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Kaplan-Meier;Z T L= FHRICE T,
HEEAMKAT, £EFHE (EFE)HIHT50%ETES
BF R E CTOHIM

* Response rate:
BENES LT (RECISTTIXREMNT0%) LELHBEEE
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FiPemetrexed(7! L3 DE 1S

o TYLR(RANLFTEEFR) LK) X
TS,DHFR,GARFTE N EH D EBR K HIEFRZE
RIEFICPAEL. 7')‘/&05')59‘/'37&7]'
FE®Dde novog Rk ZHEITH5_EThES

WEERIET S EBAMERE,
. g;%ﬁﬁ%d)ﬁbf&ﬁﬂt%’éfs 2l{ERH
FU Y,

» CHURSAY, T7—AMSAL SEHIFE
FEEL T LS EHRHTEESINSAIEEESLY,




BRENSCLCIZ® T dpemetrexed vs. DTX 0D HBEAER

N Hanna, JCO 2004

pemetrexed® DTX¥# HEE

53% 283 288

%) 9 9

MST 8.3 7.9 Bl

PFS ( 2.9 2.9 L

1$$#$ (%) 30 30 L
Gr >33}¢-mm> 2 40 HY
ﬁﬁﬁﬂﬂhﬁﬁ& . 13 HY
B E 6 38 HY

gg ﬁ/F_‘f X, pemetrexedd’®MT B

BEhTLVaEL
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Phase Ill Trial: Pemetrexed/Cisplatin @
vs Gemcitabine/Cisplatin in i
Advanced NSCLC

=
4 - % [ T
Chemotherapy-naive, stage IT1[B or [V NSCLC A I
» >] Measurable lesion per RECIST N }
» Prior radiation allowed to <25% of bone D
marrow if completed >4 weeks prior to | O Every 3 weeks up to 6 cycles
enrollment M
* No symptomatic brain metastases I Gemcitabine 1,250 mg/m? days 1 and 8 plus
* No peripheral neuropathy >grade 1 z cisplatin 75 mg/m? day 1
\ / E N=863
 S—

Primary endpoint: OS
Secondary endpoints: response rate, duration of response (DOR), PFS,
time to progression, time to treatment failure, toxicity

SRIRE. KHEEED15ine T Pemetrexed/ Cisplatin S KEN7Z5 A5 E
THAREED LY.

Scagliotti. IASLC. 2007.




Pemetrexed/Cisplatin

vs Gemcitabine/Cisplatin: Results

Endpoint Gem/Cisplatin | "(3'5“2 gfl)HR
ORR 28.2% P=0.312
DOR, mos 5.09 P=0.198
Median PFS, mos 5.1 HR=11-0145§0-94-
Median PFS, mos _
(adeno or large 47 HR—q'-%Ozgo-TQ-
cell carcinoma) -
Median OS, mos 10.3 HR=0.94 (0.84-
1.05)
Median OS, mos HR=0.81 (0.70-
(adeno or large 10.4 0.94)
cell carcinoma) P=0.03
Median OS, mos =
(squamous cell 10.84 :!:;:)g

carcinoma)

Scagliotti. JASLC. 2007.




Cis/Pem vs Cis/Gem in First-line NSCLC

(0

Overall Survival: Adenocarcinoma or Large Cell

1.0 1 Median (95% Cl)
B 09 —— CP  11.8(10.4, 13.2)
3 0.8 1 CG 10.4(9.6,11.2)
= 0.7 1 CPvs CG Adjusted HR (95% Cl)
2 0.6 | 0.81 (0.70-0.94)
S 0.5 -
2 0.4 -
S 0.3 -
S 0.2 -
o 0.1 -

0-0 T T T T T

0 6 12 18 24 30

Survival Time (months) in Non-Squamous Patients
Patients at Risk
CP 512 369 235 109 36 0
CG488 334 188 80 21 0

95, KT CIXEEICCis/PemD A NEFRMNEMN T,

Scagliotti GV et al, Presented at 12" World Conference on Lung Cancer: Sept 5, 2007; Seoul, Korea.




Pemetrexed/Cisplatin vs
Gemcitabine/Cisplatin:Toxicity

Grade 3/4 Event, % Gem'ﬁ'é%latm Va’;ue
Neutropenia 26.7 <0.001
Anemia 9.9 0.001

Thrombocytopenia 12.7 <0.001
Leucocytes 7.6 0.019
Febrile neutropenia 3.7 0.002
Alopecia (any grade) 21.4 <0.001
Nausea 3.9 0.004
Vomiting 6.1 1.000
Fatigue 4.9 0.143
Dehydration (any grade) 2.0 0.075
Any transfusion 28.9 <0.001
RBCtransfusions 27.3 <0.001

Scagliotti. JASLC. 2007. | BIEAIXCis/PemMB B EIZD I of-




JE/NARAfHIE(ZH [T HPemetrexed
ARARLFEFRIX. 2HOENEZREL. [LTEICHEEZ R o sEEFFD
ERAAHERFITHS,

21 |ineEL THONRARL X EFRIX, FE/MABHEIZCE VLT, FE2FEILERIFD
MBESYREHEZTTHABETHD,

eI B LTI lineEL TDRANLF R+ RATSF UK Y RATSFY
+ O LVFEVEBREABOIRE., JUYREHEFE T HAEBEETHD.

LIRID2D DI AFINHEREBR T, BB DEBNT, RANLTEFOMR(T
Eﬁ?(t‘f:o

15t line&2™ linel B DR E, FOREMNS . BRIX. RALFHEFM, FE
INRE IR D REELGEL TS EEREL =,




e

maintenance therapy (¥ #%)
| |

HEEDIDARIL., £2HBERCEREHNHI
TREDRIERAMNEL. T3 TH. ARk
N ThHhol=, 4-67—ILEHEL T, TDIE.
PD (Progressive disease) [/ 4 FE T 1B H
éO)b‘\EﬁF&OT:O

RIIDIMNAFEIIL. BEHNELBENLD

DRHARIBY £505HEIBHELTRET
AEMNAIREE > TET=,
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HEITIE/NHRBETIE I F 1+ SRR
1t lineD TSFFR—ZD 25| A EmFABORER NI
4—6HA(9)LESNTLNS,

LI ABRORBFIEACT LPFSEEIEELFHRARELT-
ETHMENHLIN. BEEF LG oT-,

Ist linelZ5|EFNNTT D, #FEED., PFSRIEELE FH
FZRESE LT HIMENRETTETLNS,
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Progression-free Survival

0.73)
p <0.00001
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Overall Survival (N

HR=0.79
(95% CI: 0.65-0.95)
p=0.012

&
L2
5
B
=]
(%
=
-
>
&
@
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Non-squamous (n=481) Squamous (n=182)

HR=0.70 HR=31.07
[(85%, C;Z?Q.ﬁﬁ* (95%:Cl: .49~
0.58) 0.73)

p=0003 p=0.678
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o
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=
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Time (months) Time (months)




ASC®)

dian O8§, mos

Hogy Groups

Mon-squamous
in=481)

Large cell

Squamous
(n=182)

P=yalue

Median PFS, mos

Py glue
(HR)

<0.00001

(0.47)
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71) LA LB L PFS (R 4 72 IR %
EBflciiEzSET-
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AR, TV LN ERFELRETHREZRLI3FEEHD
BREAEBEERTHOT-,
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Conclusions on Living Better

« Maintenance therapy improve PFS
» Improved PFS alone is less meaningful unless it
also results in
— decreased cancer symptoms
- complications
— improved Qol
« AE’'s and SAE’s increased with maintenance

’&“ﬁz& A dinesal T




So, what does this mean?

« Do any patients need maintenance Rx prior to
disease progression?
Do all patients require it?

Many patients can still enjoy a treatment holiday
~30% for several (3-6) months

Frequent, close follow-up is NECESSARY to avoid
losing the opportunity to treat patients

— interval of f/u depends on ciinical presentatio

. Ild Wl | Said

pace of dise;
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NAMBRRIIB DB EMEET D E TRERIEY.

BREBILSELET,

EGFR : bR RE FREE

4 A
Noy

1Ly B AMRBZEERKNET IO TREL,

N AMRORBEICIIEGFR (ERHERAFSZEH)
ERENDIVNDENCS<STARRLTNDC L
NS, COFIYNDENLDESHHMERRICED
DENAMIRNISELE T,

CHESOEEEILDHDC ET. NAMIADLEE iV

ZMZS. FLE. BAENSTDIEEZILN ijV“‘J'
TWETHN FREIFELCOHD >TUVEE A,




i
Phosphondation

BCL2T BAaxXd

Tumor cell !
survival Tumor cell
proliferation

T Kl = tyrosine kinase inhibitor,
Oatafrom hdoyper et 3l Cancer Fer, 1997,67:4022

L .5:
fs
« Bindstothe ATF
pocket of the TKD

* Prewvents

phosphordation
No
signaling

Apoptosis G, arrest
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Gefitinib ( Iressa )

S FENE(ELEAERRFRZEE (EGFR) Fo /3 T-t HEEF)
avt7 RS2 AR LE LT, SD (stable disease) &2
Z3HHY (F2EARDBRIATR., REREKRSKE. iB/NHELD)
SAEEIEO RV O4ERB LIRIZE7E| D ER TR (44 A LLAT100%)

QY

FE/NHRRERHRE (S XL THI20% D AR, LMLEFERMIRIERFAD

. BFEONERIEOHEEDRLL,

2nd line AR DEHNAD, EBelch TH,

Zth, EREE . REMIREXMELRE(BAC)). BFEAIZHE,
EGFRODBIEFLEENAL YT DOEHEMREA,

RIEMMRE, BEENCWHAEEMAE (2%MNET) Bt B2IEFES.
BHERIN)R 7793 —) BB MM

J& Bl A i B2

LT RICHKRY ! T XEICEKLREEEZED)

B D Erlotinib (2 )LE/\) £ & 15,

fif




EGFRZ 2 Lgefitinib,erlotonib®
BEINER

¢ EGFROFFT—EHIIZHITHIERMNASENE
B (x17°)219,21) [LgefitinibXCerlotonibD E3h & F
BT 5, ZRBHEEETIE80%IELNENTH-
%%F-Izél#-lz)b%d)1t$5’a#§%$§jﬂ'éﬁfﬁ%ﬁﬁ

o THTEEGEFT790MOBH S E. $hEITLLE B,

o CORMEEDERII.BBRLEDEDNRF (7T
AT, RDA ., EEE) ICEWTEHEEIZERD
Lbht-,

o EGFRIZNEA'gefitinib>DEZHIZFERET HED
HRELHD,




IPASS (IRESSA Pan-Asia Study) {52

HE{TNSCLC BR#E- #MEEEEEIJ]‘TZ»PhaseIIIHR (IPASS)

BEBBTT
(1:1)

FEBIEL: 1,2175(B R A 1F23341)

FREREEE
(LR ARELL

R #E fE 51
HERaG=12:8

FER=> 188
FEREEH DL TEFELER
WHO PS 0-2

AIETIREREEH 7 HERER 7 B/ IV

Iﬂ&%ﬁﬁﬁﬁ]

Uéiﬁﬂm i
+QOL o

e

- RERBEUTEN
(RRME@EAL]

A FT—H— -,;f
. EGFRAGEFER
‘ EGFRﬂE?-JE*ﬁ"‘&___-_;
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609 608
453 (74.4%) 497 (81.7%)

| HR (95% CI) = 0.741 (0.651, 0.845) p<0.0001

4 n R PFSE 61% 74%
6 HH PFSE 48% 48%
12 R PFS& 25% 1%
ALy B ECBDCA+PTXRIZHL T,
PFSRBEICERLE

0.0

0 B 8 12

At risk :
ALyye 609 363 PAV. 76

CBDCA/PTX 608 el 118 22
HEREERL-Coxi@BH
NP ZEERER A Ly ROBREFOYAINBETHOIZLERT

HR, hazard ratio: Cl, confidence interval: PFS, progression-free survival
Mok T.. ESMO2008,33rd




N ARUNE) N RN
132 97(135) 2 91  88(9.7)
129 111(86.0) | CBOCA*PTXE 85  70(82:4)

HR (95% CI) = 0.48 (0.36, 0.64) ‘ 1 HR (95% CI) = 2.85 (2.05, 3.98)
p<0.0001 v : p<0.0001

At risk
ALyt® 132 _ ' 0
¢/ 129 3 2 0 85

Treatment by subgroup interaction test, p<0,0001 ITT population
HEREEBLI-CoxMtn




IPASS(Irresa Pan Asia Study

e 200849H15H-AMyOHRILLTRMESN TLVS (ESMO) T,

RS SEFICKYBIRESN -7 O 7 OAETIE/N ARG
ABEEZXRELT-ERER A ERIPASS (IRESSA Pan-ASia Study)
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e IPASSEER LY.  EGFREBIEFEEHYDIRED
BEICIET7—ANSAUNLHWNWTEWTHAS,




IPASS(Irresa Pan Asia Study)

’

o BHIEHESN T N\AFAT—h—IZE IS T IL—T
M CIE, |BIBEEAFMIZ

1)EGFREBGFZEREHBEETIIAL vy EAILEEERIC
LEREFEIZRE< (HR 0.48, 95% Cl 0.36~0.64, p<0.0001).

2)EGFREIGZFERBEMHBETIXLPEERNAIL VY EEIC
L XFEIZEHKLV(HR 2.85,95% Cl 2.05~3.98, p<0.0001)_ &
MRS ZELT -,

3)EGFREGFEENDIKENTALBERICELTIX, 25
EBRRBOHERERKOBRTL -,
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Overexpression of VEGF Is Associated With @
Disorganized and Dysfunctional Vasculature

Normal vasculature Abnormal vasculature
(wild-type mouse) (mouse overexpressing VEGF)

Thurston et al. Science. 1999:286:2511.  ® VEGF:Vascular Endothelial Growth Factor
(MEANEIEEETF)




Bevacizumab(Avastin)

¢ VEGF (Vascular Endothelial Growth Factor (I8 N R 1 5E X
F)THTHE/V0—F I THY . IE R R HRIZHF
HETAVEGFDZBARADIESZEEL. BEEOMEHES
&l S EICKVInEEDIRETT,

o WG IWEITBFUIBRTRELET-BROBE -EENA

e JE/NRRITIE GERELKRE) ICTEBEIGELHYES

e MIAARIEOHRATLEEEHIREDHY (Sandler)




Bevacizumab: targeting

VEGF secreted
by tumors and
nearby stromal
cells stimulates
angiogenesis

Bergers and Benjamin, fad Ay Cancer 2003,

Tumor
vascularization
allows rapid
tumor growth
and metastasis

Bevacizumab binds to
VEGF to prevent
neovascularization
and inhibition of
tumor growth




g———

ifn & A & 1858 B F(VEGF: Vascular Endothelial Growth

Factor)|Zxt 94 HF /2 0—3 )Lin{k: Bevacizumab
(BRB TINAF)

Sandler et al. N Eng/ J Med 355:2542, 2006.
HBEETEFTNSCLC (BELEEFR

_—

=

p—

SN 00 OEEL

AEE BEN th & (i H ifn
ANKRTSF> 444 10.34 A 0.7%
+33%)—)L
HAIVKRTSFo
+82EY— )L 434 12358 * 4.4%"*
+FPINAF>

*HR: 0.79, 7~.003, #p<.001




Carboplatin/Paclitaxel +/- Bevacizumab: ’

Key Clinical Outcomes

CP BvCP P {&
EhE 15% 35% <0.001
PFS (R {#) 45hA 6210 A <0.001
OS (FR{E) 1031 A 12.31 8 0.003

PFS: &8 2= 4 77 HAR
OS : £ FHAM _
OS (P4 fl) : £7FRAR P R{E




Carboplatin/Paclitaxel +/- Bevacizumab

Conclusion @

1)779‘1‘%:%‘]’& AN E L A1
LC I & A R MR I i R F (VEGF) BHEHI 0
FEEHREIADEINMESILT-EREREER,

2)BvDEBIICKYEME, F& (F

HEEETF
HiRE . 4 FHME) (FHELEN

s/D‘Jﬁﬁli
ElL. fhEmnspliaE . b A EEMmAFICH
BRLTHEISABERERENZ M OT-,

)N FIEMED LFENBREFZRD-FHTDHER
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= A 1T I/ Nl Ra i i D B

hEs

EREREER $mEF ABE FME(%) *MST(A) 1F£FE(%) £HFLEEPE

ELVIS 1999 BSC — 48 14
VNR 19.7 6.4 32 0.03
MILES 2003 VNR 18 8.3 38 "0.93
GEM 16 6.5 28 *0.69
VNR +GEM 21 6.9 30
WITOG 2006 VNR 9.9 9.9 37
DTX 22.7 14.3 59 0.138

MST: 4= 77 8RS b & fif, 0.93:VNRVS Com, 0.69: GEM VS Com,
EHELILFRABRTITHEETFHRIIIERT S,
EAERA (L. VNR,GEM.......

TVNRIZE-TL V=,

SHIZRIEDBARD T2 oL, DTXA, MIEEEFRM©. EE, ERXRE







| Treatnﬁent shema of co’hcu rrent chemoradiotherapy with

carboplatin and paclitaxel in patients with NSCLC

Chemotherapy

Day 1 8 15 22 29 36
Paclitaxel \ 4 A 4 v v v v
Carboplatin v v v v A 4 v
Radiation therapy

EEEEE E SNl EEEEl SEESSEE EESEEE EEEER
2Gy per fraction, once daily
Premedications : 30 minutes before the Paclitaxel infusion

Dexamethasone 20mg iv ; Famotidine 20mg iv ;
Diphenhydramine hydrochloride 50mg p.o.




200X/9/28

200X/11/9 @

CBDCA(AUCL1.5)
PTX(30mg/m2)

— 60Gy —
EffiDES
[FLALEHK




M. Satouchi', N. Yamamoto®, Y. Chiba’, S. Kudoh*, T.Hida®,

A Kubo® T.Seto’, Y. Nishimura®, K.Nakagawa®, M.Fukuoka®
West Japan Oncology Group(WJOG)

'Hyogo Cancer Center, Akashi, Japan ; ‘Shizucka Cancer Center, Naga-lzumi,
Japan : *Kinki University School of Medicine, Osaka-Sayama, Japan ; “‘Osaka City
University Medical School , Osaka, Japan; *Aichi Cancer Center Hospital, Nagoya.
Japan; *Kinki-Chuo Chest Medical Center, Sakal, Japan; "National Kyushu Cancer

Center, Fukuoka, Japan; *Kinki University School of Medicine Sakar Hospital,

Sakat, Japan
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Chemoradiotherapy Consolidation
ArmA -

| CODP 80 mgim- d1

VDS 3mg/m- d1,8

MMC Bmgim®  d1

N g4w x 2 cycles :

[ RT60Gy (2 Gyl/fr. split)

Arm B

CBDCA AUC2

Irinotecan 20mgim#

d1,8, 15, 22. 29, 36
RT 60Gy (2 Gyifr.)

CDDP 80 mg/m- d1
VDS Imgim*  d1,8
MMC B8mgim®  d1

gdw = 2 cycles

Unresectable
NSCLC |
Stage A HIB
 PS; 0-1
| Age< 75

CBOCAAUCS d1
irinotecan 50mg/m* d1. 8
q3w x 2 cycles

Stratified by
institution,
gender,
and stage

MN=ZQ00Z2Z>2 |

N CBDCA AUC2
M Paclitaxel 40mginmy
41,8, 15, 22, 29, 36

A S @ A n & RT 60Gy (2 Gyifr.)

CEDCAAUCS d1
Paclitaxel 200mg/m d1
qdw = 2 cycles




Arm A (MVP)

Arm B (IC) Arm C {(PC)

No. of patients (%)
Progression Free Survival
Median
88% ClI
HR
Overall Survivai
Median
95% CI
HR

2 —year survival rate (%)
3 —year survival rate (%)

35 —year survival rate (%)

146 147 147

8.2 8.0 8.5

7.4-?-5,? 69-85 78115
L : ]
1.096 0.839
(0.857-1.402) (0.733-1.204)

20.5
17.5 — 26.0

19.8
16.7 - 23.5

22.0

19.3 - 26.2
J

1.021
(0.754-1.384)

46.2%
26.4%
19.5%




Non-inferiority of the two experimental arms as
compared to MVP was not achieved. Arm A MST was
better than expected, and the relatively small sample
is one reason why non-inferiority could not be
demonstrated

The PC arm exhibited the favorable MST, S5-year

survival rate, and MPFS.
Pts in the MVP arm had significantly higher rates of
hematological and gastrointestinal toxicities than
those in either the PC or IC arm.
Chemotherapy interruptions were more common in
arm B (IC) than in A (MVP) or = (PC) in both the
concurrent and consolidation phases.

ASOE Apte oo




- Based on our data on the efficacy and
toxicity, we believe that concurrent
chemoradiotherapy involving the combined
use of carboplatin plus paclitaxel and
thoracic radiation yielded the best results

among the three groups

« We, the WJOG, plan to select this treatment
regimen as the reference arm for
forthcoming phase lll studies.

AS( L& n aa,. :
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IR FHE DR A5 48 (JcoG) (/)

[REE (LD: Limited disease)

fEfsH —BIRERA - EBIFR YY) > 7 NEf - i 4

HEbm') o/ \NE - ASHE B U /NETIZERBL

=156,
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/Nl RE AT OD SR HA 0 28 (JCOG)

ERERE (ED:Extensive disease)
IDDEFHZEEZ THEELI-EE

EK GRRZIEE. HHUE. a2
HTEHRFELLEDK:T4). lL,\;%?KﬂT%
[XED&ET D, TNMAEETDNIBHA (anyT, N3,

MO or T4, anyN, M0) D —&BE K UIVEIAED
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/N R B D 2 ZE R R A
e [EEE (LD)
CDDP+VP-16+ 5t 4R [E
(+F B2 EERESTPCI)
(EEEREFEI0%/EFHMDPRE27HH/EZHEI6%)

e EREE! (ED) (JCOG 9511)
CDDP+CPT-11
(RE2ERER2.6%/EFRIM P RIEI2.8HA/ZEXNEER41%)
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JCOG 9511:
Phase lll Trial in Extensive Stage SCLC

Irinotecan 60 mgim?d1,8,15

Cisplatin 60 mgfm?2 d1 Qdwk x 4

Stratify
PS (0,1, 2)

Etoposide 100 mg/m? d1-3 Q3wkK x 4
Cisplatin 80 mg/m? d1

R
A
N
D
0
M
I
Z
=

» 1st line Extensive SCLC
« Primary endpoint: survival

* Secondary endpoints: response, response
duration, mode of recurrence, TTP, toxicity, QOL

Moda: NEN, 2002




JCOG 9511: Overall Survival*

{% of patients)

®
2
e
-
wn
-
@
3

Stunival
Medhan (95% CI)

o 1yr
U 21

Moda: MEMM, 2002

Irinotecan
plus cisplatin

Etoposide
plus cisplatin

L] L

L] ¥ ¥
6 12 18 24 30

Months

cisplatininnotecan

12.8 mos (11.7-15.2)
58.4%
19.5%

Cisplatin/Etoposide

9.4 mos (8.1-10.8)
37.7%
5.2%

“Closed early by DSMC due to improved survival




LD ED LD ED
CR rate (%) 50 2y 60 30
Response rate (%) 80 73 ; 035 80
MST (mo) 14 7 24 14
3-year survival 15-20 0 20-40 10

rate(%)
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(Naruke T, et al. Ann Thorac Surg 71,1759-1764 2001)
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pi: 4 i :MST 9-137A.3FFE #55%
MST=Median Survival Time (E7FHAR L (&)




Patients with the same Diagnhosis & Clinical Features
(Advanced Stage Non-small Cell Lung Cancer)
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Patients with same diagnosis

o

non-responders & rezponders"

for Fatierts predicted to benefit
& thoze not Predispozed to Toxicity







Dr. Joan H. Schiller
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*RTOGO0618 for operable T1 (SBRT#PRZ: 5 F1if)
-RTOGO0813 for central tumor (5 AR {8l ffije)

| (Dose escalation from 10Gy X 5 times)
*Nordic 12 center trial (SBRT vs 18 % B 51)

(Stage [ NSCLC: 45Gy/3fr vs 70Gy/351r)
*Surgery vs SBRT: ROSEL, Lung Cancer STARS trial
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“ International randomized study to
compare Cyberknife stereotactic
radiotherapy with surgical resection in
stage I non-small cell lung cancer

4 (Thoracic Surgery Clinics 17:251,2007)
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