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19604 1% 19904 1% 20004 LA[&
% HHRR 14 $1 iE & % (Cytotoxic agents)
To5FFEE| Cisplatin Carboplatin
Mitomycin C Gemcitabine T>-1
Paclitaxel Pemetrexed™
UFET Docetaxel
£\ T2 4 f TEE Gefitinib
AT R Erlotinib

Bevacizumab*

*EGEDAREE D HHRAFEE
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(cDDP=%27"5%Y. CBDCA=HLK 755 )

e DNADZEER B Z I L THIaSE

e BEREMFRIEEEEDFIDIIES

¢ CODP:BIEEFHICKEDMHE(2LLLEDR).

# CBDCA: CDDPKUYMDLIIERMNL S DY,
HIESER . BEENDIEW-0HRF
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Paclitaxel: Taxol 4%Y-)l

e 1FARIDEYIDEENGH T
e WINEEFRE-MRETHEZEFL
o BI{EF: MBS RIGAT0ML, iEX 43y,
H2-blockerD %5 & (38FMERS)
SR, RASMIREE BE . BD . BISMINHE
o I BHKIT30%. CBDCAL D FT30-50%
¢ CBDCA+Paclitaxel:Z& M S, IRTEDIZEREE
s Platelet-sparing effect:CBDCA®M M /)M & > D #EFN
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Docetaxel: Taxotere 4%Y7—L

e NRBEEFIIATY—ILERILC

o BIVEF : BREING, BRE ., RIEMEES
Mg 1 ,;HE & B I

e Second-line B XIBEEATHE
60mg/m2 TR G . EXFE :19%
4 77 HR ﬁaﬁO)L ~ERFLEQOLIRTAS

o E M E DBEGED, VNRICHEHS,
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AFHEIPR{E: 12.84 A
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Amrubicin (amMRr) T LIVE Yu=hlL N

e FFUIEVVKYIREBESRSL., DEMEEN
o BI{ER: B ERHNHIGRL, AR E. IR0, NEAE
o Bl G LY ERKRETHESENIRSL
o ERE (ED) /MR fhifE T45mg/m2,
o JSHMEERE. SBEREE . ENFE79%,
CR 15.2%.MST11. 77 AL E,
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Survival by Treatment Group

Stage IV
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= —— Cis/Paclitaxel

— Cis/Gemcitabine

w — CisiDocetaxel

= G arbof/Paclitaxel
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Schiller et. al., NEJM 2002
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JE/NRERTREIZR T 5T S F T EF| + IR EFI D LB
( E15945 6% ) StagellIB-1V

Z3NE (%) MST(H) 1&%# (%) 24£3#(%)

CDDP +PTX 21 7.8 31 10
CDDP+DTX 17 7.4 31 11
CDDP+GEM 22 8.1 36 13
CBDCA+PTX 17 8.1 34 11

(Schiller JH et al: Comparison iof four chemotherapy regimens foe advanced
non-small cell lung cancer. N Engl J Med 346:92, 2004)

ENR, EFRICARLGERXH NG 2T
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e Progression free survwal (PFS)
mia = A FHAR

BRI (BHEE)NCEEMNETOIERINVAETORAM
e Over all survival (OS)

A FHE EFBIXFE ETRTETOHAR

Median Survival Time (MST): £ 77 EAE k(&
Kaplan-MeieriZ CHaH L= FH#RICE LT,
REANSHAT, £FENE (EFER)HPHOHT0%ETES
FFm E TOHAM]

e Response rate: Ex)EF
BENF D LT (RECISTTIEERZEMNT0%) ELGLHEREE
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BRENSCLCIZH 9 dpemetrexed vs. DTX D) LB R

N Hanna, JCO 2004

pemetrexedB DTX# FEE
Egg 283 288
%) 9 9
MST 8.3 7.9 L
PFS ( 2.9 2.9 L
1£ﬁ$#¢ (%) 30 30 L
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Phase Ill Trial: Pemetrexed/Cisplatin
vs Gemcitabine/Cisplatin in
Advanced NSCLC

4 N [r
Chemotherapy-naive, stage I11B or IV NSCLC A
» >1 Measurable lesion per RECIST N
* Prior radiation allowed to <25% of bone D
marrow if completed 24 weeks prior to —p O Every 3 weeks up to 6 cycles
enrollment M
* No symptomatic brain metastases | Gemcitabine 1,250 mg/m? days 1 and 8 plus
 No peripheral neuropathy 2grade 1 Z cisplatin 75 mg/m? day 1
. e

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

S&IRE. KMBEEDLsline T Pemetrexed/ CisplatinhS X{)%:4
BLIGEHAREMENELY,

Scagliotti. IASLC. 2007.



Pemetrexed/Cisplatin

vs Gemcitabine/Cisplatin: Results

: : : P Value or HR
Endpoint Gem/Cisplatin (95% CI)
ORR 28.2% P=0.312
DOR, mos 5.09 P=0.198

: HR=1.04 (0.94-
Median PFS, mos 5.1 1.15)
Median PFS, mos _

(adeno or large 4.7 HR—01.9002)(O.79-
cell carcinoma) '

: HR=0.94 (0.84-
Median OS, mos 10.3 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 I;'fa%g’
carcinoma) o

Scagliotti. IASLC. 2007.




Cis/Pem vs Cis/Gem in First-line NSCLC
Overall Survival: Adenocarcinoma or Large

1.0 - Median (95% CI)
E 0.9 - —— CP  11.8(10.4,13.2)
ke 0.8 - CG 10.4 (9.6, 11.2)
= 0.7 - CPvs CG Adjusted HR (95% CI)
2 0.6 A 0.81 (0.70-0.94)
S 0.5 -
2 0.4 1
§ 0.3 A
o 0.2 -
O 0.1 1

0.0 . . . ' '

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

fRiE. KHfE CIXFEICCis/PemD ANEFEMN LM o1,

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, % Geml\/IC::|853|c())Iat|n VaIIDue
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. IASLC. 2007.

Bll{E A% Cis/Pem#A’
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JE/NAREIREIZE [T HPemetrexed

RANLF LR, SROBHNZFL. LEITHRZERI AlaetEdH D
ERASHERFITHD.
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Bi->TlV=,
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maintenance therapy (¥ 38 %)
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Maintenance therapy for
NSCLC: Is this a new
paradigm?

Nasser Hanna, MD
Indiana University

Annual 09
ASCQ Meeting



emetrexed Plus Best Supportive Care (BSC)
2ebo Plus BSC: A Phase III Study in NSCLC

C.P. Belani!, T. Brodowicz? 3, T. Ciuleanu® 4, J.H. Kim?,
M. Krzakowski® %%, E. Laack’, Y.L. Wu?, P. Peterson?®,
K.Krejcy!?, C. Zielinski* 3

!Penn State Hershey Cancer Institute, Hershey, PA, USA;
i{Medical University, Vienna, Austria; “Central European Cooperative Oncology Group (CECOG);
‘Institutul Oncologic I Chiricuta, Cluj, Romania; *Yonsei Cancer Center, Seoul, Korea; ® Maria
Sklodowska-Curie Memorial Cancer Center & Institute Of Oncology, Warsaw, Poland; 'Cancer
Center, University Hospital Hamburg-Eppendorf, Germany; *Guangdong General Hospital,
Guangzhou, China; *Eli Lilly and Co. IN, USA; '"Lilly Regional Operations, Vienna, Austria
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2009 ASCO Annual Meeting > Lung Cancer Track > Lung Cancer - Metastatic

Study Design

Double-blind, Placebo-controlled, Multicenter, Phase III Trial

* Stage IIIB/IV NSCLC Pemetrexed 500 mg/m” (d1,q21d
« ECOG PS 0-1 I—‘ +asc(u=441m)¥ (d1,q21d)

= 4 prior cycles of gem, doc,
or tax + cis or carb, with

CR, PR, or SD 2:1
o Sl e Randomization  Primary Endpoint = PFS
B L
- PS
+ stage
+ best tumor response Placebo (d1, g21d)
- non-platinum drug + BSC (N=222)*
+ brain mets

*8,,, folate, and dexamethasone given in both arms




ADL‘@ Other ASCO Meetings Browse Tracks Browse Sessians «| =

2008 ASCO Annual Meeting > Lung Cancer Track > Lung Cancer - Metastatic

Progression-free Survival

10 - HR=0.60
‘ (95% CI: 0.49—

%o.g hen
i 08 p <0.00001
° 0.7
a 06
8 05 Pemetrexed 4.0 meos
£ 04
| —
§ 03
2 0.2 -
& 0.1 - -
goo — S— — L ————— - 1
= . @ 3 6 9 12 15 18 21v 24
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2009 ASCO Annual Meeting > Lung Cancer Track > Lung Cancer - Metastatic

Overall Survival (N = 663)

HR=0.79
(95% CI: 0.65-0.95)
p=0012

Pemetrexed 13.4 mos

Survival Probability
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2009 ASCO Annual Meeting > Lung Cancer Track > Lung Cancer - Metastatic

Overall Survival by Histology

Non-squamous (n=481) Squamous (n=182)
(95301 0.56- s
) | (lﬂ‘c&)ﬂ.ﬁ-
) p=0.002 2
E 3 p=0.678
-
3
8 - Pewetrexed 155 mos
& ' i '~ Pemetreved 9.9 mos
a Placebo T | Piecehe
10.3 mos R 10.8 mos

B ¥ . ——— — P P T TP ———

) R E P9I RT D EE DL LS i I DN TN AN N EE
Time (months) Time (months)
ASCID' Annual 09 > ‘ ;
Meeting Substantial improvementin MST in the non-squamous
patient population
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2009 ASCO Annual Meeting > Lung Cancer Track > Lung Cancer - Metastatic

e Median OS, mos Median PFS, mos

R < | - | o
::f;.) 168 | 115 m 46 27 T.':;“
t:":;n“;" 84 | 7.9 ::.) |as | 15 ;::

?-:-Tn) 11.3 7.7 ;’:::) a1 16 :;:2
R - el
There was a statstically significant & eatment-by-histology inter action with both PFS (A=0036) and OS (A=0-033)
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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

- Annual 09
ASCQ Meeting



So, what does this mean?

* Do any patients need maintenance Rx prior to
disease progression? Yes, some would benefit.

* Do all patients require it? Definitely NOT. Many
patients will be over-treated unnecessarily

« 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 clinical presentation and the
pace of disease

— Initially should be done early, though, since most
patients progress early

&  Annual 09
ASCQ Meeting
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Erlotinib: Mechanism of Action

» Bindstothe ATF

H pocket of the ThO
= Prevents

J X" phosphoryation

AKT £l
BCcL2T - Baxd _No

I signaling
Tumor cell / \
survival Tumaor cell Apoptosis G, arrest

proliferation

Tkl = tyrosine kinase inhibitor.
Oata from hever et al. Cancer Mes, 19974574838,
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Gefitinib ( Iressa )

DFENE(ELEBRERFZRA(EGFR) FOV 3 T—1 BHEF)

IVt MR 5 A RHLIEL T, SD(stable disease) &2
Z3HHY F2BAR DR TR, RERERRE. fis/MVED)

AR DRI D4BER LLIAIZHI7E| D FEHFI T (44 B LLNT100%)
JE/NMREATIZISH L TH20% DA E, LA LAEFEREDNRITEEAD
. BIFDORIERIEDMEEIRL,

2nd lineLAZDFEHNA D, FBRISNTH,

i, JEEMER . IRfE GRS Mg ERJE (BAC)) . BIEANIZHIER,
EGFRODEGFEENAML Yy HDEINEFEE,

RIEMMAIL. ZEFXFENGCYNEEMRE (2% ) Bt BRIEE. fn
REREBINYRIT703—) RIBH KA

[ Bl A [ 5% {228 [

NMSNBLTREICHKRY] ! T XEICELEAEREEZRSD)
BIFEDErlotinib (ZJL/\) 1L&15,



EGFRZ £ tgefltlnlb erlotonib®

$?§|<

¢ EGFROD*F— tﬁBhLaBHé&?EE‘M“&ﬁEE‘J
ZE(T9219,21) [Zgefitinibt>erlotonib D = %h

=TT 5, REGHEE
%’DT_O I"lzg;h\"[z)l/ffd)'ft%/l:h

ERHD,

& TlE80%ITLNEFT
BHLEZNT HAEE
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IPASS (IRESSA Pan-Asia Study)

NSCLC / Phase (IPASS)
1Lyye
250mg/H
i =4~ —
RAERAE HIVRISF
: (AUC5-6, day1)
I By SEAmT
fiE %K 1,217451( B A A 1£233451) R
FiaERES °§6¢|__7$£ﬂf'§l
g ARELRL EH> 185 °Eﬁ§ﬂﬁﬁﬁ4ﬁm
IR FREEHI EREEE | o hSURER
BERG =128 WHO PS 0-2 H%%jf]%ﬂ?@;lﬁﬁl
M RR LS AT SRR TRV R
- EGFRIB{ZFIE—#

- EGFREB IR



EIREEGFRAM (ITT)

EITIE/NHRR NS BRI - FERBE R /BB fE Il [“ %t 9 HPhaselllzA gk (IPASS)

ALyire  CBDCA+PTX
08 n 609 608
' AR 453 (74.4%) 497 (81.7%)
HR (95% CI) = 0.741 (0.651, 0.845) p<0.0001
0.6 PFSsh (il (A) 5.7 5.8
4hF PFS® g1y 74%
6 »A PFSE 48% 48%
Mt 12 78 PFS®E  25% Th
waMEIGBDGA#TX#I.ﬁLt.

0.2

0.0
At rlek 0 4 8 12 16 20 24(A)
AfLyye 609 363 212 76 Pl 5 0
CBDCA/PTX 608 412 118 22 3 1 0
HEREFELI-Cox T

NF—FEA L RRERICE ALy RORBETOVR IS EBTHELERT
HR, hazard ratio; Cl, confidence interval; PFS, progression-free survival

Mok T.. ESM02008,33rd



EGFRIE{GFZEEIN R A O FEIZ B A FHAM (PFS)
HEATIE/NRE AN BRI - JEREIE/ERELESE 5l %1 9 HPhaselllziBR (IPASS)

EGFR BEFER (1) EGFR BEFER (-)
P PFS%

RS OR 0 ARV

ol ALud* 132 91035) A T, ALuyti 91 8%
| CBOCA+PTXE 129 111(86.0) | CBOCAPTXR 85  70(824)

HR (95% ) = 048 (0.36, 0.64) ~ HR (95K ) = 285 (2.05, 3.98)
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06 N Ny p<0.0001 1 Y )
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At risk : $AR(H) #AR(R)
ALy#2132 108 I 31 11 3 0 0f 21 4 2 1 0 0
op 129 103 37 1 2 1 0 85 58 14 1 0 0 0
Treatment by subgroup interaction test, p<0.0001 TT population
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IPASS(Irresa Pan Asia Study)
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IPASS(Irresa Pan Asia Study)
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1)EGFRIEEFEEGHEEE TIIALy Y EMMELEEEEIC
LERFEIZRLC (HR 0.48, 95% CI 0.36~0.64, p<0.0001)
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2)EGFRIEEGEFEEEMEB CIIMEREEHNAL YT EIC
LERFEIZRULV(HR 2.85, 95% Cl 2.05~3.98, p<0.0001)
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Overexpression of VEGF Is Associated
With Disorganized and Dysfunctional

Vasculature
i '! 3

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

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



Bevacizumab(Avastin)

¢ VEGF (Vascular Endothelial Growth Factor (Il %& PN & 15

X

)T HE/VO0—FILInATHY . MERNEHMZIZ

T BVEGFD S EAADESEREL , BEO M5
EE ST B KYRBEBNRERT.
o S B G ARYRTFRET BRORE BEEAA
o IE/NERNE GERTE L RE) (CH B LY 25
o HARAFIEOHBTLREENESHY (Sandler)




Bevacizumab: targeting
angiognesis

‘l & l o® Angiogenic

‘._

e e |
‘ i .
i il ‘ﬂ:‘ Switch

VEGF secreted Tumor Bevacizumab binds to
by tumors and vascularization VEGF to prevent
nearby stromal allows rapid neovascularization
cells stimulates tumor growth and inhibition of
angiogenesis and metastasis tumor growth

Bergers and Benjamin, fad B v Cancer 20032



e A 155 E F(VEGF: Vascular Endothelial Growth

Factor)[Zxld 2./ 0—F JL$1{E: Bevacizumab
(BRB :FTINAF)
Sandler et al N Engl/ J Med 355:2542 Z006.

& B E T FTNSCLC (R L EHEERC
& 17 HA R ERG

BER BEH ==F: 2 HH 1
HILHRTSFL | 444 10.34 A 0.7%
+33%—)L
HILRTSF
+323Y)— )L 434 1235 H * 4 4%*#
+TFINATF

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



Carboplatin/Paclitaxel +/- Bevacizumab:
Key Clinical Outcomes

CP BvCP P B
= FES 15% 35% <0.001
PFS (3 1{E) 451 H 6.21 A <0.001
OS (F L1E) 10.31 A 12.35 A 0.003

PFS: #1854 7F AR
0S : €4 7F AR
OS(H&E) : £E7FHIRI P RIE



Carboplatin/Paclitaxel +/- Bevacizumab:
Conclusion

1) 7 o5FFRFERA N -EZEMNEEE X
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= fn 8 E 17 3F /R e A 722 0D B PR 5 BR

PRPRELER IMEF JAEE TE (%) *MST(R) 1FEHFR(%) EHFLERPE

ELVIS 1999 BSC — 4.8 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
WJTOG 2006 VNR 9.9 9.9 37
DTX 22.7 14.3 59 0.138

MST: &£ 77 AR & {E, 0.93:VNR VS Com, 0.69: GEM VS Com,

BB AEET AL EBSMTEET 5,

EAERAEL. VNR,GEM.......
SHIZREDBADT—4aMBIE. DTXAY, EEELFHIRO. EME FEIRHK

ETVNRIZEE->TLV =,







Treatment shema of concurrent chemoradiotherapy with

carboplatin and paclitaxel in patients with NSCLC

Chemotherapy
Day 1 8 15 22 29 36
Paclitaxel v v v v \ 4 v

Carboplatin v v v \ 4 v v
Radiation therapy

2Gy per fraction, once daily

Premedications : 30 minutes before the Paclitaxel infusion
Dexamethasone 20mg iv ; Famotidine 20mg iv ;
Diphenhydramine hydrochloride 50mg p.o.



Randomized Phase lll Study of
Mitomycin/Vindesine/Cisplatin (MVP) versus Weekly
irmotecan/Carboplatin (IC) and Weekly
Paclitaxel/Carboplatin (PC) with Concurrent
Thoracic Radiotherapy (TRT) for Unresectable Stage
il Non-Small-Cell Lung Cancer (NSCLC) :
WJTOGO0105

M. Satouchi', N. Yamamoto?, Y. Chiba’®, S. Kudoh*, T.Hida%,
A Kubo® T.Seto’, ¥. 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, Sakai, Japan; "National Kyushu Cancer
Center, Fukuoka, Japan; "Kinki University School of Medicine Sakai Hospital,

Sakal, Japan
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Treatment Schema
Chemoradiotherapy Consolidation
Arm A

CDDP 80 mg/m? d1
VDS 3mg/m*  d1,8
MMC 8mgimé  d1

CDDP 20 mag/m- d1
VDS 3mg/m d1, 8
MMC Bmg/im-  d1

qi4w = 2 cycle gdw = 2 cycles

RT 600Gy (2 Gy/fr. split)

R
-
Unresectable N Arm B
NSCLC — | S
Stage 1A, 18 i O CBDCA ivasne CBDCAAUCS a1
PS; 0-1 O Irinotecan iﬂmg,m- M Irinotecan S0mg/m-d1, &
lﬁ-gE": _I'rﬁ' |'|..l'| | 1.1.1.ﬂ.15. 2'2.. LEILS-'E q-]ﬂ" % 2 IL:::!I'II,'.IIE"?-
RT 860Gy (2 Gyifr.)
Stratifiedby [
Institution, Z
gender, E . AUC?2 . % |
: .??E:‘wi;ﬂj_"lf:]%;" e Paclitaxel 200mg/m- d1
: i e g B B g3w = 2 cycles
= ' ﬂn"uﬂ_l D‘; ET ﬁﬂG}l‘ [E G“"TL_'
ASUS Meeting ’

> 14 04:2613:40 )



Survival according to Treatment

ArmA (MVP) AmB(IC) ArmC (PC)

No. of patients (%) 146 147 147
Progression Free Survival
Median 8.2 8.0 8.5
86% CI 7.4-9.7 6.9-B5 78-115
e
HR 1.096 0.939
(0.857-1.402) (0.733-1.204)
Overall Survival
Median 20.5 19.8 220
95% ClI 17.5 iﬁﬂ 16.7 - 23.5 19.3 -26.2
HR 1.120 1.021 :
(0.828-1.516) (0.754-1.384)
2 —year survival rate (%) 45 8% 40.7% 46.2%
3 —year survival rate (%) 35.3% 24 2% 26.4%

5 —year survival rate (%) 17.5% 17.8% 19.5%

| ST 048340 ) m




Summary of Results
- 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, 5-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.




Conclusions

- 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.

ASU® “Mecting
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=& (LD: Limited disease)
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JINFH AR A D fR B 2 %8 (JCOG)

HEER (ED: Extensive disease)
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/N R A E DR R L R RIE

o [REE (LD)

CDDP+VP-16+1 &t & [a] B S 5
(+F 02 sERESTPCI)
(52 ERRRA0%/E R RIE27H A/E$HER6%)

o EEE! (ED) JCOG
CDDP+CPT-11
(E&BRRE2.6%/ L7 HIR

9511)

N R{E12.80 A/EZE84%)




JCOG 9511:
Phase lll Trial in Extensive Stage SCLC

R
A Irinotecan 60 mgim?d1,8,15 dwkc x 4
N : : - wh X
Stratify L Cisplatin 60 mgim- d1
PS(0,1.2) O
1
I Etoposide 100 mgim? d1-3 Q3wk x 4
z Cisplatin 80 mgim2 d1

+ 1st line Extensive SCLC
« Primary endpoint: survival

« Secondary endpoints: response, response
duration, mode of recurrence, TTP, toxicity, GGOL

Moda: MEM, 2002



JCOG 9511: Overall Survival®

Innotecan
plus cisplatin

(% of patients)

™
I-E
=
LN
@
[
b
=
-

Etoposide
plus cisplatin

1

18 24 30 36 42
Months

Sunvmval Cisplatinfirinotecan Cisplatin/Etoposide

Median {95% CI) 12.8mos (11.7-15.2) 9.4 mos (8.1-10.8)
B0 13T 1 I 70
o 23T 19.5% 5.2

Moda: MEMN, 2002

*Closed early by DSMC due to improved survival



Yo Yo

19814 20004

LD ED LD ED

CR rate (%) 50 25 60 30
Response rate (%) 80 75 l 95 80
MST (mo) 14 7 24 14
3-year survival 15-20 0 20-40 10

rate(%)

FRARP REI2ECES>TET !




fMiEEE D&

e EITIE/NRE AN

@ YIBRASEEIIANIB: MST 15-204 8 . 3% & 35%
o |\VEH :MST 8-107H.1%F# 35%
o SEETFEE IA:79%, IB:60%, I1A:57%, 11B:45%,

[11A24%, 111B17%, IV5%
(Naruke T, et al. Ann Thorac Surg 71,1759-1764 2001)
o /MRS TS
PR &2 :MST 204 A . 3% & 30%Llt
o ERE :MST 9-135 A . 3FF #5%
MST=Median Survival Time (£ fFHiMK HR{E)



Exploiting the Molecular Profile of Indwvidual Patients
for Selection of Therapy

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

7]
L””Jllﬂj |

From Mcleod



Exploiting the Molecular Profile of Individual Patients
for Selection of Therapy

Patients with same diagnosis, but different Molecular Profiles




Exploiting the Molecular Profile of Individual Patients
for Selection of Therapy

Patients with same diagnosis

o fml
f 'lJ n
“%ﬂiﬁw . 1“]

|I| : I
ﬁj}] llll ﬁ IlF Lulﬂ] ﬂ, [hi'”wlr Alternate therapy
0

i U

e tmlﬂi QU  p— s
'hf”“m ﬁjﬂiﬂj U ur'”'{x; i‘ﬁ f 1'P 1'r
bk il

standard therapy

for Patients predicted to benefit

* & tho=se not Predisposed to Toxicity
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CREHYNESITTNFELE,

Dr. Joan H. Schiller
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