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T — — G-SOX
Ik{ba_ﬁlﬁgﬁtfd.;ﬁn Phase lll, randomized, open-label, multicenter study

S-1 + L-OHP (SOX)

O SOX§5£ S-1:40 mg/m? bid for 14 days
U tabl L-OHP:100 mg/m? iv on day 1, q3w
° M ye nresectable (n=340)
> LOG|Ciitﬁ advanced or

recurrent gastric

O sosl'—iitﬁﬁ cancer (n=680) S-1 + CDDP (SP)

o je ; . S-1:40 mg/m? bid for 21 days
[ _;tﬁ Stratified factors: g
STARTI C -ECOG PS 0/1/2 CDDP:60 mg/m? iv on day 8, q5w
- Unresectable/ (n=340)

Recurrence with or without adjuvant chemotherapy
- Institution

Primary endpoints :
Progression -free survival, Overall survival
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Lapatinib in Combination with Capecitabine plus Oxaliplatin in HER2-

positive Advanced or Metastatic Gastric, Esophageal, or Gastroesophageal 2 10
. . . . F \\‘ CapeOx + L. CapeOx + P
Adenocarcinoma: The TRIO-013/LOGiC Trial. 2 o8 ey 1=249 =238
2 \‘%
a " Median (95% CI)
3 06 \\\ ) 122 (106-14.2) | 105 (9.0-11.3)
; b HR (95% Cl) 0.91 (0.73-1.12) p=0.3492
2 04 o
HER2(% 1% 2 e ¥
BREs 3 %2 = CapwOx + L %s\_,_‘__‘;_‘;
£ =
(n=545) 3 oo CapeOx + P
0 5 10 15 20 25 30 35 40 45
Capeox+Lapatinib Time since randomization (months)
Subjects at risk
CapeOx+L 249 199 133 83 47 24 ] 3 3
CapeOx+ P 238 189 108 53 34 17 1 7 2 2

FEIVHES : 0




SOSzAER(SP3 vs. SP5)

ERETT0R (PFS)

S47FHIRE (0S)

S-1 plus Docetaxel versus S-1 for Advanced Gastric Cancer
(START Trial) Update 2012 (JACCRO and KCSG study Group)

rEHFt)L 40 mg/m?2 aae)

(1-148)
1iBkEE

S-1 80 mg/m?2

IERIEF: 38

- R

Lo 10
Kt (HR) 0.82 : e
08 (95% C1  0.68~0.99) e M
0J5EICANp=0.0418 0.8 uda~/u';4&7%'1"év)p=d 907
%0.6, — 406- -
T
. Positive! 7. 0SIFZENST
0.2, 0.2-
0 04
0 28 24 3 36 0 6 12 18 24 30 3 48
YA LEIISOER (8) FYHLENINSOHER (B)
bl ARvh  PFSOR{E (A) a5 18y osods (B)
SP3st 306 198 55 SP38t 306 186 4.1
SP5Ht 309 222 4.9 SP58 309 189 13.9

AASCO 2013 Min-Hee Ryu et al. Abstract #LBA4024 ASCO 2013 Min-Hee Ryu et al. Abstract #LBA4024

Overall Survival (ASCO GI 2011)
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HR=0.88 (95% CI:0.735-1.044)
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—RIEFFREOHELGIREN

* WJ0G4007
» JACCRO GC-05

e nab-PTX
* Ramucirumab
e Lapatinib

- MIETTHERZE
(RECIST)

S-1 80 mg/m?2 (1-28m)
2iBikEE
685
EEFMIER: 0OS
BIRFHEIER: PFS, B%E, R

JACCRO; BIFDA BRFRBRHEE IS
971z KCSG 165fEs%

ORIGINAL PAPER

Addition of docetaxel to S-1 without platinum prolongs survival
of patients with advanced gastric cancer: a randomized study

(START)

Wasabaro Kot - Yeul Hong Kim < Masashi Fujil - Hoon Kyo Kin - Hiroshi lmamura - Kywng Hee Lee
Toshifusa Nakajima - The JACCRO and KCSG Study Groap

HR=0.837 (95% Cl: 0.711-0.985)

Estimated probability (%)

0 36 48 60

No. at Risk
DOC + S-1
S-1 321

314

OS ||ve.

BE2nd lineikE%: Phase III—&

Takuo Hara - Hywn Cheol Chug + Taroh Satoh - Jae Yomg Cho - Hisashi Hosaka < Akihito Tsuji - Akinort Takagane
Mikite Inokuchi - Kazuaki Tamabe - Tatsuya Okuiso - Mariko Ogura - Kazhiro Yoshida - Masahiro Takewchi

Months

— BSCEf (n=19) | wstT
@@Tﬁﬁ%@ -~ R — CPT-11 :4.0mo
2 Line L, CPT-113(n=21) BSC  :2.4mo
CPT-11: 250~350 mg/m2,q3w p = 0.012
Thuss-Patience PC et al, Eur J Cancer. 2011
— BSCEf (n=65) I
UIRRTRERRE R — MST
2"d Line SLCE (n=128) SLC :5.1mo
L, SLC: Second line Chemotherapy BSC :3.8mo
Kang 3H et al, J Clin Oncol, 2012 (Dr's Choice) Docetaxel: 60mg/m?, g3w p= 0.009
CPT-11: 150mg/m?, q2w
GRANITE-15{8%
Placebo + BSCEf (n=217) I MST
YRR HE B A R _I: Eve :5.39mo
2 Line Evelorimus + BSCE (n=439) BSC ~ :4.34mo
p = 0.1244

Eric Van Cutsem et al, ASCO-GI 2012 #LBA3



Randomized phase Il study of
irinotecan (IRI) versus weekly paclitaxel (wPTX) for advanced
gastric cancer (AGC) refractory to combination chemotherapy
(CT) of fluoropyrimidine plus platinum (FP):
WJOG4007 trial

Overall Survival

n Median HR (95% CI) P

—— wWPTX 108 9.5M
—— IRl 111 8.4M 1.13(0.86-1.49) 0.38

AGC refractory to prior FP confirmed by imaging
Age 20-75, PS 0-2, No history of CPT-11 or Taxane

Log-rank test

RANDOMIZATION
Stratified by
Institution, PS 0-1/2, target lesion -/+

weekly Paclitaxel IRI
80 mg/m2d1, 8, 15 q4w 150 mg/m? d1, 15 q4w
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Negative!

0
(Months)
Number at risk

wPTX 108
IRI 1

JACCRO GC-055E2 0S(primary) PFS(secondary)

* Histologically proven
unresectable/advanced

metastatic or recurrent _ overy 3 weoks. L PTATT ST CPTAT L CTATTS1 CPTAT
gastric canser ) No. of patets 145 148 No. of patients 145 148
2 ﬁi’r:za:?a:; i;‘s o ) MST (morits) 8 95 8 mPES(months) 38 34
e foyearsunivalrate  345%  341% T
regimens{except CPT-11) bl Log-rank  p=0.16
as first-line chemotherapy - £ & Leasndie S0 182 f a HR=0.85 (95% C1: 067-1.07)
: ! 4 CPT-H1 150mgli* Day 1 1 gk (0% pu— .
chemotherapy) il : gl Nega'hve,
+ Adequate oral intake @ A _
« 20 years or older W
+ PS 01 Until disease progression \
2 CPTA1+84 2
= CPTA CPT-11484
: CPT-11
0 ’ z 0 - - .
06 2 B 4 N B £ @ 0 06 2 1B A4 N B 2 8
‘Time form randomization (months) Time form randomization (months)
ne Atrisk Atrisk
R S e e wlcear D CPTA14S1 145 104 51 25 14 6 4 2 0 CPTH1+S4 146 45 10 5 3 3 2 0 0
S- -1 . E r
S Ive el A e el CPTAT M8 8 S 2 3 6 3 2 0 CPT-A1 w w7 4 3 3 3 2 0

Beet overall response to firstine chamotharapy (CR of PRISD, PD, o NE)

PWEEVHRME. BE. LA CAERSR (EE—EMFORHHALZIDMATEIE)

PISHEY D cawzn100mg 77259%4 BEZE AR (J-0200:52)

ADraxane. v it=i-100mg
IO USFRIVERF (7T = R 4. BIRMEHEIEE : 247 (0S) , BIERAFHME (PFS)
S 247FHAR (0S) IBEAFHIR (PFS)
Tao7 100 1001
[ZhEE - RhER) = 90| N Event 0S(Months) 90 N Event PFS(Months)
o SE. SE. 3E R S 80| Median (95%Cl) g 80 Median  (95%Cl)
:‘5 70 54 47 9.2 [6.9,11.4] % 70 54 50 2.9 [2.4,3.6]
R 60 60
[A%- =] 3 «
~ 50 2 50
- 3B BECRAZE, j S 4 & a0
— A BRI UIFILELT, JE e B g 30 £ a0
1H1E2 6 0mg/m2 (4REH) % Toreeis T mre @ 9 & 20
3 0 AP TREREL, PR<EH 2 0ER 1 10
*EI3,
—T—T—T—— T T T oY
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Survival Time (Months) Survival Time (Months)
| zo,;EZﬁ‘ Eﬁlcﬁmisnn ::(n;l:‘:;lkiSkSA 49 37 28 19 15 12 8 5 2 1 1 s:l'i::?:tfkisk 54 26 8 5 2 1 1 1 1 1 1 1
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nab-PTX(7? 2% ) O

FEhfs. AR, BB, FFEENHWNS|)
HESHERFOORANED, AETR<OE
TIL 2= -85%

PTXO) dose intensity % EIT33&ENDI4EE
7ILD—IL, 7LER—ILELDIASTL VS|
2LXT1(R70OCR, IERZ2ZR)FE
BXRBEEIR CoBIEND5E
TILI—ILAKTG ATE, (EEPTEOK

0s (ZEEFXR)

Ramucirumab Placobo
L1 IR 2381179 117109
il (H) (95% Ch) 52 (44, 57) 3.8(28, 4.7)
61 R 0s 42% 2%
1217 M 0S8 18% 1%

Ramucirumab
= Placebo
| | Censored

Overall Survival

0 1 2 3 4 § 6 7 8 9 1 1 12 13 14 15 16 17 18 19 20 26 27 28
No. at Risk Months

Ram 238 154 92 49 17 7 3 0

Plcb 117 66 34 20 7 4 2 10
C. Fuchs , et al. : 2013 Gastrointestinal Cancer Symposium, LBA #5

RAINBOW

* Ramucirumab (RAM) is a human IgG1 antibody targeting VEGFR-2.

Overall Survival

» In RAINBOW, RAM plus paclitaxel (PTX) demonstrated S|gn|f|cant |mprovem nts in

0OS, PFS, and ORR in patients with metastatigcaa
junction (GEJ) adenocarcinoma whose dised P .'- ,
fluoropyrimidine - and platinum-containing ch os' Ive
+ Several trials for mGC suggest regional differences in survival outcome; specifically,
Japanese patients tend to have a better prognosis than Western patients.2®
1.0
KM RAM + PTX  PL*+PTX HR
N =330 N =335 P - value
Median OS
(mos)
Median PFS .635
(mos) D 286 p g 0001
ORR 28% 16%
(95% CI) 23.3%~-33.0% 12.6%-20.4% P =0.0001
*PL: placebo

9.63 7.36

Overall Survival Probability

0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 2
Months

"Wikke H, etal. J Clin On
Hironaka S, et al. J

#LBAS

REGARDIER : I SFFRAIFTZ(ETVIEED == > REEH|
ZEOHARUECET U - BENEESEIRE(C

g DERamucirumabD—EHIRD SRR

RAIE RSB IITAR AR

REGARD: A phase III, randomized, double-blind trial of
ramucirumab and best supportive care (BSC) versus
placebo and BSC in the treatment of metastatic gastric
or gastroesophageal junction (GEJ) adenocarcinoma
following disease progression on first-line platinum-
and /or fluoropyrimidine-containing combination
therapy.

C. Fuchs , et al.

RAINBOWER B&
(2%aM- BFSM)

= W-paclitaxel-+placebo
HITHEE
BE
(T SFFmmaEr
BF2ulbEUS=>
FEAEINE)
W-paclitaxel+
Ramucirumab

FHWIM@EHE : OS

Study rationale:

single agent anti-tumor activity for GC(in vitro,clinical)
synergism between ram and taxane

second-line setting

A randomized, open-label, phase III study of lapatinib
in combination with weekly paclitaxel versus weekly
paclitaxel alone in the second-line treatment of HER2

amplified advanced ric cancer (AGC) in Asian
population:(Tytan study.]

Lapatinib: 1,500 mg/day
Paclitaxel: 80 mg/m?
(d1, 8, 15) gawks (N = 132)

Paclitaxel: 80 mg/m?
(d1, 8, 15) gawks (N = 129)

- MmBIEF

— MRIRR

— trastuzumab (TS HEMOTE R
- [E\: hE, B, WE, 8%

» SSHLEENTZES: 4 261 (L+P: 132. P: 129)

J Clin Oncol 30: 2012 (supp! 34; abstr 11)



Plot of Kaplan-Meier OS curves
\ N E Y

L+P (N=132) P (N=129)
98 (74%) 105(81%)
110(9.5,145) 89(74,111)
0.84(0.64,1.11)

0.2088

Died due to any cause
Median(95%Cl)

HR (95% CI)
Two-sided p-value

= Lapatinib +Paclitaxel
Paclitaxelalone

=
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JCO/2013/536136 - Accepted manuscript
Lapatinib plus paclitaxel versus paclitaxel alone in the second-
line treatment of HER2-amplified advanced gastric cancer in
Asian populations: TYyTAN, a randomized, phase Ill study
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Improving IV Infusion Therapy
with PING Infusion Devices:

-~ (7N 228, .,
Q RELHTR, —BE. —isl. —FNTEEREE
e - I Whike infusion pumgs provide 3 moee certain level of accuracy than gravity and are 4
= | abie to monitor progress of infusions, for some critical medications gravity infusions ﬁ"aé:tn‘ﬂsﬁﬁaéo
may be preferred. Uniike gravity administration, Infusion pumps push the drug into

the vein using pressure (Bustration 1). With infusion pumgs pushing the drug into
wmr\manb risk of causing an extravascular lesk with conosive medications
Ifan leak occurs, the. may not stop.

resulting in an extravasation, 1
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Dimethyl benzyl ammonium chloride
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