES LS 2 6DERE ST, TE
e D BT DB KA - WSS M
SENIBVWTERBITDORLTETNS. £
DFER, 20104E12 A - B30 % LCH

REFVL DD, BUE, BIELRL QNP
WEAEERIC T TIESE %\ﬁbfio D, 2011

FFRERE 62365 - 2011 4F

02

FEPZ IS ANDEBIL AL E SN S B
DEWFEh TS, HEE, bYBEDOWTH
D5 V& LEBREBRIZB W T ARG RAEEDOR
EHRBENZEWRENTED, SH—KE
ROBIBTEILEL AL T DL T
Ih3.

X W

1) Valle JW, Wasan H, Johnson P et al : Gemcitabine
alone or in combination with cisplatin in patients
with advanced or metastatic cholangiocarcinomas
or other biliary tract tumours: a multicentre
randomised phase II study - The UK ABC-01
Study. Br J Cancer 101 : 621-627, 2009

2) Valle ], Wasan H, Palmer DH et al : ABC-02 Trial
Investigators. Cisplatin plus gemcitabine versus
gemcitabine for biliary tract cancer. N Engl J
Med 362 : 1273-1281, 2010

3) Okusaka T, Nakachi K, Fukutomi A et al :
Gemcitabine alone or in combination with
cisplatin in patients with biliary tract cancer: a
comparative multicentre study in Japan. Br ]
Cancer 103 : 469-474, 2010
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V. ZEWEEOEHR

B &
(EISZASARIGE &~ & —rhgeiile  IFREREIEE L)

i U ® I

PP W ER (B NET) (233 % EWiEHciE,
VI MNAYFUTIRS, AV —T7zura EHA
EFER EVBBTON D, WA § 2 FE)IRER
B, W TITbR TV S BUEHE#RA 7 P LA F F
W& B EELIEBOEWERICEEINLD, T TIEE
BT b, TNOLDEMEDHIGIE, FVE VEROF L
RIEBOIEAY, BEHEEE, MUER EIZL o THRES
NapZbbhsd, ki, B LB NET 2% L THF
FERIRFRIED T v & MM EBRIC B W THAEZ R L
TBYH, HIEH SN TWA,

1. BMEREMENSBIES (NET G1/G2) (Xt

i

NET G1/G2 (B4 tB) \oxf LT, 3WHsEHl e L
T HESH T it Streptozocin & Al & ¥ 5 ML EEHT
BARRA V5 —Txa R ERHVLNTEN, &
AE Tid streptozocin IFEEHRFT S LTHB & 3 RIRE
AERFAE DESNTVERV., B, D TFENERES
MRS T 5 KD EELZMESFE O TED,
PR REBI RT3 B AR EE R & U TR B oo
HBo WWIFRI NS DIEHNIARATE SN 5 W REMED
BWEEZLNTED, YRR ZDOMORBETFE OB
DR WEITHIZIECHEIE SN L FHRINE, £72,
N DIEH 2 BV TURBOMBI#EC RRE 23
DA AF & DPERBE R & #H LW IEFRIEO R R
BLEDLND EEMENT VL, 22Tk, ShEFT
IR ST B TP B BRRFER D Biik % whuls
IR Bo

1) ZhETORE

a. YIYNAREF7FOT

v bASF o, BURTHE, W - HALE RSl
R EDPORWMENBEEFLVEYTHUWMOT I BIS
BAHERIVRTF NThHb, BHDOA v A) Y - Fh T
YERIFLD, TEAOEERVEY, HLEOELZ LF
Yo HANY) YR EDFIIEIR, THLE ET) O]
L FOERREIChI b, SRSOERIEY < MR

53

(Jpn ] Cancer Chemother 38(10): 1613-1618, October, 2011)

FF IRV RYFUZEHE (SSTR) KHEETHS
EWXoTHRBATEN, ThoDRAMKIEE L Ok
MERNSWEE O RBELTwE, V< MRS F it
LRI 2~3 S L A O BRICEIRETH - 72
A, EEH 100 SREOERRTFF, YN bR 5T
YTFus (BEEA S LT RS SERsh,
RETIH S S IEARBESROVEBERA DR SAT
Wb,

O FRIEVEKROOY bO—IL

%< O NET Mif2i2id, SSTR OFHARD SN, v
TMRASF T FOIIEINGD SSTR ICHELTE
EANVEOFBERHITEEEZ SN TV, HLE
RNVE VELENERBE 156 (VIP EANERE 461, 7V
F A FREREBES B, #A MY VEELENEE 8 H) ZiH
& L-ENBRRBRICB W T, 10/15 B A AR
HHNLENTWAEY, SSTRICIE 1~5 FTOH T ¥
ATHBHY, A7 P LFF FIESSTR2 iont L CTHICE
WHRIYEE R $A%, SSTR2 ®iFA, SSTRI, SSTRS,
SSTRS X b BVWHAEEZRT VY bR F Uy 7Fu s
%) (SOM230, pasireotide) DIERBZE D D ST
5o

@ EEEmoaY rao-JL

VI MAFF 7 FrusiEAE VERORMEE & D
W2, JEE OB S N RIE OR B O D5 LI
L0d Yy, EEHEEITHIEICOVWTHERE ShTE L,
e B E SR L E A WIEE O BB A FRIC L YT
Eiishizv~< b RsFr7ras (BEBRE 7 ML tF
F) SBERA & 79 2R 0B MARRICB VT,
MM A PAYF U T Fu s B THELRERE®
ROTWE (PRl V< MASYFTFasBE14.30
A, 75ERE6 AR COfER L) PBEUSOH
LB IIEE BT H REEDORREIB SN BT
REMSHDLEZOLNTEY, KENCCN #4 FJ4
VCIRIEEHENH A ENETAYT PRI F YT
FO¥REERFENET ICBWTHHERLTWS,



1614 ' BALBHEE

#* la

C 7 71 NA Doberauer C 1987

3

C, fib 27 39 20 Moertel CG; 1989 4
C 12 40 10 Hanssen LE; 1989 5

C. flu 20 55 0 Oberg K; 1989 6
15 7 0 Creutzfeldt W; 1991 7

C (?) 111 42 15 Oberg K; 1991 8
C, P 26 66 15 Schéber C; 1992 9
C, fib 14 50 0 Joensuu H; 1992 10
C. P, 1 24 60 8 Biesma B; 1992 11
C(?) 12 8 16 Janson ET; 1992 12
C, P, fiu 34 24 12 Bajetta E; 1993 13

NA: fHilifge, C:H{LEDA, C, b MLE +HHLELA ik L), C (?): “Carcinoid” & DAL SN TH Y FMRY
C. P:HftE+EE, C P, Al HALE +HIEHHALELDA (i L)

£ 1b

AL - JE NET (23§ % Interferon @(Ai}’?ﬁidﬁ’fciﬁﬂ L7255 v & ALHERER

Somatostatin analog 25 NA 4 Falss S 2003 14
C. P, it Interferon alpha 27 NA 3.7
Somatostatin analog+Interferon alpha 28 NA 7.1

NA: FHli~RE, C, P, Al HALE + B+ LR LA (e &)

b. A1>&—7x0Y 1) = D% M3 ER T Streptozocin+ Doxorubicin
HALE - BENET ISR LTA Y ¥ —7 210 V)RV E DFRBREDRIL 69% L EFICHERTH o728, T0
VEROa Y bu—nR, [EEIEOMEICER LTS RICEES N7z 2 DDOH A R TIIRRR I DT 9
LERENRETEMEN DY, T F A{LILERRT 6% TdhorzZ &"® R, Streptozocin+Doxorubicin
DFFRIEFT AR LEVIOD, ¥ —TxuriF +5-FU BFHBHEICOWTO®R A MBI T 39% & 3k
AEBCH L THBCEBMCBOTERSER S TE R BENLTE (R2D)V NS, FOETHRBROK
(%1a)o L2 L, BMERICOWTIREHBER 52, BMICH LCHERENICELZMELD B, L,
BRI e EAYEEEICHIRT A Z LR, AREICoW Streptozocin IZHLE NET 2B W T XK 2 EH 1L ¥
THEEHDIRDI R, HE2VEDTILTHEI L, A VDT T AMEHEBERBRIC B W TAEFNHOER % R
FIVE VRO Y bu— o TIEEETIEY < b LTHEH?, - HLENET ST AF—FI vl

ATFUvTFOUTPREHENTVDEIE, ZEILEFH] DEEZLNTWA, RFIZBWTLERFATHIEL-E
FRIRESNZEEE»R VB LTHD, $722003 4 REBOERIFEESNT VS,

SN/ S ¥ ¥V AERIRRERICBW T YT MR Y F @ Dacarbazine/temozolomide
YTFU M Ay —7a B 2FBEEO 3 7V FIVALHITdH B Dacarbazine 38 NET 50 #l %

FEHIBICTH LD REN DS 572 (T 1D)W & EHh WHRICEHRRBRSER SN TB Y, BHE 4%, EFLY
5, METEARFIREOF LB EZZ LN T M 19.3 2 A & IR BIFRRENRENTWS (&
bo TLbNETIIRRERZOBMELHD, FLALH 3a)*s Dacarbazine DEIVEF % B L 7= A A KT

VHER TV, & % Temozolomide I D EEHRABRIZ BV THRET S
. HRREEERISAS NTBY, AERHLBEMTH L L HndiAH L
@ Streptozocin : OURBELRE S Ak E, W crEBCHEIhT

Streptozocin & 7 WV F MALFI D 1 FECTAIE Cid SE R WHBEHTH B, L LT L AWNEELRRERTH Y,
FEN TV, 1992 12 Moertel 513 NET 38 7 V¥ AMUHIBRFEBRIEER SN TR vizd (3 3),

{Z Chlorozotocin, Streptozocin+5FU, Streptozocin+ AECHT 2T Y AR THFEEZ LN T WS,
Doxorubicin ® 3 # % BT 2 E MRz EML, T 72 EAE T VTR OIER] D AR LRSS

Streptozocin+Doxorubicin 2524, EEHME L H PELN TV,
BRI THo LR RE LTV (F2a E

o4
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* 2a JENET 29 5% Streptozocin 0)13!.%“:& rﬁ@fk’rﬂ

Streptozocin 42 36 16.5 Moertel CG; 1980 15
Streptozocin+5-FU 42 63 26
Chlorozotocin 33 30 18 Moertel C; 1992 16
Streptozocin+5-FU 33 45 16.8
Streptozocin+Doxorubicin 36 69 26.4

* 2b lllﬁ NET (254 5 Streptozocm NHA ﬁ 3 )"J’H‘)?@fk‘fﬁ

FERER 7 R SO

Streptozocm—f-Doxorublcm 16 6 NA Cheng PN 1999 17
Streptozocin-+Doxorubicin 16 6 20.2 McCollum AD; 2004 18
Streptozocin+Doxorubicin+5-FU 84 39 37 Kouvaraki MA; 2004 19

NA: S

Temozolomlde 12 8 NA Ekeblad S 2007 22
Temozolomide+ Thalidomide 11 45 NA Kulke MH, 2006 23
Temozolomide +Capecitabine 30 70 2 4R TEER 02% Strosberg JR, 2010 24

NA: FFHIF g

100 ——— Doxorubici!'l-kstreptozoc.in(n=38) (VEGF), platelet-derived growth factor receptor
80 - :i! "““’_1. ____ Elﬁlc;;g;;igg;?;rigcg)zocm(n=34) (PDGFR), stem cell factor receptor (KIT), glial cell line-
: derived neurotrophic factor receptor, FMS-like tyro-

60 - sine kinase (FLT) %Z Y& onFoy v dF—VYHEETH
404 %o BENET %3 R ICHECEM & N7z 8 MATRER™ 1
BWT, 7R LK L EEAFLR (Sunitinib

20+ : BEPRAE 114 A, 75 L RBERRESE.5 2 H, N
0 , , [ e , , K1 0.42, p<0.001), ZEFEHIE (~NF— FH0.41, p=
e v =2 3 4 5 6 7 0.02) & bISHBEIC RIFRBMAER L2 EARiE S 1
B o e RIS T > 5 AL 720 MRATIE SLCIE sunitinib B O B1 (10%), 75 &AB
Stre;tozocinJrDoxorubicin B FI##E k13 Chlorozo- 211 (25%) DHHIFLELTBY, KEFOREFIZETE
tocin, Streptozocin+5-FU th’\’fﬁ%kﬂiﬁ‘& LTW2s, Z0H%0EHEEC BT TEB 04T

EFHMERLEY,
HEOREZIR o TWAI EARESIY, &

HIZBOTHRBEZ B LABRRABRIFAB ST

d. DFIEAEERE %o

DFEYFDOFEEICL Y ENET &b B OMEMKR T @ Everolimus
REDZERFBREELTCWAIEFELMICER, = Everolimus i£ 5 /%% 4 ¥~ ®FHEALT mTOR % flE
MO OWFETEN % HET 5 5 F RN IEEREORE R 5o REMHH L LTREIED SN, P AELZ
HEITL TV 5, bHETBHIENSE L OMPATEICK L CIHRERRERAGE

@ Sunitinib . bNTWB, BENET 20 LT b MMM EM S,

Sunitinib & vascular endothelial growth factor FEEFMIEE T 2 MM EA TN OF B RERAR S

55
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M7z (Everolimus # R0 11.04 22 H, 75 &R Brhk
fi4.60 A, NHF— FI0.35, p<0.001)*, ZDRER
T 7 I ERBICH LTH 2 kiEH L LT Everolimus
DEGEZHETLHBTVA Y ERHA LT z0, W
WM OLEFYNITE B L EZN b2 12h, A OBIE
A IR e & %, THALE NET 2065 & L%
M S NIRRT B VTS RIFRBBEARENR 2
o, SBRESDBEIMHEHENDL ZEHFTFRENS,
COHEMMHRBRICEESEDSMLTE/RSNTBY
BAEARFIZB W CTHRAHFEFTH 5,

® Bevacizumab

Bevacizumab X, VEGFR IZX4 5/ 7 0F—)uif
KTHY, VEGF D& % HET A2 &I & ) mEHE
e UM, BB O - 815 2 B3 5 H/LE NET i
xf LT Bevacizumab & Interferon alfa-2b & % Hig3 5%
T AMMUBETHRBRPERSNTE Y, T3, 188
#% ¥ TIEES OE S (PFSrate) 2% Bevacizumab BT
RIF MR TdH o 72, BAEKE D Southwest Oncolo-
gy Group TH NMAHREIED SN TWABIEH, hosy
FREMIERIERL A ETDAF & O HBEDE T
HERAET LT 5,

@ Z OO FIRAAREE

Sorafenib i, VEGFR, FLT, PDGFR, fibroblast
growth factor receptor (FGFR) Z L O#EHOF >
FF—ERRaf FF—ELEXEETLIINFFF—¥
HEETH S, NET 120 LT 11% DB |ME S h
T3 ™, Imatinib t& Ph #ta kD #{ZF B W Ber-Abl,
PDGFR, KIT Z 0B Fay ¥+ —¥HEET
H Y, HALE NET 120 L TA% DRHEI RIS TW
%%, Gefitinib 1 epidermal growth factor receptor
(EGFR) oFu ¥ r*F—EHEETH Y, £ IHAR
DVEBESNTWBH, JENET (T L CEERE (0%),
I EAGYE (FRE4H) EHBTFRTH oY,
Temsirolimus {Z#HE mTOR EH TH 1, 4 T HIHER
WBWTIENET TIZZER)EE 7%, G588 A 77 1 [ o g
510.6 AL shTna¥,

BILETR ORKRRBRICIE, 1 v R) YEBRERTF 1
&4 (IGFIR) FHEHITH 5 AMG-479 % IMC-A12,
¥ 72 VEGF, PDGF, KIT 2 OHEEREHT 5
AMG706 (motesanib) % Pazopanib, & 5|Zix HER
(human epidermal growth factor receptor) 2 “Z%4kKH
EH#| Pertuzuma & EGFR ®F 1 ¥ ¥ & 5 — Y HEH
Erlotinib O ff#EL &, £ OH THRBRI LGS
TWwh,

o6

BALSHGE

2) NET G1/G2 (&5MLE) (I Y B EEMBEEEIED
&gt

a. YIRRTIEER

DR Repl xR & LMWtk D 5 v ¥ ALt
BB SN FE Tl s v D20, PR HEH
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