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LTIE20084E 10 B 18HA 64 2F=7200mg/HD

Presented by Medical*Online
- 259 -



B3% HI125 010117
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A Case of Pneumocystis Pneumonia during Chemotherapy for Gastric Cancer: Masaaki Miyo*', Shohei lijima*’, Yoichi
Makari*', Mitsuhiro Yamaguchi*?, Aya Kato*', Takuya Sakamoto*', Takashi Doi*', Minako Hoshi*', Yasuhiro Miyake®’,
Satoshi Oshima*', Takeshi Kato*', Eiji Kurokawa*', Nobuteru Kikkawa®' and Osamu Kojima*® (*'Dept. of Surgery, and
*2Dept. of Intermal Medicine, Minoh City Hospital, **Kojima Clinic)
Summary

We report a death case of a man in his sixties with pneumocystis pneumonia during chemotherapy for gastric cancer. He
was diagnosed with cStage IIB (T4a, N2, HO, PO, MO). Because of bulky N2, systemic chemotherapy of S-1 and CDDP
was performed from April 2009. But no reductions were noted after 2 courses. We next treated this patient with S—1 and
CPT-11. He had also received corticosteroid treatment for nausea. Because of high fever and choke, he came to our hos-
pital at day 12 in 3 courses, and a severe respiratory failure occurred. CT of the chest showed diffuse ground-glass bilateral
opacities, and we immediately started a treatment with trimethoprim-sulfamethozazole and corticosteroid for the possibility
of pneumocystis pneumonia. We finally deduced pneumocystis pneumonia from markedly elevated serum beta-c-glucan
and PCR positive after hospitalization. In spite of early treatments, he died of bacterial pneumnonia and gastric cancer. We
should be careful of pneumaocystis pneumonia during chemotherapy and corticosteroid treatment. Key words: Gastric can-
cer, Pneumocystis pneumonia, Chemotherapy

BE Efe0 kG Bt BMMCBEELERIZ2009F 4 HLREZB S, buky N2 2H5 2 BEFEE Tda N2
HO, PO. MO, cStage IIB) &ML 7. S-1+CDDP ME£MTY 54 PD £ %o 7:7:0, S-1+CPT-11 #iEiZEE L 72,
TR, LEMEIHIHRIH L TAT O FOARL TV 37— AR RKAICHEREPBELETLURLSB SN, &
BUETS 2HRTLOOF B ATFRBZERE o7 M CT RECTRNEST ) 77 ARBEHSSRL. PCP. %
RS L CEROARER L ) STAH, 2704 FASUEREMELL. ARKOBRET -~/ V7 ~ Bl - PCR#H
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FLBOTHOEENMLETH D, HLBBERDIIR
fEL7: PCP o#& v, SEBEMIHT 5900105
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{Jpn J Cancer Chemother 37(12): 2455-2457, November, 20103

A Successful Case with CPT-11+ CDDP Chemotherapy for Recurrent Gastric Cancer of the Remnant Stomach:
Satoshi Oshima, Yoichi Makari, Shouhei lijima, Takeshi Kato, Yasuhiro Miyake, Minako Hoshi, Takashi Doi, Masaaki Miyo,
Takuya Sakamoto, Aya Kato, Eiji Kurokawa and Nobuteru Kikkawa (Dept. of Surgery, Minoh City Hospital}
Summary

We report a successful case with irinotecan (CPT-11 60mg. m*) +cisplatin (CDDP 30 mg- m?) chemotherapy (once in
2 weeks) for recurrent gastric cancer of the remnant stomach. A 77-year—old man was performed a distal gastrectomy for
duodenal uicer 42 years ago. He had a total gastrectomy for gastric cancer of remnant stomach when he was at 73 years
old. After the surgery, we treated this patient with S—1 mono-therapy for five courses. However, we finished this treatment
for lymph-node metastases. Next we treated him with CPT-11 + CDDP. An abdominal CT revealed a CR after 6 courses.
We finished this treatment after 12 courses for anemia (grade 3'. After the treatment, the metastatic lymph-nodes ap-
peared in no change. So we considered that CR was continued for 3.5 years. Key words: Remnant stomach, Gastric can-
cer, Chemotherapy

EE BESHECZHEBMEB) BB Y H L 2EFIZH LT, irinotecan (CPT-11 60 mg m?*) +cisplatin (CDDP 30
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CERENBEIIL22 L ERAO0ND. BE, S-12ME
LIREN —RBEL L TER L TV DA S-1 FInfE
FliHs 2 20k s LTH 28R T 20 L v ) B
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X ®
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DB Lo T "Wl cure 2O STLERE OBEDLHTETV 5, STRAEREER,
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CPT-11, oxaliplatin) % B#agICT N THENY LT
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T REERA¥SHERE T HIELEN RS
Ot EsE

LS, BE DI LAEMT 2 & v D A 52,
U 2HED R o IVERBF DS TEMAHRE, T
b, EEOMESABENRE*E T 5 VEGF
€/ 70 —FVHETH S bevacizumab (7232 F
¥®) LEEEAE CICBRT S EGF Lk 7y — T
WD T FNVEEZBET SHEGFR €/ 2 0—7F
WVHHETH S cetuximab (7—¥ ¥ v 2 2®) % pani-
tumumab 2 &7 SEDORR o 2-THFIT S THJK
BN EDD S &> D DARIED IR LEEREED I
EIr eI+ ThHb. FRABFEORZZ 2HO5FHE
HEFREOPRIC X o TRKXROBRSRZH LS &
T ERBIIFRICEIN2T T0-FTHEY, K&
2D ORI E TOMBOERERERILT X T negative
ZRERIEDoTWE (Rl)o ZOHORFMLE
BB TH 5 CAIRO-2EER Tk, XELOX (capecit-
abine+oxaliplatin) +bevacizumab (Z %3 % cetuxi-
mab D_EFEZHREZREEL TV 5%, RAICK T
FHEOLATRREZY, BRATIREARGHEOLY
A VRSN WY, L Ladokiid s X )i,
WEHOFFREIEREDOPHIC X 5 FRE E~OFR
=B L CHIFED v O DRIREERASHEATH ThH 50
SEEDEAT - BRASRLFREIC L 2 B8R0
MEZELVT XY DEFYM P IIETR L7205 1

HALBRSEL, 33 : 243~256, 2010
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1 FIRTEE - ETBRABEICH T 2 FFEGAREOMHAICE T SERHER

study title phase line regimen RR (%) PFS (m) 0S (m)
‘Cetu-+Bev 20 4.9 11.4
BOND-2* I 2nd vs
Cetu+Bev+CPT-11 37 7.3 14.5
FOLFOX+Bev 46 111 not reached
vs
FOLFOX+Bev-+Pani 45 9.6 19.3
PACCE** o/m 1st vs
FOLFIRI+Bev -39 10.7 20.5
vs
FOLFIR!+Bev-+Pani 43 10.6 20.7
CAPOX+Bev 50.6 10.7 20.3
CAIRO-2*** I 1st vs
CAPOX+Bev+Cetu 52.7 9.4 19.4

0S : overall survival, RR:response rate, PFS ; progression free survival, Bev : bevacizumab, Cetu : cetuximab,
Pani ; panitumumab
* BOND-2: Saliz, L. B., Lenz, H. J., Kindler, H. L., et al. : Randomized Phase I trial of cetuximab, bevacizum-
ab, and irinotecan compared with cetuximab and bevacizumab alone in irinotecan-refractory colorectal cancer :
The BOND-2 Study. J. Clin. Oncol., 25 : 4557~4561, 2007. -
** PACCE : http://www.asco.org/ASCOv2/Meetings/Abstracts?&vmview=abst_detail_view&conflD=53&abstra-
ctiD=10384
http://www . asco. org/ASCOv2/Meetings/Abstracts?&vmview=abst_detail_view&conflD=53&abstractiD=10392
*** CAIRO-2: Tal, J., Koopman, M., Cats, A., et al. : Chemotherapy, bevacizumab, and cetuximab in metastatic
colorectal cancer. N. Engl. J. Med., 360 : 563~572, 2008.

Scheithauer (Br. Med. J.,1993) |[5- FU bolus 1"
Saltz (N. Engl. J. Med.,2000) 126
Doullard(Laeet 20 s
Satz (N, Engh. . Med.2000) | 148
Douilard (Lancet,2000) {[ FOLFIRI > 174
Goldberg (J. Clin. Oncol..2004) | [FOLFOX 4 > 195
Tournigand (J. Glin. Oncot,.2004) |[FOLFOX 6 «+ FOLFIRI 215
Hurwitz (N. Engl. J. Med. 2004) {[IFL + bevacizumab > 23
Kozloff (ASCO G1,2007) [[any CT-b > 214
Grothey (ASC0,2007) |[any CT beyond PD followed by bevacizumab & b 318)
1T - BRABAC
5 10 15 20 2 0 HTBEFEREOTE
months — S AF BRI R —

THhb. HD cytotoxic drugDI ¥R —ar
LIAYBLY, F4bosequential Z2EEEIC X o
THIAMOIERL M L T & oA LR REC B
T HEEORADEITIRIE ) S TRIEREDOTS
Td 5 ), lstline, 2nd line TD FOLFOX #t,

FOLFIRI ##: 7% EIC X3 % bevacizumab @ et

#hFRIE, AVF2107g, E3200, NO16966, BICC-C %
EBBOABBERRRC L o TREAY™, EHc
cetuximab @ £ & %)% & BOND, CRYSTAL,
OPUS % ¥ OERFRABRIC L o TRENT & 2579,
bevacizumab, cetuximab DFHEEHEM Lz h
HIBEOKBEBRARIZIT RTENDLDTH S

244 H{CaRBl $E33BH 2T 201062 A
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# 2 YIRRTRE - EITHRABEICMT 3 bevacizumab DERFREER (phasell)

study title | line regimen dose of Bev (mg/kg) RR (%) PFS (m) 0S (m)
IFL+placebo 34.8 6.2 15.6
AVF2107g* | 1st vs 5
IFL+Bev 44.8 10.6 20.3
FOLFOX4-+placebo
VS
5 38 8.0 19.9
X4+
- FOLFORAH-Bey (FOLFOX+) (chemo-+placebo) | (-+placebo) | (+placebo)
NO16966 st vs 75 8 04 1.3
Xﬂoxtsp'acem (XELOX+) (chemo-+Bev) (+Bev) (+Bev)
XELOX+Bev
FOLFIRI+Bev 5 58 11.2 not reached
BICC-C*** | 1st vs
mIFL+Bev 7.5 54 8.3 19.2
FOLFOX 21.8 4.8 10.8
E3200** | 2nd vs 10
FOLFOX+Bev 9.2 7.2 12.9

*

AVF2107g : Hurwitz, H., Fehrenbacher, L., Novotny, W., et al. : Bevacizumab plus irinotecan, fluorouracil, and
leucovorin for metastatic colorectal cancer. N. Engl. J. Med., 350 : 2335~2342, 2004.
** NO16966 : Saltz, L. B, Clarke, S., Diaz-Rubio, E., et al. : Bevacizumab in combination with oxaliplatin-based
chemotherapy as first-line therapy in metastatic colorectal cancer : A randomized phase 1 study. J. Clin. Oncol.,
261 2013~2019, 2008.
*** BICC-C : Fuchs, C., Marshall, J., Mitchell, E., et al. :
http://www . asco.org/ASCOv2/Meetings/Abstracts?&vmview=abst_detail_view&conflD=478&abstractiD=35441
E3200 : Giantonio, B. J., Catalano, P. J., Meropol, N. J., et al. : Bevacizumab in combination with oxaliplatin,
fluorouracil, and leucovorin (FOLFOX4) for previously treated metastatic colorectal cancer : Results from the

*4

Eastern Cooperative Oncology Group Study E3200. J. Clin. Oncol., 25 : 15639~1544, 2007.

B, TO—FER2, 3ITEFNTIR LT, FBREV
Z &1Z, bevacizumab (ZBIL TiE, 2L L LHE
ATIRABSREICH T 2 BHTORBIRIDRENTS
59, —K4, cetuximabid, 5-FU, oxaliplatin,

CPT-113NTHEE L2 R o 7 fEFI TR E Lz
NCI CTG CO. 17882 8V>T, best supportive care
5 L THAI TR RO TRERMRLRL TV,

DAENZ BV TITHREFE TH 5 panitumumab 1B L
T b best supportive care (=% 3 2 HM#A TOLEFEE
BHRMWRENTEH'?, Thb EGFR FiAERIE
3rd line IEBF 2 EAUDLEF VA ET HH—D

VBIDFIBROBE LR LI, ENETNOEFED
SR BERATRIEDOL Y X Y PREIORERITH
T, EFATLCENBTROL IR VEEOBWERR L
LEZ HHETRATDULEND S, TBEORE
#1 metaanalysis 7* 5 ik L ¥ # » DEH)= & RO
BRO#EIIEH ZREECHEMAALND = & bRE
ENTBHD, LY FEBHRNE LT XV 0ZR
DFEILVESEZOND. TOWMA,SIL, beva
cizumab, cetuximab 7% & DA FHEMEREL DT,

ED L) B LT R A HOERAES RO
~OIIFE &0 7-1st line iR E L TRBEDHID

EREAITEH 5,

KIGREDBEFEITS o & BIFEDFHVDIRIFTH
Y, FEBOBEIIEITER A ORI &b
OTEETH S, BHE, (CERERICHFIER, & I
EREFF IR (ROSIER) DMIfTT & 5 EFIAHE X T
ETW B, ThE &bz, PRTEOEBEMACKHS
BACFHREDNE TSI A, RO EIERD DL

W DAFHREERAIR TORGE G REIECH S,

HA RS THEEND
HESR CORERR

1. National Comprehensive Cancer Network (NCCN)
DHA KRS

B ORETIROT AEME % S0 /- EHE K& <
Y7PLTETV S, RAIREDOHE,ILDOL I A

BHADRIERE LTEKER - FIAS L0
NCCN DH A A4 Y THBH, FHA K542

HACRIA B3BBHE2F 20104628 245
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|3 UIRRTHE - EITHBRABMICH T3 cetuximab DEEFRMER (phasel)

study title line regimen RR (%) PFS (m) 0Ss (m)
CPT-11 4.2 2.6 10.0
EPIC* 2nd vs
CPT-11+Cetu 16.4 4.0 10.7
KRASwt 39.7 KRASwt 8.4 KRASwt 20.0
FOLFIRI KRASmt 36.1 KRASmt 7.7 KRASmt 16.7
CRYSTAL** 1st vs
FOLFIRI+Cetu KRASwt 57.3 KRASwWt 9.9 KRASwt 23.5
KRASmt 31.3 KRASmt 7.4 KRASmt 16.2
KRASwt 12.8 KRASwt 3.7 KRASwt 9.5
BSC+Cetu KRASmt 1.2 KRASmMt 1.8 KRASmt 4.5
NCI CTG CO. 17*** 3rd vs
BSC KRASwt 0.0 KRASwt 1.9 KRASwt 4.8
KRASmt 0.0 KRASmMt 1.8 KRASmMt 4.6

*

EPIC : Sobrero, A. F., Maurel, J., Fehrenbacher, L., et al. : EPIC : Phase I trial of cetuximab plus irinotecan
after fluoropyrimidine and oxaliplatin failure in patients with metastatic colorectal cancer. J. Clin. Oncol., 26 :
2311~2319, 2008.

CRYSTAL : Van Cutsem, E., et al. : ECCO/ESMO Congress 2009. Abstract No : 6077.

NCI CTG CO. 17 : Karapetis, C. S., Khambata-Ford, S., Jonker D. J., et al. : k-ras mutations and benefit from
cetuximab in advanced colorectal cancer. N. Engl. J. Med., 359 : 1757~1765, 2008.

ey

£ 4 UIRRTHREARBBITEBER 5 5 ROUIRRER

P

i I e
FOLFOX/XELOX+BEV (NO16966) * n=211 12.3%
FOLFOX+BEV (First BEAT)* n=350 15.4%
FOLFIRI+BEV (First BEAT)* n=230 1.7%
FOLFOX+CET (OPUS)** n=169 4.7%
FOLFIRI+CET (CRYSTAL)*** n=122 9.8%
FOLFOX+CET (CELIM)** n=53 37.7%
FOLFIRI+CET (CELIM)** n=53 30.2%

-

Okines, A., Puerto, 0.D., Cunningham, D., et al. : Surgery with curative-intent in patients treated with first-line
chemotherapy plus bevacizumab for metastatic colorectal cancer First BEAT and the randomised phase-II
NO16966 frial. Br. J. Cancer, 101 : 1033~1038, 2009.

Bokemeyer, C., Bondarenko, I, Makhson, A., et al. : Fiuorouracil, leucovorin, and oxaliplatin with and without
cetuximab in the first-line treatment of metastatic colorectal cancer. J. Clin. Oncol., 27 : 663~671, 2009.

Bokemeyer, C., Bondarenko, I., Makhson, A., et al. : Cetuximab plus 5-FU/FA/oxaliplatin (FOLFOX-4) versus
FOLFOX-4 in the first-line treatment of metastatic colorectal cancer (mCRC) : OPUS, a randomized phase Il
study. J. Clin. Oncol., 25 : 4035, 2007.

Folprecht, G. , Gruenberger, T. , Hartmann, J. T., et al. : Cetuximab plus FOLFOX6 or cetuximab plus FOLFIRI
as neoadjuvant treatment of nonresectable colorectal liver metastases : A randomized multicenter study (CELIM-
study). 2009 Gastrointestinal Cencers Symposium, Absiract No 296.

-

s

*a

SEAE DELET N — A IFEHITH . 20064E, 200744
tX Version 1, 2% TTH o d DA, 20084 Tik
Version 4, 20094 Ti 8 H MBS T Version 3& %
b, BEEI1A308 2133 TiZ20104ED Version 155
Sh, §Hd %) OB CTROHRETI TS b
DLEPEND, ZDX S, BEOKBEDILESRE

HIZEEASHTH ), FHLOZEF Y ZH%4 LEIH
ENTERTA FI4 VICRBENT WL OISO
BIRTH B, NCCN DH A N5 4 > DFERIZ Web %2
ERBBNZIEE DS, EREYITIE, st line £ L
T shs L I 2 ik, FOLFOX (5-FU/LV+
oxaliplatin) ##:, CapeOX (capecitabine+oxalipl-

246 HALRRsH B33BHE 25 20102H
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—RBH TR ZRARK
FOLFIRI = bevacizumab CPT-11 + cetuximab
@ FOLFOX = bevacizumab — or — 1
FOLFIRI(CPT-11) % cetuximab catuximab
CPT-11 4 cetuximab
@ FOLFIRI + bevacizumab — FOLFOX * bevacizumab — orce "
cetuximab
. RABE R THE,
- +
€] 5-FU/LV + bevacizumab AL, O
or
CPT-11 + cetuximab
@ UFT/LV CPT-11 — or
cetuximab

URREBAERMN © KIBEARY 1 K51 ~EMA2009E] & W3IAE - —8%E)
2 PRTHBETERARMECH T 3 (LA

atin) #%%, FOLFIRI (5-FU/LV+CPT-11) #,
& %\ I5-FU/LV R L OFBH 0 2 > ¥ 5 —
¥ 8 Y L VA S FIREGIERIED bevacizumab &
BV cetuximab (KRAS BIZFA¢ wild type D
B0DAH) Don, off EMALFEZ-THEY, Fhi
HAETIEH E Y A bhvdt, FOLFOXIRI (5~
FU/LV+oxaliplatin+CPT-11) #&E bR EN T
V5, FOLFOXIRI ##EIZ DV T, GONO RE&RIC
BT FOLFIRI #E: & DHBA R ENTV B,
response rate(RR), progression free survival (PFS)
L eI, EFERERICITIRERITTERMETS
VT b FOLFOXIRI SN E BIcERTB DD, 4
% PHPEICBOTORFTERMIHZLIA D
12THHLEALND,

2nd line AREIX, FRIBNCIZZN T TOILERET
T % R LS5 & B DA MEREE L T
R E 2o TwDH, —WIERIZB T bevacizumab
EEW/ LY A v & LT progressive disease
(PD) &% 744 (beyond PD) o bevacizumab
DHFERIZ OV TIE, BRITE R BT bevaci-
zumab MHERIC L D2 FRERBREIR SN
290, HLETHRMEOBBEFHETH ), ZOHR
DHTND2nd line L&D bevacizumab D#EFEER X

RSNV EVIDAENCCN 4 FS54 DAY
YA TH5Bo

%38, NCCN #4 ¥5 4 ~Tid, cetuximab, pa-
nitumumab OfFEAIZ KRAS wild type iZBRS = &t
BRENTE ), BETSNABFRICBVTIR, Sh
HOERIZEEL T KRAS wild type DA Icidigh
3% BRAFBIZTFRERIT) T2 biERLTSHY,
BRAFEZBEDOBEIIMALHEREL 2V L b
LTV,

2. ABEARA 1 KA EEHFH2009E"

—7%, bVPEO TKERHERTA K4 VEMA
20094ER8] 2BV Ti, N TOBKRRERD S8
NETEF Y R% b LIS, DIETORBRELES .
EHHRLCRE2 DL ) ZREME Lo TV B, EFE
1213, st line (13 FOLFOX ###%:, FOLFIRI ##:
& %\ 135-FU/LV #£ ¥ 12 bevacizumab @ on, off
EERTHLIADPLTHY, FSHLTED
#Io UFT/LV BB BFEE N TV 225, BALRHS
Ihoidvnihd BRACBIT 2 KEEERSRO
F=FIET LD TRV, 512, NCCN 24t
BENBHHKDONA K4 v CRENLEIEL VA >
LOWED TKEBERERTA K54 V] TRV

HILRSIFL E3IBH2F 2010424 247
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x5 ETBRABEOCERECSHITS3AREEK DB

[KIBERH A 1 K51 ~ERIA2009E/]

INCCN i1 K51 ]

RBOS-FURIEEDLIAVER-Yal LI 0RHIE
B

- 1st line IC1&, bevacizumab @ &

- cetuximab {£2nd line KIEDAEIE(F1T

- cetuximab D{EMAIC KAAS RIEDEE L L

CAVEZ—YalLYACRBVT, BE5SFULV EED

12, #O5-FU A (capecitabine) £ &H L I X » &6
it (FOLFOX or CapeOX % &)

- 1stline #* 5, bevacizumab % 3\ i cetuximab MR

» 2nd line &K, cetuximab & % )i panitumumab

» cetuximab, panitumumab O#EE] 12 KRAS wild (ZBRE

+ %7 KRAS wild D3B8, BRAFEREBREL, ERBIED

B8, EHEREYT

TRA Y L OBEESTREOFEE FIICBEH LA TR
BG4 ¥4 7] wBuTid, brEORKRE
JEEORIBRA S, A TIRFES-FU/LY & RE0H
v & o T & 728 O5-FU #1 capecitabine SE A
TR LRI LOGBIS A% £, BHITH
CapeOX (XELOX) &wvio/zavEir—varyLy
AVTLEHTERNI L, F/: cetuximab & A
72U YR H%2nd line BIBICBRES N TWAZ &, &
LV ODORBEI SR EN TV, Shbidsk
DERBBROFERREBEDER 2 £ X o THRKR
HETE T bDEBDbN S DS, 2009 7 B DY
BILABEDS 4TIV { DD OEE L BB M2 LR
AU BN TV B, oxaliplatin = D V> Tid20094F
8 BITAEIRHEIC BT DA REBN LA OBISE N,
[F4F 9 AICI3B$E5-FU/LV DA O BHERERH) &
DHRACEEDOERE 2 &P RRBEN, /- capecit-
abine (BAL THEE 9 BB L ¥ A Y TOEITH
RAGESNN T 5 BB E Nz, Zhid
DOPEITHRLH ST EZEOS5-FU A OFIER -
FREIEEBENCBWTHRIEE N, BOOLITE
FeZ EAWRICH D, BFICBIT S Z b OMBIEEET
FEBROEHELEOS-FUAOBRAL X v DFEH
BEERIZ BT BERHIAIR L L COMSL - EROFIMEE
AT 5 A THEEEV. 0L ) ITRBBLFRED
VYR VEROBEBIR LA L ALY 5 T FRNC
HY, TKBEERTA FI4>7) 3472 Eb b
FREOTBRIBLTIE, SHEKR, F—a—T% Y
TOWFHETI R ENTH b DEFHEEND, 6
O EDORIGE CEFRIC BT AREEE Z LD
25, A THENTIRAFURBIRRBRIC &L 5 +2 40T
EFYADS LIZFD 5T A ERIOFERAIBERE
SHIREND 2 LiTbHEOXBRESI BT D HE
BORELTFRETOH Y, FEIDOF A AU—L%F
BEISDRETAEIND L A TH B,
TRBSHEERA 4 ¥ 5 4 VEETR20094ER/ T,

F6 DIEOKBELERECS T SMER

1. BAOERSRTHRARFHERSAREEATVS
FHORBRARH B (Drug lag”), H3Wid, A
Fik - BRE ECHRY S5

2. BFEATOENY - AESRERETIEATOSE
MARKREERRBRET O L ALV

3. LFHEEFIDER T OBBEOEE P F — LER -
LEFE L 2 -FENY AT LARHIBATVS

TRETRFD20054FARIC LR TIL 4RI T 2 Bk A
£ 2> Tv 577, clinical question (CQ) & LT,
SFIRAERECELTRY Lifshic7—=<idt 2o
THbo [CQLS : ZREHUTBIT D53 FHRGMEREE |
EVSEBEDDH Y, —RIEH bevacizumab F5H
ENTW2WEEEOZRIERIIBWTIE, #5TEER
SEFNCH L Tid bevacizumab DS HILE LL, F
7e—WHEHIT bevacizumab HHE5 SN TERHR
PERON TSP TBHOFEBERICEoTL I A Y
ZEE & 72 584 b bevacizumab OESHESAEE L
wEshTwad, LA L, bevacizumab & A7E—
REFRDENRHIEE (progressive disease : PD) T
@ o 123HE D IRIEHEIZB 1T S bevacizumab DREFE
FHIZOVTRIEFT VAL TWRWE ERT
B, BEEHIC X HHEHIETSH S BRITE REE TR
SNz, bevacizumab % & A7 RIEHE T D beyond
PD 12331} % bevacizumab D#EBERES-1C L 2 EFFEE
BHREGHETHEIDIET IR RbEVE N
I FHETH Do = DEIZE L TIXATAD NCCN D
A4 K54 TR LIZZFERETH 525, i3 bas
ETOMRARRERC & 2 DA B E OKREE b S HRLER
TRTHSH. £7z, [CQI6: KRASBIZTFHEREL
cetuximab] T, B L7-BWBOMRARDOER %
BT AT, #RITITY— AEMFLT, [cetuximab
X KRAS BIEFITERI T WIS c BV CHEBE
PAEER TS EBSLTHY, cetuximab i,
KRAS BIEFICERI 2\ (FER) BETORS

248 HILBSIEE SE33EM 25 20104627
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ENDOTHELIAL CELL ;
3 SFERAAREOEBEE

survival factors

Angiopoietin-1, "
2

Growth factors
and receptor

Angiogenic/

VEGF
IL-8
B-FGF

S

VEGF

£7 3IOOHTRAAREDOLEK

bevacizumab cetuximab panitumumab
ENSF VEGF-A EGFR EGFR
zg;;f BESONEANLARA 5 H BARORE HERORE
SERSRAYEB T 55 0 | BERTH, EGFR7S<REL | SMITR, EGFR A3 <REL
bTh | EHESDETHS 7. WRPEBIMS L TFER | T, MECEBICNS L TFEE
FTH5 FChHd
= AESIOBRE Bt S U Wz BHAER
NAF2—H~—~ BRFRIC (S FPR KRAS & & KRAS & &
e E Mt 1gG1 ErTOXX X 58 1gG1 Z2k rIgG2

HPHAEEND E L TR, LaL, BESAT, X
BT D KRAS BIZFIREC I REBSEIS DO AKEED
LT EAIEER EII A& RPIEL o THY, —
b BVRBIKZEA e B o

A AR T B0 FIETARES
AR R

1. KBBECHT 5 H-FAFAERE

RIBFE V=50t L CASIEASEER S T\ 553 TFARE0E
FRIRIIAFIT 5 & 27D Y, MEPBAIEMFIRT
(vascular endothelial cell growth factor ; VEGF)
2R L4 25 & EEORREIER T 2514k (epider-
mal cell growth factor receptor ; EGFR) ##E&jZ
FEFEHTH D, FOVEBFOS 2 —< %/ 3R

L7co KIBHECXH 25 THRAE RIS BUER R+ D
bOEEDD EFEIISVD, BREEBETH AT
ZLTwaDIE, VEGF EZ D bevacizumab &
EGFR FEEH® cetuximab, panitumumab ® 3 20
HAFEFETH D, NCCNDOH A FF4 Y Tiz§<T
EMENT 225, LA ETIE, panitumumab D
3 Z2RBRREHEETH Y, BRERTE RV,

EGFR BBEFOS FRIEREOPTHRE - L DS
{ERAENTWS cetuximab iZk <o 2F 25 R
D IgGIHETH Y, T/ /7 u—F kL LTOHR
RARFFHMILRE E7E % (antibody-dependent cell-
ular cytotoxicity : ADCC) 2L 2REREE LTD
HEBESRIFF SN R EORELH B, 25
ik T % 72 % infusion reaction 2 EDRERFED
EWEAAPRIETH ), TOMTIISZE L MGETH

LR WIBEE2F 2010628 249
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=8 XIBEICHET 2R - ARPOHTFROE

phase I phasell phaselll
MEHERER pazopanib axitinib cediranib
motesanib sorafenib aflibercept
vandetanib vatalanib
sunitinib (SUTENT®)
brivanib
temsirolimus
EGFR/HER [E#% nimotuzumab erlotinib (Tarceva®)
trastuzumab
lapatinib
Z0ft c-Met inhibitor ARQ 197 SAHA
bortezomib
MK-0846
everolimus (X /1)
GDC-0449
conatumumab
AMG655

(National Cancer Institute : U. S. National Insutitutes of Health. www.canser.gov & ¥ {ER%)

% panitumumab AifEE B L A TLH B, 3

DEROHBERTIZE LDIH, TNLDFFHFN

WBHEORMIZ OV TSR SN n®,
KB CX T 2 ZOMOFFRNOEREL LTH

Oncology : ASCO) DOF—<icdbh o/ LiXiEE
IZFT Lo T DEFUEREE S DV TUITER D S HBEAY
RS 2 SN T E b DOEMBERDIG A
BHPEZRPoLDPELETH L. EIMLEIT

I, FEHICE { OHBREER NG TALAYHERRIEER
DEBIZH B, TDIFZLALTENMCBTHME -
ERTHY, TUFYRELTHLZEh, b2 E
BT AHAERICES E TR T DR Y DERH
Pk ETFREND, KT AL, MEFHEBERC
B35 bDTiE, VEGF trap, 8XUVEGF L+
¥ —nFuryx ) — ¥MEEHF O sunitnidb
(SUTENT®), AV-951, AG-013736 (axitinib),
AZD2171%: EX3H 1), EGFR 2 L3 BMET55F
i, nimotuzumab, erlotinib (Tarceva®) 7 &4
B2 Tl o7z Rk o 7HF O TFHRIEHRSE
LT HBBEESRI VIV THS
hedgehog signal # Bi#$ % GDC-04497%: L' ),
S5IE L OF G FERIMBE IR T DL
Bbhd, ®IIHRIERR - HERPOFHROSFHEN
EREE T LD

2. fBRUED AJLEEFGE & S FIRAYATRIE

SR, FUEAIEE NS L UBHEROFRID S, B4
DEZH DU HRBRFRGELERTS_H
BUEHAALZESRE (individualized cancer _chemo-
therapy)” DLy 0 — X7 v FEh, 2009F0
KERKRIEES2 (American Society of Clinical

FEIRE 2 ZAMENRTF, Thbb L Fv—h—IC
B LT b HE K DEEAPCBIZTF ZOMDHTF 7 L%
RENBESNTVEA, KEEERIZ BV TERIC
BREHENTWE/ M v — D — 3 RETH S, £
DRTIEE, 2DODREZERYH SN,

D10k, KEBB{CERED key drug d 12T
2% CPT-LDEWERATFRICBY 5 UGTIAIRIZT
SEOWHTH Bo CPT-11DFEEAETH 5 SN38IE
TV n Btz TRELENSEY, 20
FH#EEESH UDP glucuronosyl transferase (UGT)
T, B isoform & FNhE I— F¥ LBIETHFFE
T ho TOFTHHEDRZTFEE THBERFIENE
T 6 SN3SDIMFBEN LR L THEESR AT 58
IyoEsmonTsy, BEACBVTE, UGT-
IAID*28, * 6 DBIEFLE L BEDIFHIRBA L
DRI A EOEEAMED 51D, BRLOFAMkIIR
Vo UGTIAIDBIZTFHEIRHTIZ20084E12 8 ({RER
ARSI BIEMERZ ¥y b2 B THIETETH Y,
FFEMFH T — A —BEOMOTOMKSATLS
%,

9 104, 2008 DKEERKERYS (ASCO)
TOKRER MY 7 AL b %ol cetuximab DR
L KRASBIZFERLDOBETH 5, BER
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CRYSTALBtE 2"
KRAS TR (n=348)

OPUSE8% "
HRAS BFER) (n=134)

NCIC CTG CO0.17
KRAS BFER) (n=230)

ENEL OISR
ainwiFOHOKe 7178 0.9 ™ a7am
HR0570:0=00163"" = gg: %%:ﬁpwm" 197h
4 0.5+ — colurimaty+BSC
77 0.4+ ====tc
£ 0.3
0.2+
o === FOLFOX 4 b 0.1+ .
T T T T T T T T T 2 T 0.0
246 8101214 16 18 () 2 4 8 10 12(A) 2 4 6 8 10 1208
o) L) #BR
K4S TRE (n=192) KRAS TR (n=99) - KAAS TEREL (n=164)
1.0 ! 1.0+ ENEETRmGA L -0
09+ A raTosn enm 09 B iCG0U 3528 09 =it
ﬁ gg: o pmors V7R ﬁ 8;: iy LR 180 o= 00152 z g;: PRt ymoges 2P
06 056 06-]
2 gi- E 05+ E 05+
% 044 7 04+ F 04+ "
2 03 = 031 o # 03 -
g-?‘ _?am!mmm 83_ e coWXMALHFOLFOX & o g?“
1 e FOLERI .1 ama=FOLFOX4 .1
00— T T T 0.0+—1— —T 0.0+—T—T—7T—1T—T
2 4 6 éﬁﬂ) 12 14 16 (B) 2 4 8 10 12(RA) 2 4 EH 8 10 12 (R)
&) J

* Cox proportional hazards model

* log-ranki§%E

4 cetuximab DR & KRAS TR & DEAE

KRASERBMEDKBBIC BV Tid, TG
0 EGFR inhibitor D%RA%80 bk nE &3
HINTELN, cetuximab DEBHEEZ R L7k
TEIDODORRBEBRAKICB VT, wihd
KRAS RIZFEROEER HIcH 7 T V— TROH
BT L o T, KRASERBEABEICITE 572
cetuximab DEFRIIRH 2V LAHS LR Y,
BIE, cetuximab DI KRAS BIEFERDE N
EFNCEED & EAMERENT VB, LALEYMS, B
B A TlE KRAS SBZFZEROREIZBE L TI2ARMA
BEshTB69 i BEEREOBFEZET
KRAS HIED T & 2 VEFICBIT 2 BISDORMER &
b0 T, HTHEMERER, FIcBoTFRKY
EERLTWE5T, &5VIBOMMIZLERTT/X
LRBEOSFTFEEM target & L THET <P
B RSN H M TH D, LA T, BNSTH
2 VISR O F OB & BBREE - BIfEED
FHUAEEMICITRAHEN S A, Tabs, “MER
TLHEH ICREDORAI DL Th D, LI5S I
EMBMREME T (VEGF) (o33 E/ 20—
NPETH S bevacizumab (2B L Cid, Mo fEs
MET O VEGE #fF L iE RO B 3488 2 R
BEEIRET THORE, $7, ERERERT

2%k (EGFR) M3 3%/ 7 u—F ik Th s
cetuximab b JEHE##D EGFR ZHRDOEHEE IR L
BRI b, FORT, AEFERZEDT
W2 DA, EGFR DX/ 7 0 —F W HAED cetux-
imab, panitumumab OXYR & KRAS MIZFERL
DBETH B,

EGFR FEZHI3#£AR8 12 13MIE%EE O EGFR A
LTRDY T IMEEET Oy 7 T2 EICLoTH
Hanaih 2 OO RERET 2 bIITH 22
EGFROTHD Y 7 F MEERICBIT 52 D5F
DUEDFFLET 2HE, ¥ 7 FIIMEEENC on DR
BRLRoTVBLDICEDERI R 2B EHEZLN
%o €0 EGFR THOAENSFD 1 D4 KRAS T
b EFMN, KRASBIEFERY AT HKEE
2BV Tit, 26 EGFR inhibitor OFUERZIEIE
BOOIZVY, ZOBHEL, EFERT LABEBER
FKEGHE 233 BB OO KFHEERR RBR D
FATC L o THIMRES N, ARBHRERICHED 5 Efes
CR&%RA 80 b5 27 T72bH, FOLFIRI
FECKTT B cetuximab O_LFLR)E % 272 CRYS
TAL 88, 33X U best supportive care (BSC) i<
A4 % EREFFE%E A7 NCIC CTG CO. 1758818
VTid, cetuximab O EfeehRiz KRASZER (—)
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®9 IRTHE - ETBREABEICHT 3 5 FRAAREDOLRICE T 3MARR (phasel)

study title locations | phase | KRAS line regimen 4 of pts | end point | postscript
o0 ;::fmn Cetu 20108
ASEPECCT* u.s. o | wid o d{plaﬁn rT~IRS vs 1,000 | 0S | 1HRA
- Panitumumab %
L i ®
Cetu
CAN-NCIC-C020™* { Canada m - >2nd ' 750 0s on-going
Cetu+Brivanib
FOLFIRI or CPT-11 +Cetu
vs
SwoG-s0600"** | us. | m | - 1st FOLF'R'“CPT;;HCMU’LBW 1,260 | 05 | on-going
FOLFIRI or CPT-11 +Cetu
+Bev (BAR)
FOLFOX or FOLFIRI +Bev
vs
SWOG-C80405" | U.S. B | wild 1st FOLFOX or FOLFIRI +Cetu | 2,900 | 0S | on-going
vs
FOLFOX or FOLFIRI +Bev+Cetu
FOLFIRI+Cetu
FIRE-3"® Germany | 0 | wid 1st vs 568 RR | on-going
FOLFIRI+Bev
FOLFOX-+Bev
CA225251*° u.s. m | wild 1st vs 120 PFS | on-going
FOLF+Cetu-+Bev

* ASEPECCT : U. S. NAtional Insutitutes of Health

** CAN-NCIC-C020 : U. S. NAtional Insutitutes of Health
SWOG-S0600 : U. S. NAtiona! Insutitutes of Health
*4 SWOG-C80405 : U. S. NAtional Insutitutes of Health

*# FIRE-3 : U. S. NAtional Insutitutes of Health
*® CA225251 : U. S. NAtional insutitutes of Health

FICERO6N, 7 FOLFOX HREHC 51} 5 EfeuihR
FHGE L7 OPUS RERICBVTIE, Thadie b,
KRASZER (+) BB 5 cetuximab FREI G
LAFHRARERD T ENRENLDIITHSL (B
4), BIfE, NCCN # 4 FJ A ¥ TIIEBHABMBEIC
33 % —~Z=WHEHIC BV T cetuximab D AEHE
RIED 1D o TV 545, KRASEREMED AR
FCBESRTHEYY, ZuzbrED [RIEHR
HA K54 VEMRA000%EM] THRAKTH B,
EGFR # JHEF T 2 5 THMHEDLHFICBL T,
KRAS SHZ b EGFR 25D ¥ 7+ MZERO T
(LB T 5 S KT OHFORBECEROEER L
KEoT, HERFTRIEIRERESN TV 5.
ZFOFTHEEZDIF, KRAS 5 MAP kinase i
EBEBOTMIIET S5 BRAF T, BRAF#fET
WCERZHETHREGHEIE, KRASER L A,

http://clinicaltrials. gov/ct2/show/NCT01001377
http://clinicaltrials . gov/ct2/show/NCT00640471
http://clinicaltrials . gov/ct2/show/NCT0O0499369
http://clinicaltrials . gov/ct2/show/NCT00265850

http: //clinicaltrials . gov/ct2/show/NCT00433927
http://clinicaltrials . gov/ct2/show/NCT00252564

cetuximab, panitumumab 7 &'? EGFR FEESEIC &
BIEERITE LN LV EASTRENRTWED, Th
LFHz b, EGFR 6D 7 MEERIZHBITS PI3
kinase, dual specificity phosphatases (DUSPs)® %,

€ 7 u—F Nk L LT ORI R SIS
(ADCC) =#%¥ % Fcy -receptor RIZF DBIZF
£ ¥, EGFRIZKT 3T/ 7 0—FHdkicB
LT, Z03REFRT 29F~— 7 — DB
F(RIES N THBY, preliminary Tid B 3 7%,

EGFR FREX OB R L OHENT SN b0 b D
2%, EMERHIC BT 5 ERILO AT, KRAS,

BRAF 2L DEERRA V827 bV EET2HEI »
DEFEZLETH Y, SHROBRIEDOBRRIF h
LB THD. SHDOIGRELEREICBVCTES
{UEFEREOBEILELARE 22 LEMENS
75, ST ERHERED 1 DDETF NI —

252
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£10 CIRRTEE - ETBRABEICH T35 FRNARROEAMERRR (phasell)

study Title group line regimen criteria # of Pts pnmar;
FOLFIRI+Bev 5mg/kg — AR BV T oxaliplatin L U°
EAGLE 38° ECRIN 2nd vs bevacizumeb #ARBHERE £ HE | 280 PFS
FOLFIRI+Bev 10mg/kg Sh-BEEE - IEBEORE
FOLFOX+Bev
WJ0G4407G** WJOG 1st vs YIRRTEE - BRER/ERE 400 PFS
FOLFIRI+Bev
& FOLFOX+Bev
SOFT*** xugzzg 1st vs DRTEEXEE 500 | PFS
et SOX+Bev
5-FU FF&jiZ—~ FOLFOX+Bev p
JIVROSG-0606** JIVRO vs REBLH- f_;:JFﬁi‘JJR7FEX 150 0s
FOLFOX +Bev

* EAGLE B8 : UMIN BEFRIRERES2 > X 7 A AREH

https://center.umin. ac.jp/cgi-open-bin/ctr/ctr. cgi?function=brows&action=brows&type=summary&recptno=

R0O00003077

**  WJOG4407G : UMIN ERFREERER > X 7 LAAREHR

https://center.umin.ac.jp/cgi-open-bin/ctr/ctr.cgi?function=brows&action=brows&type=summary&recptno=

R000001698
*** SOFT : ERAWHT —2~X—2

http://www . clinicaltrials. jp/user/cteDetail . jsp?clinical Trialld=1963

*4 JIVROSG-0606 : UMIN EEFRBREH S 2 7 LAREH

https://center.umin.ac.jp/cgi-open-bin/ctr/ctr.cgi?function=brows&action=brows&type=summary&recptno=

RO00001808

ARLLTHERTHHEERXOLND,

ETERABEICHT 29 FRIEE
REZVEEEVIXAVICHTDE
RADABRIREGFREAER | BIDETHO
SEMABMRIERE] D H I ERAREIR

1. BADASIMEERRE

R LATE LK, SFRERELEAE LI A Y
AHRHEIEI L 2 o LBECB VT, HIHC BV THEM
FOFBHRERRABRD S {30 THRRYIEHIRIEICBIT 2
bDTHB, TDOFT, KERBLERD TV B DN,
D TEEERER L OB OES & LB SR T
H5H o HTRBEREOILEICBT 2 BERBROF
TEIMHFLAVDODERIITR LI, ZOFT, Xk
ETHEiE & T 5 SWOG-C804055BR 13 K IGH D
SRS RE M # 1 $UC FOLFOX & %\ id FOL-
FIRI $#%#: % ~X— R |Z bevacizumab, cetuximab, ¥
& U bevacizumab+cetuximab # 8T 5L Y 2 >
BT 237 — L OKRFMEERRIR CH 5o pri-
mary endpoint {213, 247X (overall survival ;

0S) #%#\7, secondary endpoint & L T, ZZhK,
MNELEFE (PFS), AEFROM, EBEODKR
BeprdHITTHY, BEEMAHDS2.900812 %<,
EATHRAIBE ORI DIBREFELEOTEDOHF
BRAEHEDD o L DELTH B L) EERER
ERREET 5 BRRARR E LTI R E W,

F7:, FA4 Y TiTbhT\wb FIRE-3RERIT Stage
VKM % 51 C, FOLFIRIMEE X — R 12,
cetuximab & bevacizumab QR DB ETT) b D
T, BWESIHII5686, primary endpoint 2%}
 (response rate ; RR) T#%%%, secondary end-
point £ LT median PFS, median OS, HEHERD
s, EERERDBRIREE HITTND,

2. ETBRABEOFSAICRT SRFBOMAFRRE

—7, BINCHART, FRHMHAD L U TG
WREOEBEAKIBIEN I DA BBV TIE, A
FERRBRIC & 2 N7 — & IR ETH D, Ll
NG, SEEE D RL, Bk EITETOMKES
SO0, EFEEOEHDOIIZT N TAMERTIEL 2
Y, BIE, BROKFIRERABRI X5 — P LT3,

LS HE3BBHE2F 20104628 253
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EIRRREEABRAE 3§ B FOLFOX +- bevacizumab &
SOX + bevacizumab & 7 = 5 L{EECEESE (1 1RERER

mFOLFOX 6 + BV SA#AF © 2w/cycle
5-FU: 400mg/m? (bolus : day 1)
2,400mg/m? (CI: day 1~2)
1-LV: 200mg/n;2 (day1)
e oxalipfatin : 85mg/m? (day1)
ggig:ﬁ bevacizumab :  5mg/kg (day1)
1st line
20~T795
PS 0-1 SOX + BV J&HEF : 3w/cycle
TS-1: 80mg/m? (2wik5 1 wiksE)
oxaliplatin : 130mg/m? (day 1)
bevacizumab:  7.5mg/kg (day1)
@ SR < s00f)
@ BSaRAM 1 20002 A~2011 1A
5 SOFT B

YIRRTHE - BRABENELEFEFICIE T 5 mFOLFOX +bevacizumab &
FOLFIRI+bevacizumab 0 7 > & A4ELLESE TAEBLER

mFOLFOX 6+ BV /AHEF © 2w/cycle
5-FU: 400mg/m? (bolus : day 1)
2,400mg/m? (Cl: day 1~2)
1-lv: 200mg/m? (day 1)
oxaliplatin 85mg/m? (day1)
TIRETEE - BRE bevacizumab :  5mg/kg (day1)
BB/ BB
NE{CFERER
0~751
PS 0-1 FOLFIRI+ BV S&E¥ : 2w/cycle
5-FU: 400mg/m? (bolus : day 1)
2,400mg/m? (CI : day 1~2)
1-Lv 200mg/m? (day 1)
CPT-11: 150mg/m? (day 1)
bevacizumab:  §mg/kg (day1)
© BRI : 4000

& SR © 2008 59 A~ 250

6 WJOG4407G MR

FEEZDOMBHIRY, cetuximab (B 2 FEMAREERR
B, BEEATIZ%VAS, bevacizumab &t LT
2 VI3 3 B8 IAASURERR BRI 4 4
A% on-going T v, FT10(Z7R L 720 SOFT BEX (H 5)

X, FOLFOX+bevacizumab & SOX (TS-1+ox-
aliplatin) +bevacizumab D #4179 DT, H
B0 1 DI, AT SNLEEREL Y A Y0l
BB EESHES L USEORETH S5, FEE

IZHES-FU/LV O#5 & DYEILBWTEHA SN T
& 7oA oE5-FU #IC replace T 5¥/=% 1LY
AV OBEEE L CORRFEN S -Nb. ZDOM, mFOL-
FOX6+bevacizumab & FOLFIRI+bevacizumab
D B AT 5 WIOG4407G 88k (F6) <, FOL-
FIRI L%~ — X B H T 5 bevacizumab DR &
5mg/kg, 10mg/kg DB %475 EAGLE & (& 7)

R EPBRETONTEY, BFEALCBITZIEF VR

254 HILERAVEE 33525 2010628
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