19

25

18

25mg

14

100mg

150mg
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25mg* 100mg?

18 4 14

25mg*

O sy 2N
H, e ~"0
o CH

HN -~ 7
L\ "

Ca2H23N304 HCI
429.90
N-(3- )-6,7-  (2-

18 5 31

19 7 18

150mg®

27.32mg"  109.29mg®  163.93mg®
150mg?

0531003



19 7 18

25mg* 100mg? 150mg?

18 4 14
1 27.32mg"  109.29mg®  163.93mg®
25mg"  100mg®  150mg?

150mg 1 2



19 5 30
25mg* 100mg? 150mg?
18 4 14
1 27.32mg"  109.29mg®  163.93mg®
25mg"  100mg®  150mg?
150mg 1 1
18 5 31 0531003

1.1
epidermal growth factor
receptor: EGFR ErbB1 HER-1

epidermal growth factor: EGF -a
EGFR EGFR ErbB2 HER-2

EGFR
EGFR EGFR
1.2
OSI Pharmaceutical Inc (O] Pfizer EGFR
4-anilinoquinazoline
oSl 19}
20§ EGFR NSCLC
20|} NSCLC



3 NSCLC

/ CDDP/GEM /
CBDCA/PTX 2 BO16411
0S12298g
1
NSCLC BR.21
OSlI BR.21 2004 7 NSCLC

TARCEVA monotherapy is indicated for the treatment of
patients with locally advanced or metastatic non-small cell lung cancer after failure of at least one
prior chemotherapy regimen. Results from two, multicenter, placebo-controlled, randomized, Phase
3 trials conducted in first-line patients with locally advanced or metastatic NSCLC showed no
clinical benefit with the concurrent administration of TARCEVA with platinum-based chemotherapy
[carboplatin and paclitaxel or gemcitabine and cisplatin] and its use is not recommended in that
setting. 2004 11 F.Hoffmann-La
Roche Roche 2004 8 Tarceva is indicated for the
treatment of patients with locally advanced or metastatic non-small cell lung cancer after failure of at
least one prior chemotherapy regimen. When prescribing Tarceva, factors associated with prolonged
survival should be taken into account. No survival benefit or other clinically relevant effects of the
treatment have been demonstrated in patients with EGFR-negative tumours.

2005 9 2007 3 83
NSCLC 20 |
JO16564 20l B
NSCLC
JO16565 2l B

20l B

NSCLC JO18396

2l B

5 2005 7
EGFR

2006 7 22
http://www.mhlw.go.jp/shingi/2005/07/dl/
s0722-6¢3.pdf 2007 5
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Roche Basel

PVC 25mg 100mg 150mg
25mg 100mg 150mg 25 /60%RH
PVC PP
25 60%RH PP 3 6 9 12 18
40 75%RH PvC PP 1 36

Roche Basel

Ve 3 6249 12 18
25 60%RH
ve 3 6 9 12 18
24 36
» . PVC 6 12 24
PVC 6 12 24 36
40 75%RH PVC 13 6
120 Ix hr
PVC 200W  h/m?
1
6
| &
|
|
pp PVC
2

25 /60%RH 30 /75%RH

Il 25  /60%RH s
% 30 /75%RH 0 %
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5
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PVC PP 6

PP

o176 /Cancer Res 57; 4838-4848,1997  MJJJo223

/J Pharmacol Exp Ther 291; 739-748

1
1 EGFR o176
EGFR in vitro
EGFR
PGT EGF
1Cso
EGFR ATP
ATP
2 EGFR o176
abl
c-src  v-abl EGFR
Cc-src v-abl
1/1,000
EGFR
IR P
EGFR
EGFR
Inmol/L  0.39ng/mL IR B
10umol/L
EGFR
EGF
ICxo 70nmol/L EGF

13

/Cancer Res 57; 4838-4848, 1997

A431
poly glutamic acid tyrosine
EGFR
2nmol/L  0.79ng/mL

/Cancer Res 57; 4838-4848, 1997

EGFR

IGF-IR B

IGF-IR B

EGF

DNA



lumol/L

EGFR
EGFR
HN5 EGF EGFR SHC src
homology and collagen protein lpumol/L  393ng/mL
IR 1
lumol/L
3 EGFR I.0176 /Cancer Res 57; 4838-4848, 1997
M.0223 /J Pharmacol Exp Ther 291; 739-748
EGFR EGFR
EGFR EGFR
in vitro in vivo
in vitro
EGFR HN5 20 1,000nmol/L 1
EGF EGFR
EGF EGFR
ICsy  20nmol/L  7.9ng/mL EGF
in vivo
HN5 2.9 92mg/kg
EGFR ELISA
HPLC EGFR
EGFR
EDs 9.9mg/kg 8umol/L  3.1pg/mL
92mg/kg 1
124.6umol/L 54.8umol/kg 24 38umol/L
14.9ug/mL 4.0umol/kg EGFR
EGFR 0 units/mg total protein 100%
12 75 85% 24 25 40%
HN5 4 2 4mm 1.6 100mg/kg 1
1 20
EDs 7mg/kg
1
EGFR r* 0.92

14



4 o176 /Cancer Res 57; 4838-4848, 1997 M[Jjo223

/3 Pharmacol Exp Ther 291; 739-748  M20jJj158 M20j314
in vitro
EGFR DiFi
DiFi 8 I1Cso 100nmol/L
1 Tumol/L  98% 97%
in vivo
EGFR NSCLC A549 200mm®
3
1 10 GEM 3 6
CDDP 6 3
TIC % = 1- -
/ —
%100
NSCLC A549
: mg/kg TIC % : mg/kg TIC %
10 10
100 13+5.8 10 100 7+1.0 10
25 524+9.5 10 25 75+5.8 10
GEM 120 25+8.4 9 CDDP 6 12427 10
GEM 120+ 100 #1 0 CDDP 6+ 100 #2 0
GEM 30 5846.9 10 CDDP 1.5 70210.5 8
GEM 30+ 25 3437 10 CDDP 1.5+ 25 2:+2.0 10
#1: 5 5 #2:
1 9 +
EGFR NSCLC H460 Calu-6 4
2 1
8 GEM CDDP
TGl % = 1- / %100
H460 Calu-6 100 150mg/kg
1 1 14
in vivo NSCLC
A549 H460
EGFR Cancer Res 65; 9455-9462, 2005 Int J
Cancer 118; 209-214, 2006 1 EGFR Clin
Cancer Res 8; 3250-3258, 2002 J Natl Cancer Inst Mongr 13; 117-123, 1992
A549 H460 E-cadherin y-catenin Brk fibronectin
vimentin H460 E-cadherin

15



Cancer Res 65; 9455-9462, 2005  H460 EGFR
H460 CDDP
GEM
NSCLC H460
: mg/kg TGl % : mg/kg TGl %
8 8
150 dayl 14 nfa 150 dayl 14 33+6.3 7
CDDP9 dayl 8 22 44,8444 8 GEM 400 day5 12 44,4450 8
CDDP 9+ 150 dayl | 81.6+4.2 7 GEM 400+ 150 dayl | 57.7=7.0 8
29 14
CDDP 9+ 150 dayl | 74.6%5.1 7 GEM 400+ 150 day1 | 39.66.1 7
68 2022 29 26 913 14
CDDP 9+ 150 dayl | 74.2%2.3 8
58 19 22 29
nfa day 15
=+
NSCLC Calu-6
: mg/kg TGl % : mg/kg TGl %
7 GEM 400+ 100 day1 | 21.45.2 8
26 913 14
100mg/kg day 1 14 n/a CDDP9 day5 12 81.7+16 8
GEM 400 day5 12 37.6%10.9 8 CDDP 9+ 100 dayl | 77.1=1.9 7
14
GEM 400+ 100 day 1 |21.1+13.9 5 CDDP 9+ 100 dayl | 80.521.1 8
14 2 6 913 14
nfa day 15
=+
EGFR HN5 A431
CEO CFPac-1 KB
5 o176  /Cancer Res 57; 4838-4848, 1997 M20jj116
p27"IPt pRB 1umol/L
DiFi HN5 DNA
DiFi p27%IPt pRB
p27"1" PRB TUNEL
DNA annexin V-FITC and PI HN5
Gl 24% 56% S
55% 24% G1 DiFi G1

16




50 250 1,000nmol/L
DiFi p27%IPt pRB
% of cycling cells %
Gl S G2 TUNEL annexin binding
64 8 28 2.3 6
CDDP 8ug/mL 56 32 12 26
1lumol/L 77 5 18 17 21
+IGF-I 20nmol/L 77 2 21 7.4 6
2
in vivo
NSCLC H460 Ab49 SW48 GEO
KB 150mg/kg 0
96 5-
BudU
BudU 4 48 72
8 24 48
BudU S
BudU
S
BudU labeling index BudU labeling index
h h
12 48
H460 - 28
Ab49 48 72
24 48
Swi48 4 8
8 48
CEO 24 48
12 48
12 48 72
KB 12 48
0 4 8 24 48 72 labeling index
Ifoo31
in vitro
A H
I1Cs 2.5umol/L  984ng/mL 6.8umol/L  2,756ng/mL
7.0umol/L  2,675ng/mL 64 I1Cs
lumol/L  393ng/mL EGFR

17



1 R20J124 GLP  1fjoos1 Ifooo7
1 10 50 225 1,000mg/kg 1 24
1,000mg/kg
2 1
50mg/kg 225mg/kg 1,000mg/kg 36.71 36.36 36.09 35.94
GLP
1 3 1 32 10 32 100 320 1,000mg/kg
05 1 2 Irwin 24
320mg/kg 1,000mg/kg
1 20 10 50 100mg/kg
2 D20j142 GLP V2051 GLP R20jjos GLP
I[fooo7 V20140 V2041
6 10 20 50 100mg/kg 48
24
PR PQ QT
QRS
0.2 1Hz
APDsgy, APDggy,
3 10umol/L
1 6 50 225 1,000mg/kg 2 6 24
1 1
GLP
1 6 50mg/kg 75
pH PO, PCO,
5 50 100mg/kg 4
PR QT/QTc
50mg/kg 30 5mmHg PR 5msec
30
50mg/kg 100mg/kg
in vitro CHO HEK293 hERG
K* CHO
3 100umol/L hERG ICy 2.9umol/L
1,141ng/mL 50%
HEK?293 0.1 100umol/L  hERG 1Cs

18



ICy 7umol/L  2,754ng/mL 0.6umol/L  236ng/mL

3 I[fooo7 I[foos1
GLP
1 12 5 10 50mg/kg
Na® K" Cl 5 50mg/kg
K* 5 10mg//kg
1 6 13 05 1 5 10 50mg/kg >ler
5mg/kg
2.5mg/kg
in vitro
0.001 10umol/L
10umol/L  3,934ng/mL 10% 0.001 30umol/L
10umol/L  3,934ng/mL 42%
100pumol/L  39,340ng/mL Ca?* 34%
10pmol/L ca®
0.001 10umol/L
EGFR NSCLC in vivo
A549
EGFR NSCLC
EGFR
EGFR ErbB2 HER2
ABL Serine/Threonine Kinase 10 STK10 Ste20-Like Kinase
SLK
EGFR
EGFR
EGFR
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EGFR

4-anilinoquinazoline EGFR
Cancer Res 57,
4838-4848, 1997 62; 5749-5754, 2002
EGFR ATP
Cancer Res 64; 6652-6659, 2004 J Biol Chem 277; 46265-46272, 2002
4-anilinoquinazoline ATP

4-anilinoquinazoline EGFR ATP
Cancer Res 62; 5749-5754, 2002 J Clin Oncol 23; 2556-2568, 2005
EGFR ATP
EGFR
EGFR Cancer Res 57; 4838-4848, 1997 62; 5749-5754, 2002 EGFR
MAPK AKT Cancer Res 57; 4838-4848,
1997 J Clin Oncol 23; 2556-2568, 2005 250 MAPK
Cdk p27"1"
Cancer Res 57; 4838-4848, 1997 250
EGFR
EGFR
ErbB2 HER2 ErbB4 HER4

Nat Biotechnol 23; 329-336, 2005 119
lumol/L 10
ABL Serine/Threonine Kinase 10 STK10 Ste20-Like Kinase SLK

EGFR
EGFR Kd 1.4nmol/L? 1.8nmol/L?
EGFR Ki ATP 0.7nmol/L? 0.4nmol/L?
EGFR 2nmol/L® 33nmol/L*
ICso A431 A431

IC100: 800nmol/L* HT29 KB

. 3 100

EGFR |Cso: 20nmol/L™ HNS ICy00: 160nMol/L* Dul45 A549
HER2 Ki 1,000nmol/L2 870nmol/L?
HER4 Ki 1,530nmol/L2 1,130nmol/L2
STK10 Kd 83nmol/L* 870nmol/L!

20




SLK Kd 110nmol/L* 1,100nmol/L*
027KP1 1pmol/L 3 0.1 50pm0|/|4_
DiFi KB
lumol/L  DNA 8 0.1 1pmol/L DNA 4
DNA DiFi GEO

1 Nat Biotechnol 23; 329-336, 2005 2 Cancer Res 64; 6652-6659, 2004 ° Cancer Res 57; 4838-4848, 1997
4 250

2
NSCLC H460a 12,5 100 150mg/kg/
3 6.3 125 25 100 150mg/kg/ 3
Roche 1010509 6.3mg/kg
150mg/kg
150mg/kg 71% 34%
NSCLC A549

Anticancer Drugs 15;
503-512, 2004

1600 -

1400 7 ~—O=Comman Vehicle (or Iressa & Tameva QD
GE 1200 - — 43— Iressa (Ro 56-8231) 150 mp/kg QB
é —— Iressn (Re 50-8231) 100 my/kg QD
E 1060
_‘5 —~—tr—[ressn (Ro S6-8231) 12.5 mg/kg QD
S sm
:6 —.ﬂ—ﬁrhh’nih {Tarceva) 150 mefkg QD
E 000 —#— Erlotinib (Tarceva) 100 mgkg QD
§ —+#— Erlotinib (Terceva) 25 mg/kg QD
= 400

—O Erlotinib (Tarceva) 128 mypfkg QD
200 gg-Erlotinib (Tarcevn) 6.3 mg/kg QD
o - - T ™ T T T T T T T —T—T
3 T 9 11 13 15 17 1% 21 23 25 27 29 31
Days Post-Tumor Cell Implant
: Vehicle m: 150mg/kg A: 100mg/kg 12.5mg/kg
[ 150mg/kg e: 100mg/kg 25mg/kg ©: 12.5mg/kg 6.3mg/kg
STK10 SLK 10
STK10 SLK
EGFR NSCLC H460
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Vivo

1 EGFR

NSCLC

3505-3512, 2006

NCI-H322M

NSCLC

in vivo

EGFR

NCI-H522
EGFR

Calu-3 QG56 NCI-H441

EGFR Anticancer Res 26;
Calu-3
ErbB2 HER?2

EGFR
Calu-3

ErbB2 HER2

NSCLC

8686-8698, 2005

Oncologist 7; 31-39, 2002

2004
EGFR
EGFR
EGFR EGFR
EGFR
3.1
2 EGFR

3.1
H460 Calu-6 A549 H441 H292
EGFR
in vitro EGFR
Clin Cancer Res 11,

Cancer Res 65; 9455-9462, 2005
EGFR
J Clin Oncol 22; 3238-3247, 2004 EGFR

EGFR
10; 467-470, 2005 J Clin Oncol 22; 4772-4778,

EGFR
EGFR

EGFR
EGFR

EGFR

EGFR
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EGFR 746 750 H1650
L858R  T790M H1975 Clin Cancer
Res 11; 8686-8698, 2005 746 750

N Engl J Med 350; 2129-2139, 2004 Proc Natl Acad Sci USA 101;

13306-13311, 2004 L858R  T790M

PLoS Med 2; 225-235, 2005 EGFR
HCC827
Cancer Res 65; 226-235, 2005

EGFR
3
EGFR 858 L858R 747 753
Proc Natl Acad Sci USA 101; 13306-13311, 2004 N Engl J Med 350; 2129-2139, 2004
PLos Med 2; 225-235, 2005 EGFR
L858R T790M L858R + T790M 747 749
750 del L747-E749; A750P T790M del L747-E749; A750P+
T790M T790M
EGFR  del L747-E749; A750P; T790M T790M EGFR
EGFR PLos Med 2; 225-235,
2005 EGFR T790M
6 T790M 3
PLos Med 2; 225-235, 2005 T790M
3 NSCLC PC-9
PC-9 EGFR
PC-9/2D2001 Clin Cancer Res 11; 8872-8879, 2005
42 NSCLC mMRNA EGFR
Clin Cancer Res 11; 8686-8698, 2005
EGFR EGFR
MAPK AKT K-RAS MAPK
PTEN AKT MAPK AKT
E-cadherin
E-cadherin
E-cadherin
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EGFR
- EGFR IR IGF-I
- EGF IGF-I
- EGFR IR
- 67
EGFR
EGFR HER1 ErbB1 ErbB2 HER2
ErbB3 HER3 ErbB4 HER4 HER2/HER3
HER2/HER4 HER2/HER2 HER3/HER3 HER4/HER4 Semin
Oncol 28; 67-79, 2001 MAPK  AKT
EGFR HER2
EGFR/HER2 EGFR
ICxo 230nmol/L
Cancer Res 67; 1228-1238, 2007 EGFR
1Csq 20nmol/L Cancer Res 57; 4838-4848, 1997 HER2
HER2 HER3
HER2/HER3 HER3
HER2/HER3 MAPK AKT
Cancer Res 67; 1228-1238, 2007 HER2
HER2/HER3
HER2/HER?2 HER2/HER4
HER2
HER3 Semin Oncol 28;
67-79, 2001 HER3/HER3
HER4 ICs 1,000nmol/L
Cancer Res 64; 6652-6659, 2004 HER4
HER4/HER4
Cancer
Res 64; 6652-6659, 2004 HER2 Ki 1,000nmol/L
EGFR

24



EGFR

4

1

in vitro hERG
QT/QTc

hERG HEK?293 hERG ICx 0.6umol/L

250ng/mL in vivo
Cmax
QT
torsade de pointes 1
QT
hERG
2
1,000mg/kg
EGF
EGFR EGF
Semin Nephrol 13; 109-115,
1993
EGFR
EGFR
3
5mg/kg
in vitro 10pmol/L
42% 100pmol/L ca®

25



34% 5mg/kg 110

2.0 3.4umol/L 91.5%
0.17 0.29umol/L in vitro
67
in vitro lumol/L
JO16565 150mg Crmax AUC.4n
1,885.7ng/mL 29,598.5ng-h/mL
5mg/kg Cmax 629 1,233ng/mL AUCoon 9,124
17,066ng-h/mL
JO16565
74.2% 32.3% 17.7%
3.2
PK
1
1
20 100mg/kg
tmax 05 1 AUCq a5t 20mg/kg 32,300
36,800ng h/mL  100mg/kg 188,000 278,000ng h/mL
0SI1-420 0SI-413 0SI-413  O- 0SI1-420
0S1-420/413
PK 0S1-420/413  AUC.1ast 158 33.7%
1 5 10mg/kg Crmax
AUC.24n 1mg/kg  5mg/kg 5mg/kg  10mg/kg
5mg/kg CL
AUC.241n 1.4 1.9
5mg/kg 0S1-420/413 AUC 25%
12% CYP3A4 3.2
CYP3A CYP3A2

Endocrinology 140; 1245-1254, 1999
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CYP3A2

Cmax® Nng/mL AUCq.4n** ng h/mL
(mg/kg)
1 52 167 116 338 627 + 111 888 + 2084
5 629 1,233 1,238 1,610 9,124 + 3,375 17,066 + 3,433
10 1,668 2,378 | 2,237 3,302 | 25699+3730 | 41,811+5502
0S1-420/ 1 BLOQ 31 BLOQ 53 not determined 63 + 81#
413 154 215 123 185 2,386 + 333 2,073 £ 350
10 392 556 275 417 6,362 + 839 5,301 + 745
n=5 BLOQ: below the limit of determination of the assay 20ng/mL
*: Range of the highest individual concentrations **: mean+SD #: n=4
20 100mg/kg tmax 2
11 20mg/kg 2 8 100mg/kg 2 24
AUCoan  20mg/kg 24,600ng h/mL 100mg/kg 149,000ng
h/mL 100mg/kg
0SI1-420/413  AUCq.241n 27%
05 2 7mg/kg 05 1 2 10 50mg/kg
Crmax AUCq.int 2mg/kg 2mg/kg
2mg/kg CL
15mg/kg tmax
12 2.0 AUC.int Crax
5 3
2mg/kg 50mg
BA 36% 0S1-420/413
AUC.int 50 60%
2
100mg/kg 1 1 2 3 0S1-420/413
0SI-420/413  PK
0SI1-420/413
AUC 45 80% 59 110%
15 10mg/kg 1 1 6
0SI1-420/413  AUCg.4n 6
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Cmax * ng/mL AUCq.4n** ngeh/mL
mag/kg/ 0S1-420/413 0S1-420/413
5 1 52 167 BLOQ 31 627 £ 111 NC
1 4 176 72 244 BLOQ 45 1,075 £ 414 NC
5 1 116 338 BLOQ 53 888 + 298# 63 + 81#
5 176 181 428 BLOQ 32 1,903 + 545 51 +£56
5 1 629 1,233 154 215 9,124 £ 3,375 2,386 + 333
5 4 176 687 1,967 216 381 12,375 + 6,022 3,543 £ 1229
5 1 1,238 1,610 123 185 17,066 + 3,433 2,073 £ 350
5 176 1,517 2,289 178 234 22,043 + 4,765 2,609 + 313
5 1 1,668 2,378 392 556 25,669 + 3,730 6,362 + 839
10 5 176 1,687 2,154 358 487 21,174 + 5,681 6,270 £ 772
5 1 2,237 3,302 275 417 41,811 + 5,502 5,301 £ 745
5 176 1,756 3,391 294 444 37,036 + 7,974 5,899 + 838

NC: not calculated (insufficient data) BLOQ: below the limit of quantification 20 or 40 ng/mL
*: range of highest individual concentrations **: mean+SD #: n=4

25 5/7.5* 15 50mglkg 1 1 12
* 50 7.5mg/kg 50mg/kg
0S1-420/413  AUCq.24n 12
AUC
AUC
125 50mg/kg 1 2 7
50mg/kg PK
12.5mg/kg AUC 1 6,600+1,900ng h/mL
3 2,200£2,000ng h/mL 7 360+350ng h/mL AUC
2
1
e 11.4MBg/kg
10mg/kg
tmax 1
17 1/6
ti, 3.1 ty, 20 54
24
48 218.3Bqg/g
Hc 3.8MBg/kg 5mg/kg
2 Cnax
1/4
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19 e 3.7MBg/kg 5mg/kg
25
8
24 2 4 1 0.2%
1 Cmax
24
3
0.5 lug/mL
85.1%
91.6% 0SI-420 73.0 83.3%
90.9%
HSA al-
AAG Y-
95% HSA AAG
e 3.7MBq 100mg
2 43% 12 60%
3
O-
0SI-420 O0OSI-413 0SI-943 M11
0OSI-493
O- M2 0OSI-356
O- M17
0OSI-356 0SI-420 0S1-413
1 invitro
10umol/L 0OSI-356
0SI-493 0Sl1-420
l4C 1
100umol/L 2 1umol/L 0SI-493 0SI-356
O- M17 0SI1-493 O- M2
100pumol/L 70% 0OSI-420 OSI1-413 0OSI-356 0OSl1-493
M17 M2 CYP
CYP1A B-
lumol/L  typ 5 B-

60 CYP1Al CYP1A2
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furafylline 20umol/L

CYP1A2
CYP1Al

0S1-413 OSI-420 OSI-493

CYP

CYP1A2 CYP2C9 CYP2C19

CYP1A2
CYPl1Al
CYP1Al
CYP1Al
14C
0SI-356 NADPH
1-aminobenzotriazole 5mmol/L
CYP3A4/3A5 CYPl1lAl
CYP2D6 CYP3A4
80.4 95.0%
CYP3A4 CYP3A4 CYP1Al
0S1-420
CYP
CYP2C8
2 invivo
e 5mg/kg
88% 78%
0S1-420/413
0S1-493 33% 0Sl1-420
4.5%
1c 5mg/kg
67 74% AUCq o4
0SI1-420/413 M1l
2% M1l
1.1% 0S1-493 21% 0.5%
62% 61%
4
1
Yc 2.2mg/kg
77% 96 96% 6% 90%
24 80% 96 97%
1c 5mg/kg
48 95% 144 100%

30

OSI-356

4%

10umol/L

CYP3A5

CYP1A2 CYP1B1

AUC .41
16%
12%

22% OSI-356
43%

M11

5.2mg/kg

24

93%

2.5% 98%



e 5mg/kg
48 79% 19% 60%

13 e 5mg/kg
AUC / 14

0S1-493 M11
0SI1-493 M11

5
1
OSI-420 CYP CYPlA2 2C9 2C19 2D6
3A4 I1Cx 50umol/L
CYP3A4 18umol/L  OSI-420 CYP3A4 23umol/L CYP1A2 40umol/L
Ki 8umol/L OSI-420
24 20umol/L
UGT
0sI-420
UGT1Al ICsp
0.5 1.9umol/L OSI-420 ICsp 6.8 8.7umol/L
3.3
2
LS-180 110 100pmol/L 72 CYP3A4
MDR-1  mRNA CYP3A4 MDR-1 mRNA
14 1/2
132 10umol/L 48 CYP1A2 CYP2C9
CYP3A4 MDR-1 MRP2  mRNA CYP3A4 mRNA
CYP3A4 1/3
mRNA
6
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CYP3A4

1
AUC Cmax
CYP
CYP MDR-1
Drug Metab Dispos 29; 347-352, 2001 Drug Metab Pharmacokinet 20; 452-477, 2005
MDR-1 MDR-1 Mdr-1 BCRP Bcrp/Abcg?2
Roche
MDR-1 BCRP Drug Metab Pharmacokinet 20;
100-106, 2005 Biochem Biophys Res Commun 326; 181-187, 2005 MDR-1
J Vet Pharmacol Ther 27; 257-264, 2004
CYP CYP1Al 2Bl 2C6
2C11 2D 3A1 Drug Metab Dispos 24; 322-328, 1996 CYP3A
Drug Metab Dispos 24; 634-642, 1996
CYP
AUC Crnax
CYP
CYP
2
5mg/kg
CYP
BCRP
ABCG2 Cancer Biol Ther

6; 432-438, 2007
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1 1
1 1
2.5 3
5.8
t2
37 82 typ 3.0
24 2 8 7 2
442
12
Regul Toxicol Pharmacol 28; 124-132, 1998
BR.21 rash 75.5%
JO16565 98.4% Grade 3
8.9% 3.2%
BO16411 JO16565 JO16564
PSUR 20l I I vrsur20l B B
50,000 3
3.3
1
0 500 1000 2000mg/kg 0
15 25 50 75mg/kg 0 500 1000 2000mg/kg
0 15 25 35 50mg/kg 0 100 200mg/kg
0 7 15mg/kg
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2000mg/kg 2000mg/kg 75mg/kg

2000mg/kg 1000mg/kg 50mg/kg

15mg/kg

APTT

1 6 0 1 5 10mg/kg/

ALT 6

CYP3A2

5mg/kg/ 6 1mg/kg/
1 0 5 15 50mg/kg/ 12

25 5/75 15 50mg/kg/ 50 7.5mg/kg/

1 6
2

12
50mg/kg

ALP

15mg/kg/ 12 5/7.5*mg/kg/
12
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200mg/kg

50mg/kg

15mg/kg



4
5
0 2 5 10mg/kg/
10mg/kg
5mg/kg/ 10mg/kg
5mg/kg/
10mg/kg/ 5mg/kg/ 2mg/kg/
0 2 5 10mg/kg/
5mg/kg/
10mg/kg
2mg/kg/ 10mg/kg/
5mg/kg/
0 10 25 50mg/kg/
25mg/kg/ 50mg/kg
50mg/kg
25mg/kg 50mg/kg
50mg/kg
10mg/kg/ 25mg/kg/
10mg/kg/
0 3 6 12mg/kg/
12mg/kg
Fy 12mg/kg/
F
6mg/kg/ 12mg/kg/ Fy 6mg/kg/
F, 12mg/kg/
6

Maximization Test
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3T3 in vitro

in vivo in vivo 5mg/kg/ 7
HigmE A" 6 12
SHiag A" 1
HigWE A
6 1
6 10mg/kg
1
minimal
EGF
EGFR
EGFR
20 B
250

TSR AR O B X MR R T
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0.1%

rash

Pfizer

75.5%

Roche

BR.21

37

CTD
CTD

98.4% JO16565
Grade 3

0.1%



41
1 0OSI2716g
2ol B 1§
62
1
A 42 25mg =<6 150mg><1
2 B 20
150mg 25mg 30 2
A 37 Cmax AUCq.., 25mg <6
/150mg =<1 0.95 1.00
AUCO-oo t1/2 Cmax 25mg
B 18
150mg BA 106% 95%
Cl [99%, 114%] BA
NP16584 BA
222% BA
150mg 25mg tio
21 13 25mg
BA 59%
95% CI[55%, 63%]
100mg 150mg
in vitro PK
BA
2 NP16584 20|l
i1 B
21
1
150mg 7
18
tiag 0.5 AUCy,, 109% Cpax 64%
tmax 2.89 2.78
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3 NP16787 ECCO 12, 2003, abstract

ol B 1
36
1

100mg 7 8

Grade 4 CPK 1
PK

PK
PK

pKa 5.64 0.1mol/L KNO; 21

Pharm Res 12; 413-420, 1995

BA NP16584 NP16787
pH
2001
pH
pH
PPI
BP20046 0OSI-420
4.2
pH
pH
PPI pH
0OSI-420
PPI pH
pH
AUC
46%
PPI H,
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H>

H, PPI pH
91; 2166-2173,1994 H,
JO16565 H, PPI
JO16565
H,
PK
H, PK
Roche
4.2
Roche H,
PK
Ho
PPI
4.2
CYP3A4 CYP3A4
1
1 248-001
i 0 ©H B
1 4 / /
1 1 1
3 10 30 100 300 1,000mg 7 51 34 17
1 1,000mg tmax 0.5
4 Cinax AUC 3 30mg
100 1,000mg 0OSI-420
AUC 10%
2 248-006 19}
4

40



100mg 37kBg/mg
1.4 Crmax 2
83% 83 +6.8%
8.1+2.8% 90%
O-
3 NP16612
ol B N
24 30 CYP3A4
1
25 100mg 14 2
200mg 1 2 5
AUCO-oo Cmax
1.64 1.67
4 NP16638
2 1 1
24 CYP3A4
1
150mg 14
600mg day8
AUCO-oc Cmax
0.34 0.71 CL/F  11.34L/n
33.31L/h ti, 86
PK  CYP3A4 CYP3A4 CL
5 OSI-774-103 Proc Am Assoc Cancer Res 2005; 46:
1451 abstract 6165 20 B
32 150 300mg
1
16 AUCop.int  Crnax Coan 18726ng h/mL
1056ng/mL  288ng/mL 6718ng h/mL 689ng/mL  34.8ng/mL
CYP1A1l CYP1A2

PK
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6 QTc NP16793 2l B B
6 QTc
Fridericia 1
150mg
150mg 1 1 7
6 QTcF
2
1 JO16564 10" World Lung Cancer abstract
2002 4 2003 4
24
3 50 100 150mg/ 1
21
2 28 1
2
15 50mg 3 100mg 150mg 6
2 1 Crnax
2 tmax 24 2 tmax
40
Crmax AUC 100mg
150mg 4 50mg
0sI-420
AUCy., h ng/mL Cmax NG/mL ty, h tmax N Rauc
il 7 T N TI A I R
100mg e T o s | Tom s Tis6 s | 5o e ]2
150mg day1l n=6 12,845 29 958 48 259 36 60 149 | ...
day 23 n=6 42,679 48 2384 39 27.2 33 1.8 22
CV%
2 JO16565 2o B 208
|
NSCLC
60
11
150mg
7 PK Chnax
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AUC tue

Tmax Crax ty AUC.24 CL/F Rac- Rac- Rac
h ng/mL h h ng/mL mL/h Crnax AUC
day 1 Mean 2.7 1,171.1 195 15,853.9 5,486.8
n=7 SD 1.7 245.6 7.8 3382.2 2,095.2
CV% | 62.6 21.0 39.9 21.3 38.2
day 24 Mean 1.3 1,885.7 19.3 29,598.5 3,787.1 1.745 1.968 1.746
=6 SD 0.5 695.7 7.5 9,599.5 3,334.7 0.790 0.650 0.489
CV% 40.7 36.9 38.6 32.4 88.1 45.3 33.0 28.0
Rac-Ciax : Crax R.-AUC : AUC Rac : tip - . not calculated
14
0S1-420 1,111.1ng/mL
99.5ng/mL BR.21
1,344ng/mL BR.21
3 248-004 J Clin Oncol 2001; 19: 3267-3279
1997 12 2000 10 2000 10 9
78
2
3 1 25 50 100mg 3 /
3 4 4 1 2 50 100 150 200mg 1
4-24 1 3 150mg 2 MTD 1
1
50 200mg Crnax AUCq 24 1
24 1 tip
100mg 1 Cimax AUC.4
AUC 1.70 0.426 4.64
ty, 18.7 ty, 22.8 trmax
1 Crnax AUCo CV 84.4% 44.3% 56.5%
50mg 100mg 150mg 200mg
n day1/day24 3/3 3/3 3/3 715
Cmax Ng/mL 400 428 1,242 1597
day 1 AUCq,4 h ng/mL 4,986 4,091 19,323 25,443
Terminalty, h 15.3 18.7 22.5 33.3
day 23 Cmax  NQ/ML 555 1,163 1,873 2,735
AUCq4 h ng/mL 7,767 18,966 31254 46,254
4 DMS-D0003 Clin Cancer
Res 2004; 10: 7547-7554 2001 6 2002 6
7 EGFR
1

150mg 1 1 7 9
4 79 1 Crnax
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tmax AUC(.04 1,723ng/mL 912 2,349ng/mL 2.0

2 4 25,593ngeh/mL 13,394 38,123ngeh/mL 8 AUC.04
1 1.62 112 1.90
144  2083ng/g Crnax 5 160%
0SI-420/413 0SI-420/413 Cmax 88 130%
3
1 CDDP/GEM OSI-774-154
Proc Am Soc Clin Oncol 2003: 22; 229 Abst 916 20 1 20 |
30
100 150mg CDDP/GEM
1
CDDP/GEM 100 150mg 8
Cmax AUCq.24 248-004
2 NSCLC BO16411 TALENT  Proc Am
Soc Clin Oncol 2004; Abst 7010 2001 11 2003 6
B/ NSCLC 1,116
CDDP/GEM
27 164
CDDP 80mg/m® day 1 GEM 1250mg/m® day 1 8
1 100/150mg 1 1
1 3 6 GEM/CDDP
PK 24 0SI-774-154 CDDP
GEM
3 NSCLC 0SI12298g TRIBUTE J Clin
Oncol 2005; 23: 1-8 Proc Am Soc Clin Oncol 2004; Abst7011 2001 7 2003
7 2003 7 1
B/ NSCLC 1,050
CBDCA/PTX
174
CBDCA AUC: 6mg/min/mL PTX 200mg/m? 1
150mg 1 1
10 PK 9
150mg 0SI1-420/413  Cruax +
1,703.6 +519.3 130.9 + 49.4ng/mL  AUCq.qa 29,997 + 9,713
3,020 +1,293ng h/mL PTX CYP3A4

CBDCA PTX PK
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1
0S12288g
0S12298g
Vc/F
2.3g/L
AUC
CYP450
CL/F
2
NSCLC
PPK
PPK
CYP1A2
CL/F
50%
5
JO16565
1
NSCLC

PK

NSCLC
BO16411

CL/F

CL/F

AAG

CYP3A4

248-101 248-1003 248-1007
PPK
1 CL/F
AAG CL/F
AAG 95% 1.1mg/mL
15.9%

50%

27.7%
Ccv
CL/F
UGT1A1l
CL/F

CL/F

CL/F

1 150mg

BR.21
PPK

PPK

PK
CL/F
M11b

PK
UGT
CYP1A2
AAG
CL/F

0S12298¢g BO16411 BR.21
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0S12298g BO16411
Cox
0SI12298g 0SI1-420/413 Grade 3
1 Grade 3
Grade 3 1 AUC
Caan
BO16411 0SI1-420/413 Grade 3
p 0.0528  0SI-420/413 AUCy24 Cos Grade 3
p=0.0160 p=0.0336
0S1-420/413 Grade 3 p
0.1974 0S1-420/413 Grade
0S1-420/413 1 Coan
0.0069 p 0.0568 1 Coan
BR.21
3
Cox
Grade 3 0S12298¢
Grade 3 10%
AST ALT ALP
0S1-420/413
2
JO16565
1,154ng/mL 1,470ng/mL 754ng/mL
770ng/mL p=0.039 p<0.001 Wilcoxon
BR.21
0S1-420/413 Grade 3
6
JO16564 15 248-004 49
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3 2 1 PK

0SI-420/413  AUCq.4  50mg 100mg 150mg
AUCq 24
0OSI-420/413
0S1-420/413 PPK CL/F
BA 0SI2716g 19 23
AUCO-oo t]_/z Cmax J016565
38 17 0OSI1-420/413
PPK CL/F
4.70L/h 4.29L/h CV% 40.5% CL/F
BR.21 0S1-420/413 65
65 0SI1-420/413 1/10
0SI1-420/413 17%
JO16565 0SI1-420/413
PPK PK
1 PK
PPK
CL/F
PK
PK
PK
2
Grade 3
Interstitial Lung Disease: ILD
ILD
1016564 1 A" 100mg
8 4 0SI1-420/413
459.0 49.6ng/mL 5
242.5 £ 165.5ng/mL 15.2 + 12.9ng/mL ILD

47
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150mg
203.6ng/mL 35.8 £ 16.7ng/mL
JO16565 0SI-420/413
56 ILD 4
85 c’ 103 F 13
F* 13
0S1-420/413 1,870 243ng/mL
1,163 + 588ng/mL 103 £ 74.4ng/mL
AAG
0SI-420/413
ILD
0OSI1-420/413
0SI1-420/413
3
CYP
1 CYP3A4
2l B 200 B
28
150mg 1 1 day 8 day 14
75mg dayl 8 14 21 1 1
111kBq dayl 8 14 21 1 1
27
24% 90% CI [ 33%, 15%]

48

565.7 +

0SI-420/413
14 28
B* 52 D
0SI-420/413
150mg
CL/F
0SI1-420/413
ILD
ILD
ILD
ILD
PK
NP17536
CYP3A4
7
[14CN_ ]
AUCo.pst 1 14

tun

HTSRGRE HRARIRE (C E X R %



BA

14 CYP3A4 1 11% 90% CI [1%,
21%)] CYP3A4
2 OSI-774-105
2l B 1
18 CYP3A4
1
150mg 1 600mg 1 1
7 day 8 450mg 600mg
600mg 1 1 3
13 15
1 OSI1-420/413
CYP3A4
0S1-420/413
mg 150 450 150 450
c L 1.36 1.38 0.0699 0.266
max  HG/M 0619 2.07 0831 2.46 0.0302 0.116 0.147 0524
C 2 4 2 4
max 16 16 16 2 6
29.1 17.3 1.41 3.00
AUCo ng hmL | 516 400 125 218 108 1.98 217 4.47
o 135 7.23 14.9 6.73
12 7.75 16.3 470 19.3 105 174 446 16.4
3 CYP
CYP
in vitro
CYP
- in vivo CYP
CYP
4 CPFX BP20045
I |
24 CPEFX
1
100mg 1 2 1
CPFX 750mg 2 1 2 6
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24 tmax CPFX
3 35 CPFX
CYP1A2 CYP3A4 CPEX 0S1-420/413
ICPFX [90% CI]
AUC;., ng h/mL 9,398 13,057 1.39 [1.24, 1.56]
Cmax  NQ/ML 495.7 582.3 1.17 [0.98, 1.40]
AUCop g h/mL 396.0 640.6 1.62 [1.40, 1.87]
0S1-420/413 Cmax  NQ/ML 28.14 41.60 1.48[1.20,1.82]
5 BP20046
2 B 1§
24
1
150mg 1 2
40mg 2 4 7
24 0S1-420/413
4.1
/
[90% ClI]
AUC,.. ng h/mL 13,522 7,269 0.54 [0.49, 0.59]
Crmax NG/mML 731.2 285.3 0.39 [0.32, 0.48]
AUCq,sc NG h/mL 609.4 258.4 0.42 [0.37, 0.48]
0S1-420/413 Crmax  NG/ML 40.26 12.67 0.31[0.24, 0.41]
PK
4.3
3 11 18
NSCLC
JO18396 2006 10
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50 100 150mg 1 1

JO16564 15 1 21 1 2
JO17134 3 50 100 150mg 1 1
JO16565 NSCLC62 150mg 1 1
JO18396 NSCLC 150mg 1 1
46
248-006 4 e 100mg PK
NP16584 21 150mg 1 1 PK
NP16787 22 100mg 1 1 PK
NP16638 24 1550mg A
NP16612 30 15 100mg
A 25mg x 6 vs 150mg x1
OSl2716g 62 B 25mg iv  vs 150 mg po
248-004 56 3 4 21 7
A248-1007 EGFR ’;‘?CLC 150mg 1 1
NSCLC
BR.21 485 150mg 1 1
242
BO16411 NSCLC 530 GEM 1250mg/m?+ CDDP 80mg/m?==
TALENT
579 150mgl 1
0S12298g NSCLC 526 TXL 200mg/m?+ CBDCA: AUC 6mg
TRIBUTE mg/mL £ 150mgl 1
533
PA3 282 100 150mg 1 1 + GEM
' 280 1000mg/m?
OSI-774-DM
S-D0003 4 150mg 1 1 7 9
0S12288g 68 150mg 1 1
A248-101 EGFR 34 150mg 1 1
A248-1003 115 150mg 1 1
A-248-1006 9 150mg 1 1
OS1-774-151 26 100 150mg 1 1 DTX 60 5
75mg/m” 3
75 150mg,
OSI-774-152 21 2000mg/m? 1 14 1
100 150mg PTX 225 mg/m?
OSI-774-153 20 3
CBDCA AUC: 6 mgemin/mL
100 150mg GEM 1000
OSI-774-154 25 1250 mg/m? 1 8 6
CDDP60 100 mg/m?® 3
100mg 1650
B0O16450 24 2000mg/m*1 14 1 DTX 60
75mg/m* 3
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100 150mg
150 180mg/m2 LV ZOOmg/m2 bolus 5-FU
OS12520g 6 320 400mg/m? infusion 5-FU 480
600mg/m2 5mg/kg
25 100mg 3 1
248-005 28 50 200mgdayl day4 24
1 150mg
34
248-001 17 1 1,000mg PK
248-002 ) 6 200mg 1 1 2 3 30 PK
NP17154 50 150mg
0SI-774-103 32 150 300mg PK
NP16793 6 150mg
NP17536 36 150mg  /
0SI-774-105 18 150mg =+
BP20045 24 100mg  =CPFX
BP20046 24 100mg =+
4.4 4.1
4.2
1
1 JO16564 10" World Lung Cancer abstract Clin Cancer
Pharmacol 2007; 25: 1960-1966 2002 4 2003 4
9 24
1
3 50 100 150mg/ 1
1 1 1 21
7 2
28 1 2
15 50mg 3 100mg 150mg 6
15 PR 4 100mg 150mg 2 SD3 100mg 2
150mg 1 PD 4 NE 4
2 1 50mg
46 1 100mg
68 NSCLC 7
26
2 JO17134 20 B 208

JO16564 SD 15 JO16564
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3 100mg 1 150mg 2 100mg 56
150mg 336 112
3 NSCLC JO16565
2ol B 2l B
NSCLC
60
11
150mg 1 1
62 62
1
60 Full Analysis Set FAS
CR+PR 28.3% 17/60 95%Cl [17.5, 41.4%]
268 95%CI [188.6, 313.2 ]
CR+PR+SD 50.0% 30/60 95%CI [36.8, 63.2%]
11.0 95%CI [7.86, 23.71 ] 47
Median Survival Time: MST 17.94 95% CI [11.14 ,
] 24
35 7 6
1
1 36
1 ILD
103 20 145
ILD 1
1 6.5% 4/62
4 NSCLC JO18396
2l B 220 B
1 NSCLC
45
14
150mg 1 1
46 46 FAS
CR+PR 28.3% 13/46 95%CI [16.0, 43.5%)]
95% CI [87.7,141.9 ] CR+PR+SD
47.8% 22/46 95%CI [32.9, 63.1%)] 10.71 95%CI
[8.00 25 2006 10 MST  11.70
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95% CI [8.77 ] 18

31 1
32
60
8 73
2
4.1 4.2
1 248-006 19}
2 NP16584 20|}
3 NP16787 ECCO 12, 2003, abstract552
2l B |
4 NP16638
20l B B
5 NP16612
2l B B
6 0SI2716g
2ol B 1§
7 248-004 J Clin Oncol 2001; 19: 3267-3279
1997 12 2000 10 2000 10 9
78
2
3 1 25 50  100mg 3
1 2 50 100 150  200mg 3
1 3 150mg 2 MTD
56 44 PR 0 SD14
PD 30
11 30 11
8 NSCLC A248-1007 J Clin Oncol 2004; 22:
3238-3247 2000 1 2001 2 2003 1
27
EGFR
B/ NSCLC 37
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150mg 1 1 8 52
150mg 4
200mg/
57
CR+PR 12.3% 7/57 95%CI [5.1, 23.7%] CR2
PR 5
30 20/57 35.1%
9 NSCLC BR.21 N Engl J Med 2005; 353:
123-132 2001 11 2003 1 2004 1 30
/ B/ NSCLC
700
17 86
150mg 1 1
MST 4
50% MST 6 HR =0.67 330
of W0 1
INTACT 2002 8 19 EGFR
Performance Status PS 3
INTACT 33% 1.3
2l B B 50%
33% MST 5.3 HR=0.75 330 700
731 488 243 ITT intentto treat
1 727 485
242 582
587
Overall Survival: OS
MST 6.67 4.70
HR 0.73 95%CI [0.60, 0.87] p=0.001 log-rank
PS 0 1 2 3 CR PR SD PD
1 2 EGFR
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Erlotinib (N = 488)
Median: 6.67 Months
85% Cl: (5.52, 7.79)

Placebo (N = 243)
Median: 4.70 Months
95% Cl: (4.11, 6.28)

HR: 0.73*
95% CI: (0.60, 0.87)
p = 0.001*

Erlotinib

0. Placebo

0 ¢ Censored
m T
[i] -] = k] - L ]
4 at risk Burival (months)
Erlotinib 488 255 145 23 4 0
Placebo 243 107 50 g 0 0
HR p PS
EGFR p log-rank
33% 42%
MST
7.75 4.96 p=0.029 log-rank
12 31.2% 21.5%
30 155/485 32% 71/242
29%
485 242
other condition/circumstance - / 1
1
3 1
1
2
1
/ 1
3
/ 1
1
/ 2
3 3
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other condition/circumstance 1
/ 1
1
1
combination of NSCLC and protocol 1
treatment complication 1
1
1
1
1
/ 1
/ 1
combination of NSCLC and non-
. 2
protocol treatment complication
toxicity from protocol treatment 1
Grade 3 4 1
/ 1
/ 1
/ 1
/ 1
non-protocol treatment complication 1
34 11
6 ILD
2 pneumonitis 3 2 1
1 ILD
8 8
10 NSCLC BO16411 TALENT JClin Oncol
2007; 25: 1545-1552 2001 11 2003 6 2003
6 30
B/ NSCLC 1,116 CDDP/GEM
27 164
CDDP 80mg/m® day 1 GEM 1,250mg/m? day 1 8
1 100/150mg 1 1 1
3 CDDP/GEM 6
1,172 586 586 ITT
1,159 580 579
oS MST
301 95%CI [274,315 ] 309 95%CI [282, 343 ]
HR 1.06 p=0.4883 log-rank
343/580 59% 337/579 58%
277/280 48%  268/579 46% 64/580
11%  68/579 12%
91/580 16% 88/579 15%
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11 NSCLC 0S12298g TRIBUTE J Clin Oncol
2005; 23: 1-8 2001 7 2003 7 2003 7
11
B/ NSCLC 1,050 CBDCA/PTX
174
CBDCA6mg min/mL PTX 200mg/m? 1
150mg 1 1
1,079 539 540 ITT
1059 526 533
OS MST 324  95%CI
[288,381 ] 319  95%CI [285,344 ]
HR 0.995 p=0.9517 log-rank
166 95%CI [141, 181
] 156  95%CI [139,178 ]
2003 6 11 322/526
61.2% 340/533 63.8%
275/526 85.4% 318/533 93.5%
48 33/526 10.2% 15/533 4.4%
NOS
4 30
526 533 526 533
% % % %
53 10 27 5 1 <1 0 0
2 <1 00 1 <1 0 0
2 <1 00 1 <1 0 0
9 2 9 2 1 <1 0 0
3 <1 1 <1 1 <1 0 0
1 <1 2 <1 1 <1 00
1 <« 2 <1 3 <1 2 <1
NOS 2 <1 0 0 1 <1 1 <1
1 <1 1 <1 1 <1 00
00 1 <1 1 <1 00
1 <1 00 00 1 <1
00 1 <1 1 <1 00
00 1 <1 1 <1 00
4 <1 1 <1 12 2 10 2
NOS 1 <1 00 4 <1 1 <1
00 1 <1 1 <1 3 <1
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NOS 1 <1 00 1 <1 2 <1
1 <1 00 2 <1 00
NOS 1 <1 00 1 <1 00
2 <« 1 <« 00 1 <1
2 <« 1 <1 00 1 <1
11 2 5 <1 1 <1 00
NOS 9 2 3 <1 1 <1 00
00 1 <1 00 1 <1
1 <1 00 NOS 1 <1 00
NOS 00 1 <1 00 1 <1
1 <1 00 2 <« 1 <1
2 <1 0 0 1 <1 0 0
2 <« 00 0 0 1 <1
8 2 00 1 <1 00
NOS” 2 <1 00
MedDRA ver.6.0
PA.3
12 PA.3 Proc Am Soc Clin Oncol 2005;
Abst 10376 J Clin Oncol 2007; 25: 1960-1966 2001 11 2003 1
2004 1 15
450 GEM/
GEM/
18 176 100mg
150mg 1 1
30 83/282 29% 74/280
26%
2/280 2%
282 280
other condition/circumstance 1 1
- / 1 1
- - 1
1
1
2 2
/ 1
1
1
/ 1
2 3
combination of pancreatic cancer and 2
protocol treatment complication 1
2
1
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toxicity from protocol treatment 1

15 11

13

14

15

16

17

18

19

20

21

DMS-D0003 Clin Cancer Res
2004; 10: 7547-7554 2001 6 2002 6
05122889 : 20}
i 0 H
200
16
150mg 1 1
1 68 2l B B
34
A248-101 Int J Gynecol Cancer 2005;
15: 785-792 1999 4 2000 3 2002 9 24
A248-1003 J Clin
Oncol 2004; 22: 77-85 1999 9 2000 9 2002
4 3
A-248-1006 Proc Am Soc Clin Oncol
2002; 21: 75b 2l B 20 B 20l B |
DTX OSI-774-151 Eur J Cancer
2002; 38: S53 2001 4 2002 8 2003 5 5
0SI-774-152 Proc
Am Soc Clin Oncol 22: 225  Abst 900 2ol B 20 B
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22 /IDTX BO16450 Proc
Am Soc Clin Oncol 2003 Abst 180 2l B 0 B
23 /5-FU/LV/ +
0S12520g 2l B 20 B
5-FU
LV 5-FU/LV/ /
2
1 100mg/ 150mg/m?/LV 200mg/m?/5-FU bolus 320mg/m*
infusion 480mg/m? 6 2 6
Grade 3 Grade 3 IFL
24 248-005 Proc Am
Soc Clin Oncol 1999; 18: 338a abstract1499 ol B 200 §
2ol 01
25 248-001
S BN B |
4.2
26 248-002
ol B 0 §
1
200mg 1 2 6
14
1 6 5
5 5 AST/ALT 4 1
27 NP17154
2l B 1
50
1 N
Roche 150mg 2
4.2
28 OSI-774-103 Proc Am Assoc Cancer Res 2005; 46:
1451 abstract 6165 20. .
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29 QTc NP16793 s BN B |
30 OSI-774-105
-l B 1
31 CYP3A4 NP17536
2l B 20 §
32 BP20045
2l B 1§
33 BP20046
2l B 1
1
0S BR.21
BR.21
J016564 JO16565
J018396
NSCLC
BR.21 NSCLC
BO16411 05122989
0S
J016564 JO17134 J016565
J018396
PA3
NSCLC
A B \Y,
2
BR.21 1
NSCLC
JO1656 JO18396 BR.21
1
NSCLC
BO16411 05122989 CDDP/GEM
CBDCA/PTX 0S
B/ NSCLC
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MST HR [95%Cl] 'Og'rznk
0S12298g zg’ 0.995 [0.86, 1.16] 0.9517
301
BO16411 1.06 [0.90, 1.23] 0.4863
309
2
NSCLC
BR.21
(O] MST 6.67 95%ClI [5.52, 7.79
] 4.70 95%CI [4.11, 6.28 ]
HR 0.73 p=0.001 log-rank
NSCLC
JO16565 MST  17.94 BR.21
BR.21 50% 246/488 49% 119/243 JO16565
93.3% 56/60 JO16565
JO16565
NSCLC
60% 70% 2000; 40: 609-614 Jpn J Cancer Res 1999; 90:
129-135 JpnJ Clin Oncol 2006; 36: 280-284 JO16565
NSCLC JO16565
JO16565
BR.21
MST 7.75 95% CI [5.42, 10.48 ] 557 95% ClI
[4.67,7.00 ] 6.97 95% CI [5.16, 8.64 ] MST
JO16565 MST BR.21
9
JO18396 46 40 87.0%
MST 2006 10 3
4.3
EGFR
HR 1.0 HR
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1.0

HR
MST MST [95% CI]
[95% Cl] [95% Cl]

ccocps |t 320 [7.1:3%%.61] 166 [5.2%,8?.79] [0.5;;',103.90]
2,3 168 [2.6%,5267] " [2.0%,13?.84] [0.58, 1.02]
Best CRorPR 196 [6.117,'%.51] % [4.33',93.49] [0.501',6(;88]
Lﬁg? e so 191 [5.778',55.53] % [3.8?1',4 5.05] [0.6%,8309]
erepy PD 101 [2.3?;',3234] 51 [2.6%,22.63] [0.6%,85.22]
No of prior | 1 243 [5.3%,2318] 121 [4.0?(,4 75.62] [0.6%,7398]
POTE 2 245 [4.9%,83.02] 122 [3.61',652.88] [0.6%,7396]
Exposureto | &5 454 [5.4%,677.79] 224 [3.8%,653.78] [0.6%,75.86]
prior ™ No 34 [3.94?,'71%.81] 19 [4.31,'61%.76] [0.7%1',4 21.68]
Exposureto | "¢ L [5.02,28.43] %0 [3.51',677.06] [0.5%,761.99]
PHOTIEE | No 311 [5.22',171.79] 153 [4.01.,92.70] [0.6%,73.97]
Positive 8 [7.912(,).1721.85] 49 [3.1:;,8(;1.80] [0.4%,6397]
ot Negative “ [3.951.,186.28] 87 [3.097,'12.02] [0.615-,011.57]
Unknown 336 [4.9%,0?201 157 [4.13',02.601 [0.6%,7(?.93]
Never smoked | 104 [10.%12,'21%.13] 42 [3.5%,65.05] [0.2%,4 5.64]

Smoking Current or 358 5.52 187 4.63 0.87
status Ex-smoker [4.67, 6.51] [3.88, 6.18] [0.71, 1.05]
Unknown 26 [2.65;1,'61%.71] 14 [3.255,%%.78] [0.5%1',029.21]
Gender Male 315 [4.8%,772.00] 160 [3.6%,4 55.88] [0.622',;02.94]
Female 173 [6.4?,.1?).71] 83 [4.1?',188.31] [0.59, 1.07]
Age <65 299 [4.923',;%).89] 153 [4.13,2(280] [o.sg',:o:.ga]
265 189 | 542807 | ¥ [3.52, 6.70] [0.60, 1.04]

Adenocarcino 246 7.75 119 5.36 0.71
ma [5.42, 10.48] [4.11, 7.79] [0.56, 0.92]
Histology | Squamous 144 [4.65;',577.001 i [3.1%,52.34] [0.5%,6;901
Other % [5.1%,9;64] 46 [5.02',23.71] [0.7%)',0354]
Yr:/ep:?er:}il)%sss <5% 320 [7.23?,'21%.48] 166 [4.5%,13.52] [0.6%,7;95]
e s 10w % | paseu | ® | poxsss [0.42,095]
>10% 52 [2.127',63?.75] 29 [1.824037.84] [0.4%,7312]
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8.28 10.73 0.74
Unknown 20| 1391,16.36] | [6.74, 12.85] [0.32, 1.71]
. 3.45 3.10 0.68
Time from | <6months 63 87,782 | [2.40, 4.11] [0.43, 1.06]
initial 5.20 4.67 0.87
dlagnosis 19| &-12months 1571 14346741 | & [3.58, 6.60] [0.65, 1.16]
on >12months 268 8.33 124 6.65 0.75
[7.00, 10.48] [4.27,7.62] [0.59, 0.95]
J
Clin Onocl 2006, 24: 2158-2163 BR.21
13% 63/488 12% 28/243
HR [95% CI]
MST MST
63 13.60 28 8.44 0.61 [0.36, 1.02]
425 5.95 215 457 0.79 [0.66, 0.95]
HR 1.0
HR 1.0
34/488 7.0% 19/243 7.8%
HR  95%CI
BR.21 RECIST
CR+PR 89% CR4
PR 34 09% CR1 PR 1
EGFR NSCLC A248-1007
RECIST WHO
12.3% 7/57
JO16565 JO18396
RECIST JO16565
28.3% 95% CI [17.5, 41.4%] 17/60 JO18396 28.3% 95% CI [16.0, 43.5%] 13/46
BR.21
4.3
QoL
QoL QoL JO16565 FACT-L
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A248-1007 BR.21 EORTC QLQ C-30 LC-13

QOL LCSS the Lung Cancer Symptom Scale
EORTC-QLQ-Q30 the European Organization for Research and Treatment of Cancer Quality of
Life Questionnaire  FACT-L the Functional Assessment of Cancer Therapy lung cancer subscale

3 In Outcomes Assessment in Cancer. 2003, Cambridge:
Cambridge University Press QOL
JO16565 BR.21 QOL
JO16565 24 28
2 4
24/57 42.1% 95% CI [29.1, 55.9%)]
BR.21 QOL
QOL 10
1 100
p
(log-rank [95|;oRCI]
Hochberg
28.14 15.71 0.041 0.75[0.56,1.00]
20.43 12.14 0.031 0.72 [0.56, 0.93]
12.14 8.14 0.040 0.77 [0.61, 0.97]

Harrison’s Principles of Internal Medicine 16" edt

BR.21 QOL
QOL
QOL
BR.21
QOL
3

J Clin

Oncol 2005; 23: 6829-6837 J Clin Oncol 2005; 23: 2513-2520 Proc Am Soc Clin Oncol 2006; 24:

18s abstract 7073, J Clin Oncol 2005; 23: 2493-2501, J Natl Cancer Inst 2005; 97: 643-655, J Clin

Oncol 2005; 23: 5007-5018, J Clin Oncol 2006; 24: 2158-2163 EGFR
EGFR

PS
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EGFR

BR.21 EGFR
EGFR
EGFR BR.21
EGFR MST [95% CI] MST [95% CI] [9530RC|]
78 10.71[7.92, 12.85] 49 3.84[3.12, 6.80] 0.65 [0.43, 0.97]
74 516 [3.91 8.28] 37 7.49 [3.09, 12.02] 1.01 [0.65, 1.57]
336 6.05 [4.93, 7.20] 157 5.09 [4.14, 6.60] 0.76 [0.61, 0.93]
EGFR
EGFR (0N EGFR
MST HR 1.01
EGFR 95% CI 0.65 EGFR HR
EGFR
EGFR
BR.21 104
EGFR HR 0.68 95%CI [0.49, 0.94]
EGFR HR 0.93 95% CI[0.63, 1.36]
EGFR
EGFR
EGFR OS EGFR
EGFR
EGFR EGFR
BR.21
EGFR
N Engl J Med, 2005; 353, 133-144
BR.21 EGFR 221 FISH 125
77 48 125 45% 32
24 FISH EGFR
exonl8 21 177 40 45
EGFR EGFR
EGFR
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0.73 95% CI [0.49, 1.10]) 0.77 95% CI [0.40, 1.50]

EGFR EGFR BR.21
N Engl J Med, 2005; 353, 133-144
HR*
EGFR 184 0.93
* 141 0.68
EGFR 69 0.85
FISH 56 0.44
137 0.73
EGFR 40 0.77
o 10%
BR.21 EGFR
EGFR
EGFR
EGFR BR.21
N Engl J Med, 2005; 353, 133-144
* %
EGFR 80 3 4
ok 106 12 11
EGFR 25 5 20
FISH 41 1 2
81 6 7
EGFR 19 3 16
ok 10%
EGFR
JO16565 EGFR 11
EGFR 7 5 HER?2
4
EGFR EGFR JO16565
2 4 6
EGFR 1 4 5
3 8 11
3 2 5
EGFR 0 2 2
3 4 7
EGFR EGFR
EGFR
EGFR
EGFR EGFR
NSCLC
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BR.21

EGFR BR.21
104
EGFR
N Engl J Med, 2005; 353, 123-132
HR [95% CI]" p HR [95% CI]~ p
488 0.7[0.6,0.9] | <0.001 0.7 [0.6,0.9] 0.002
243
60 332 0.8[0.6, 1.0] 0.04 NI
60 399 0.8 [0.6, 1.0] 0.02
475 0.8 [0.6, 0.9] 0.01 NI
256 0.8[0.6, 1.1] 0.13
365 0.7 [0.6, 0.9] 0.008 0.8[0.6,0.9] 0.004
366 0.8[0.6, 1.0] 0.07
0 1 486 0.7 [0.6, 0.9] 0.003 NA
PS 2 182 0.8[0.5, 1.1] 0.11
3 63 0.8[0.4, 1.3] 0.33
CR PR 292 0.7 [0.5, 0.9] 0.004 NA
SD 287 0.8 [0.6, 1.1] 0.18
PD 152 0.9 0.6, 1.2] 0.34
1 369 0.8[0.6, 1.1] 0.03 NA
2 3 362 0.8[0.6,1.1] 0.02
672 0.7 [0.6, 0.9] <0.001 NA
59 1.7[0.7, 2.7] 0.30
184 0.7 [0.5,0.9] 0.02 NA
EGFR 141 0.9[0.6,1.4] 0.70
406 0.8 [0.6, 1.0] 0.03
/ 545 0.9[0.7,1.0] 0.14
146 0.4[0.3,0.6] | <0.001 0.8 [0.6, 1.0] 0.048
40 1.1[0.5, 2.6] 0.80 1.0[0.7, 1.5] 0.89
o1 0.6[0.4,1.0] | 0.06 0.7[0.5,0.9] 0.01
640 0.8[0.7,0.9] 0.01
NI: not included in the final model
NA: not applicable as a stratification factor
* HR Cox model
*x Cox
*k*k p
JO16565
12.2% 5/41 63.2% 12/19
p=0.0002 X*
19 16 41 40

58.8% 10/17
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16.3% 7/43  p=0.0029 X’ MST 22.01 95%ClI
[12.29, 2993 ] 11.40 95% CI[8.31, 19.38 ]
56/60  93.3%
0S PS
FAS Cox HR 2.868 95% CI [1.035, 7.946]
PS HR 4.950 95% CI [1.445, 16.95]
PS
BR.21 JO16565
PS
EGFR
4
BR.21
2 MST
JO16565 1 2% 2 34
26.9% 7/26 29.4% 10/34 JO18396
1 2 23 26.1% 6/23 30.4%
7123
BR.21
HR
MST [95%CI] MST [95%CI] (95% C1]
6.28 5.45 0.76
1 143 | 1536, 8.18] 121 [4.01, 7.62] [0.60, 0.98]
6.80 4.62 0.75
2 245 | 1496 8.02] 122 [3.65, 5.88] [0.60, 0.96]
1258 8.16 0.58
! 36 (838, | 20 [4.63, 12.45] [0.29, 1.17]
14.19 9.07 0.61
2 27 [7.89, 16.13] 12 [3.42, 12.02] [0.28, 1.34]
5.78 463 0.80
1 207 [4.76, 7.03] 105 [3.45, 7.49] [0.61, 1.04]
6.08 447 0.77
2 28 | 1467, 7.75] 110 [3.55, 5.55] [0.60, 0.98]
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A248-1007
MST 15
Grade 1 Grade2/3 8.5 19.6
BR.21
MST
oS
BR.21
363 122 40 202

MST [95%Cl]

8.18 [ 6.60, 11.07]

4.24[3.65, 5.22]

9.49[7.95, 10.91]

2.22 [1.71, 2.76]

log-rank p <0.001 0.020
0S
3
Interstitial Lung
Disease: ILD
ILD JO16564 JO16565 JO18396
49% 6/123 ILD 6
ILD BR.21
2.7% 13/485 2
ILD
1 ILD
ILD
JO16564 JO16565 JO18396 ILD
6 49% 6/123
ILD
JO18396 15 JO16565 7 JO18682
2007 4 26 ILD
ILD
ILD ILD ILD
J016564 | A* | 68 x 1850 * |7 day8 | HP day 26
# day 145
JO16565 cC" |67 day 103 day 84 | COP
B |75 40 |/ =16 640 day 52 day52 | EP
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D" |39 day 85 day 86 | COP
JOI6%65 | kv 1 g9 20 / =50 1,000 | day13 day 13
JO18396 E' |60 80 / =38 3,040 day 8 day 8 COoP day 73
* EP Eosinophilic Pneumonia HP  Hypersensitivity Pneumonia COP Cryptogenic
?rganizing Pneumonia
NSCLC BR.21 BO16411 0S12298g
PA.3 /GEM 282 GEM 280
ILD
4 1.8% 34/1,873 ILD
PA.3 3.5% 10/282
NSCLC 6 OSI-774-153
OSI-774-155 A248-101 A248-1003 A248-1007 0SI12520g ILD
2.3% 6/268
115 A248-1003 ILD 1
2ol 1 B
17,542 84,384
2006 6 5
ILD 105
70 37
ILD 55
50 11
ILD
ILD
ILD
ILD ILD
ILD
JO16564 JO16565 77
NSCLC BR.21 BO16411 0SI12298g
PA.3
PS
2
No0.206 16 10 J Clin Oncol 2006; 24: 2549-2556 Lung

Cancer 2004; 45: 93-104 Cancer J 2005; 11: 417-424 Poster presented at ASCO 2005 abstract#

7190

ILD
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ILD

ILD
ILD 2
65
PS
ILD ITT
BR.21 BO16411 0512298 PA3
ILD
1,898 ILD 14 o4
(%) (%) (%)
1.233 65.0 9 643 | 1224 650
665 350 5 357 660 350
65 1125 503 8 571 1117 503
65 773 407 6 429 767 207
1615 85.1 10 714 | 1605 852
66 35 3 214 63 33
125 6.6 1 71 124 6.6
92 48 0 0 92 29
0 149 7.9 0 0 149 7.9
1 201 211 5 357 396 21.0
ECOGPS 5 222 117 6 42.9 216 115
* 1126 503 3 24| 1123 50.6
1,613 850 7 500 | 1606 852
285 15.0 7 50.0 278 148
Current or EX 825 435 5 357 820 435
Never 176 9.3 0 0 176 9.3
897 473 9 643 888 471
246 13.0 1 71 245 13.0
142 76 2 143 142 75
a1 2.2 1 71 20 21
57 3.0 0 0 57 3.0
- 1410 743 10 714 | 1400 743
150mg/day 1,637 86.2 8 571 1629 865
100mg/day 261 13.8 6 42.9 255 135
288 25.7 2 28.6 484 257
CDDP/GEM 586 30.9 1 71 585 311
CBDCA/PTX 539 284 2 143 537 285
GEM 285 15.0 7 500 278 14.8
* BO16411 __ OSI2298g ILD PS
**BO16411 0S12298g PA3 ILD
BO16411 0812298¢ PA3
ILD
1016564 JO16565 J018396 123
ILD 6 ILD 117
% %
1 16.7 20 342
5 833 77 65.8
6 117
62.7 58.3
12.9 95
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67.5 59.0
60.0 - 69.0 52.0 - 65.0
- 38-74 28-74
30 0 0.0 1 0.9
30 40 1 16.7 3 2.6
40 50 0 0.0 12 10.3
50 60 0 0.0 43 36.8
60 70 4 66.7 42 35.9
70 1 16.7 16 13.7
65 2 33.3 86 73.5
65 4 66.7 31 26.5
55 1 16.7 37 31.6
55 5 83.3 80 68.4
0 1 16.7 46 39.3
PS 1 5 83.3 70 59.8
2 0 0.0 1 0.9
0 0.0 5 43
4 66.7 69 59.0
2 33.3 43 36.8
4 66.7 104 88.9
0 0.0 1 0.9
1 16.7 7 6.0
1 16.7 5 4.3
4 66.7 93 79.5
2 33.3 24 20.5
4 66.7 74 63.2
2 33.3 43 36.8
4 66.7 94 80.3
2 33.3 23 19.7
6 117
3.617 3.986
0.160 0.380
3.600 4.000
3.500 3.800 3.800 4.200
3.40 3.80 2.80 4.70
3 50.0 83 70.9
3 50.0 34 29.1
ILD PS 2
ILD
65 ILD
CT
ILD
ILD ILD
ILD
ILD
ILD 6 ILD 3
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day8 2 day 13 1 ILD
X
3/6 ILD
ILD
2
BR.21
481/485 96.2% 233/242
62.3% 302/485
JO16564 JO16565
Grade 3 JO16564
32/62 JO18396 41.3% 19/46
BR.21 JO16565
10%
4
5% 25/485 2% 4/242
17.7% 11/62 8.7% 4/46
25 7
ALT
1
JO18396
BR.21
62 Oriental
28 214

87.1% 84.4%
9.7% 8.3%
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40.0% 6/15

Grade 3

4
99.2%
58.3% 141/242
JO16565 51.6%
BR.21 JO18396
BR.21
BR.21
JO16565 JO18396
BR.21
JO16565
ILD
CRF RACE Oriental
423
100% 99.1%

33.9% 34.0%



ILD

77
43
3 ILD
ILD
248-002 6
4 1
BR.21 75% 363/485
17% 40/242 Grade 2
9% 42/485 Grade 3
8 1 113 1%
71485 10% 48/485
JO16565 JO18396 98% 61/62 98% 45/46
Grade 3 2 3 6.0
1 22 6.0 2 23
1.6% 2.2% 1 15% 9/62 9% 4/46
24% 15/62 13 6/46
2

7



EGFR

52.9% 50.4%

Eur J Cancer 2007: 43: 845-851 J Am Acad Dermatol 2006: 55: 657-670

248-004 200mg/ DLT
A248-1007 56% 32/57
14 1 420
BR.21
54% 261/485 18% 44/242
Grade 3 6% 29/485 0.8% 2/242
12 12 420
19 1 202 BR.21
5/261 2%
JO16564 DLT
11/15 73.3% 30
2 165 JO16565 JO18396 74%
46/62 70% 32/46 Grade 3
3 4.8% 0 JO16565 JO18396
7 1 140 6 1 30
Grade 3
JO15656 74% JO18396 70%
BR.21 54%
A3’ 4.3
BR.21 24% 117/485 17% 42/242

IR GR A IR A | R X % 72
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7%
BR.21

JO16565

6 9.7%

JO18396
2.2%

2.8

15%
2%
1% 2%
27
48% 11/23
International Normalized Ratio INR
62 9 14.5%
Grade 2
DIC
46 5 10.9%
Grade 2
INR
INR
INR
Grade 3
INR
INR
UDP glucuronosyltransferase
6 248-002
2.4 4 ALT
2l B
o0 0 N
BR.21 JO16565 JO18396
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14%

1%

15
31%
4

INR
4/13

7 11.3%
1 1.6%

DIC

1

JO16565 JO18396

NSAIDs

200mg 1

AST 15



BR.21 * JO16565 JO18396
485 242 62 46
% % % %
3 <1% 6 2% 2 32% 0 0%
Grade3 1 <1% 4 2% 2 32% 0 0%
AST 19 30.6% 18 39.1%
Grade3 AST 0 0% 3 6.5%
ALT 108 22% 27% ! 37 15% 18% | 23 37.1% 17 37.0%
Grade3 ALT 0 0% 0% ' 1 <1% <1% ™ 2 32% 4 87%
95 20% 24% ! 10 4% 5% | 24 38.7% 27 58.7%
Grade3 1 <1%,<1% | 0 0% 0% T 1 1.6% 0 0%
y-GTP 15 24.2% 11 23.9%
Grade3 y-GTP 0 0% 2 43% *
ALP 15 24.2% 16 34.8%
Grade3 ALP 2 32% 1 22%
2 <1% 0 0% 2 32% 3 6.5%
2 <1% 0 0% 5 81% 6 13.0%
1 <1% 0 0% 2 32% 2 43%
* BR.21 Gradel 1
<1% AST Gradel 1 <1% ALT Gradel 1 <1% y-GTP Grade3 1
<1% ALP Gradel Grade2 1 2 <1% AST Grade2
1 <1%
f 2 Grade
: Grade3
JO18396 B3’
B3* 54 38
AST 1410I1U/L Grade4 ALT 25391U/L Grade4 LDH 936 IU/L
y-GTP 100 IU/L Grade 1 1.4mg/dL Grade 1
Grade 3
AST ALT
EGF Hand Exp Pharmacol 1990; 95: 69-171
Acta Ophthalmologica 1992; 70 suppl 202: 60-66
BR.21 27% 131/485
9% 21/242 Grade 3 1.0% 5/485

AR IR B & T2
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0.4% 1/242

JO16564 5/15 100mg  3/6 150mg  2/6
100mg 1/6 150mg
1/6 Grade 1
JO16565 31/62 50.0% 46 Gradel 41.9%
Grade2 65% Grade3 1.6% 7 11.3%
Grade 1: 9.7% Grade 3: 1.6% 5 8.1% Grade 1 1 1.6%
Grade 2 9 145% Grade112.9% Grade?2 1.6% 1
JO16565
2 /
1
JO18396 16/46 34.8% 22 Grade
1 26.1% Grade2 8.7% Grade3 0%
3/46 6.5% 2/46 4.3% 7146 15.2%
1/46
2.2%
JO16565
66,842 2
BO16411
JO16565
7 58 12 524 5 124 58 397
JO16564
5 33.3% 2 13.3%
Grade 1
JO16565
31 50.0% 46 Gradel 41.9%
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Grade2 6.5% Grade3 1.6% 7 11.3%
5 8.1% 1 1.6% JO16564
Grade 3
4
BR.21 34.3 9.7 57.6
JO16565 39.7 95%ClI [29.0, 60.3 ]
JO16564 JO17134
3 305 360 527
Grade 2
250
1,600mg/ 1 248-005 MTD
200mg 1 2 248-002
6 4
A3’
GEM
BO17706
60 100mg 1 2 day 3
day 4 Day 6
day 14 0.9mg/dL

HTSRGRE HRARIRE (C E X R % T
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in vitro hERG

HER2

EGFR

6

QTc
Fridericia Bazett
BR.21 3.3% 16/485
17.5%

1/485

10/57
0.2% Grade3

7.0% 4/57

JO16565 62 5 7

Grade 3 1

JO18396

1 Grade 3

GEM

05122989
CDDP/GEM
NSCLC
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3.1

HER4
QTc
6 7
NP16793
QT/QTc
7 152
QTc
4.1% 10/242 A248-1007
BR.21
1.2% 3/242 A248-1007
Grade 3
2 2 Grade
NSCLC
B/ NSCLC
BO16411 CBDCA/PTX



NSCLC

National Comprehensive Cancer Network NCCN

clinical practice guideline version 1. 2007 PSO0 2
PSO 2
PS 3 best supportive care PS 3
EBM 2005
2 J Clin Oncol 2000; 18: 2354-2362 J Clin Oncol 2000; 18:
2095-2103
EGFR
C
BR.21
BR.21
BR.21
HR
MST [95% ClI] MST [95% CI] [95% CI]
1 243 | 6.28 [5.36, 8.18] 121 | 5.45[4.01, 7.62] 0.76 [0.60, 0.98]
2 245 | 6.80 [4.96, 8.02] 122 | 4.62[3.65, 5.88] 0.75 [0.60, 0.96]
BR.21
HR
MST [95% ClI] MST [95% ClI] [95% Cl]
177 | 7.20 [5.09, 9.43] 90 | 4.67[3.55,7.06] | 0.74[0.56,0.99]
311 | 6.11[5.22,7.79] 153 | 4.96[4.01,6.70] | 0.78 [0.63, 0.97]
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NSCLC

NSCLC
0S
BO18602
NSCLC
3 EGFR
EGFR
EGFR
EGFR
EGFR
BR.21 BR.21 104
EGFR
HR  0.68 95% CI[0.49,0.94] 0.93 95% CI [0.63, 1.36]
0.77 95%CI [0.61, 0.98] EGFR
IHC  PCR  FISH EGFR
EGFR
BR.21 EGFR
43 BR.21
EGFR
EGFR 78 74 EGFR
EGFR
4
NSCLC EGFR
BO18192
EGFR 0S BO18602
43
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4 PS

NCCN clinical practice guideline version 1. 2007 BR.21
NSCLC PS 3

BR.21 NSCLC

PS 3

PS3 0S
PS 3
PS3
ECOG PS 3 BR.21
[95% CI] [95%Cl]
2 ’1 HR [95%ClI]
MST 1.91 [1.31,3.58] |3.12 [1.48,3.65] | 0.76 [0.44, 1.32]

6.86 [5.43,829] | 671 [5.14,8.14] | 0.67[0.38,1.16]

PS 3
BR.21
30 69% 48%
20/21
95.2% PS3
PS 3 BR.21
42 21
% %

Patients with at least one AE 41 98 19 90
Patients with at least one treatment-related AE 26 62 5 24
AEs Regardless of Causality by worst severity

Grade 1 0 0 0 0

Grade 2 6 14 1 5

Grade 3 17 40 13 62

Grade 4 18 43 5 24
Treatment —Related AEs by worst severity

Grade 1 11 26 0 0

Grade 2 11 26 3 14

Grade 3 3 7 2 10

Grade 4 1 2 0 0
Patients with at least one SAE 21 50 6 29
Patients with at least one treatment-related SAE 3 7 0 0
Patients who discontinued study due to AEs 4 10 0 0
Patients who died on treatment or within 30 days 29 69 10 48
Patients who died due to a treatment-related AE 0 0 0 0

PS
MST PS 3
PS 3
PS 3
PS 3
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PS 3

5
4.3
NSCLC BR.21
1
PSO 2 3 EGFR
NSCLC
PS
BR.21
34/488 7.0% 19/243 7.8%
BR.21
4.3 JO16565
NSCLC
0SI12298g BO16411
BR.21
6
150mg
1 1
1 50mg
1
150mg 1 1
BR.21 1
150mg
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25mg 100mg 150mg JO16565 BR.21
A248-1007
100mg/ 2 50mg/ 2
JO16565
BR.21 100mg/ 50mg/
3 25mg ! 2 50mg 1 100mg 0 150mg +1 200mg
A248-1007
150mg 4 200mg
' I
BR.21 JO16565
1 50mg
50mg
JO16565 A248-1007
JO16565 BR.21 A248-1007
Grade
2 21
(
Grade 2
Grade
Grade 1 1
1
1
Grade3
1
1
25mg/
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150mg/
4
200mg/
1
Gradel 2
Grade 1
1
1)
1
Grade 2 Grade 1 Grade 3
1
Grade2 1
1
Gradel
1
Grade3 Grade 1
1
Gradel Grade 1
1
Gradel
1
Grade 2
Gradel
Gradel
1
Grade 3
100mg/
1 Grade 2 Grade 2
Grade 1 1
JO16565 48.4% 30/62 22.6% 14/62

17.7% 11/62
30.3% 147/485

BR.21

8.7% 42/485
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BR.21 Grade 3
Grade 2
Grade 3 Grade 1
1
JO16565 325 4 203 BR.21 28 3 198
JO16565 39.0 14 210 BR.21 42
14 253 2 JO16565 148.5 110 187
BR.21 114 30 216 JO16565
62.0 11 244 BR.21 27 8 317 2
JO16565 BR.21
2 1
JO16565 BR.21 50mg
2 20 19
BR.21 1 1 50mg 50mg/ 87
2 459 SD 16 50mg
100 3 CR1 SD 2
1 50mg
50mg
50mg
BR.21 488 JO16565 60
50mg % 19 3.9% 2 3.3%
CR 2 0
PR 4 2
SD 10 0
PD 2 0
1 0
50mg 87 30 218 110 187
S0mg 25mg 87 2 459 206+ 204
36.29 4.14 64.86 4457+  39.71
1 50mg
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NSCLC 2
CBDCA/PTX CDDP/GEM
NSCLC
0S12298g BO16411
CBDCA/PTX CDDP/GEM
540 539 586 586
MST [95%CI] 319 [285, 344] 324 [288,381] | 309 [282,343] | 301 [274, 315]
HR [95%Cl] 0.995 [0.86, 1.16] 1.06 [0.90, 1.23]
p log-rank 0.9517 0.4863
NSCLC

Cancer Res 2005; 65: 3328-3335 Clin Cancer Res 2006;
12: 2264-2271 2002; 8: 3250-3258

J Clin Oncol 2005; 23: 16S(suppl); 7113 ILD
7
ILD
ILD
ILD
ILD
BR.21
NSCLC
EGFR
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BR.21
B / NSCLC 4
EGFR
B0O18192 SATURN 1,700
854 2008 4
- BO18192 SATURN
NSCLC
B0O18602 TITAN
648 2009 4
250 2007 7
]
BO18279
EGFR
Int J Cancer 2006; 118: 257-262
B0O18279
ILD
JO18396 123
4.9% ILD
ILD
3,000
ILD
ILD
ILD
ILD
3,000
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1,700

BO18279

ILD

MERIT

3,000



ILD

shingi/2006/07/s0706-2.html
1,736 2006 1 3
179
240
517
250
16 8
1 6 12

EDC electronic data capture

3,000

http://www.mhlw.go.jp/

ILD
2006 3
2,100
1,700
ILD
600
2006 8 24
1000
617
615
3 CRF
CRF

ILD
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8,400



4.4

1 JO16564
1 Grade 3
6 100mg
Grade 5 68
8 7
26
10 13
NOS 11 73.3% 11
2
AST ALT y-GTP
Grade 1 2 1
2 5 Grade 1
2 JO17134
3 42 30
Grade 3 Grade 3 1
JO16564
Grade 2 Grade 1
3 NSCLC JO16565
67 62 961
61 98.4% 50 80.6% 46
45 72.6% C- 27 43.5% 24
23 37.1% 23 37.1% 20 32.3%
18 29.0% 17
16 25.8% Grade 3 32

3%

94

19

v-GTP

NSCLC

86.7%
73.3%

74.2%
38.7%
30.6%
27.4%
88 51.6%
4 6.5%



ILD C- 3 4.8%
2 3.2% Grade 5
6 7 9.7% 2
1
11 17.7%
10 16.1%
ILD
ILD 1 1 4 6.5%
4 3
ILD 1
4 NSCLC JO18396
46 46 615
45 97.8% 32 69.6% 30 65.2%
27 58.7% 21 45.7% 18 39.1% C-
17 37.0% 15 32.6%
14 30.4% Y-
12 26.1% 11 23.9%
10 21.7%
Grade 3 19 41 41.3%
4 8.7%
3 6.5%
2 4.3% Y-
1 2.2%
Grade 5 2 2 4.3%
1
4 8.7%
3 6.5%
ILD
32
60 8
73
ILD
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5
1
mg/dL
15
6
2
2
ALT AST
7
Grade 4
4
8
2
5/12
9

3/12

248-006
1
2
1 1 15
1 1
6
NP16584
6 2
6 14 21
Grade 3 y-GTP Grade 2
NP16787
3 1 1
Grade 2 9/22
4
150 342
NP16638
24
1 4/12 2 5/12
6/12 1/12
1 8
NP16612
30 25mg 2 /
25mg 2 /
4

15

96

ILD

28

2/6

1.3

22



10 0SI2716g
62
NOS 1 150mg 1
11 248-004
56 51 91.1% 1 56 29 51.8%
1
92.9% 52/56 1
1 89.3% 50/56
1 4
1 T4
200mg 3 DLT 1
150mg 150mg 32 3 9.4% DLT
1
56 1 27 48.2% 1
2 1
1
12 NSCLC A248-1007
1 57 1
Grade 3 36/57 63.2% 3
5% Grade 3 4 Grade3 12% Grade4 5%
Grade 3 7% Grade 3 7% Grade 3 7% Grade 3 7%
Grade 3 5% Grade 3 5% Grade3 5% Grade
3 5% Grade4 7%
Grade 2 38 67% 20%
67% NOS 56% 35% NOS 35% 28%
25% NOS 23% 21% 21% Grade 3
4 17 2 4%
Grade 4
5/57 8.8% 3/57 5.3%
c3’ Grade 1 D3’ Grade 2 E3’
Grade 1
13 NSCLC BR.21
1 727 485
242 481/485 99.2% 233/242
95.9% Grade 3 302/485 62.3%
141/242 58.3% 94/485
19.4%  4/242 1.7% 300/485 61.9%  120/242 49.6%
14 48

IR GR A IR A | R X % 7
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99% 15 3.1%
50% 363/485 75%
54% 250/485 52% 30
10%
485 % 242 %
MedDRA Grade3 Grade3
481 99 302 62 233 96 141 58
379 78 45 9 58 24 1 <1
363 75 42 9 40 17 0 0
61 13 2 <1 12 5 0 0
60 12 0 0 9 4 0 O
358 74 77 16 121 50 14 6
261 54 29 6 44 18 2 <1
158 33 14 3 59 24 4 2
113 23 1 2 47 19 4 2
83 17 4 <1 8 3 0 0
68 14 7 1 35 14 2 <1
52 11 1 2 17 7 4 2
322 66 106 22 154 64 64 26
250 52 86 18 108 45 49 20
83 17 21 4 53 22 15 6
319 66 148 31 149 62 69 29
198 41 134 28 84 35 63 26
159 33 18 4 70 29 6 2
72 15 7 1 33 14 4 2
265 55 61 13 100 41 20 8
250 52 43 9 93 38 12 5
175 36 42 9 78 32 24 10
85 18 6 1 38 16 6 2
49 10 15 3 23 10 5 2
166 34 32 7 91 38 28 12
51 11 16 3 29 12 15 6
157 32 43 9 49 20 13 5
116 24 20 4 37 15 5 2
131 27 5 1 21 9 1 <1
57 12 3 <1 5 2 1 <1
56 12 0 0 8 3 0 0
411/485 84.7%  123/242 50.8% Grade 3
114/485 235% 14/121 11.6% 30%
354/485 73% 225/485 46%
5%
485 % 242 %
MedDRA Grade 3 Grade 3
411 85 114 24 123 51 14 6
365 75 43 9 47 19 0 0
354 73 41 8 36 15 0 O
55 11 1 <1 10 4 0 O
54 11 0 8 3 0 0
285 59 43 9 63 26 4 2
225 46 25 5 33 14 1 <1
104 21 10 2 28 12 1 <1
68 14 4 <1 5 2 0 0
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66 14 8 2 18 7 2 <1
108 22 4 <1 14 6 0 0
51 11 3 <1 4 2 0 0
49 10 0 0 8 3 0 0
99 20 16 3 33 14 4 2
90 19 9 2 31 13 2 <1
93 19 15 3 24 10 2 <1
78 16 14 3 18 7 2 <1
44 9 8 2 10 4 1 <1
15 5 2 <1 7 3 1 <1
6 4 2 ILD
lung infiltration 3
pneumonitis 3 2 1
8 8
55 ILD
14 NSCLC 0S12298g TRIBUTE
1,079 539 540
164/209 99.5% 207/208 99.5%
Grade 3 164/209 78.4% 157/208 45.5%
75%
69%
40% 17%
70% 34%
66% 19%
38% 33%
28% 21% 13% 7%
9% 5%
251/526 47.7% 230/533 43.2%
5% NOS 27/526 5.1%
9/533 1.7% NOS 29/526 5.5%
26/533 4.9%
15 NSCLC BO16411 TALENT
1,159 580 579
568/580 98% 559/579 97%
523/580 90.2% 3,275 473/579 81.7% 2,551
75%
69%
17% 70%
34%
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66% 19%

38% 33%
28% 21% 13% 7%
9% 5% Grade 3
7% 72%
343/580 59% 337/579 58%
2771280 48% 268/579 46% 64/580 11%
68/579 12%
16 PA.3
/ GEM 1 562 100mg 259
256 150mg 23 24
100mg
99% 97% 150mg 100%
Grade 3 100mg 70% 64%
150mg 83% 75%
100mg 69% 30% 150mg
87% 13% 100mg 48% 36% 150mg
83% 46% 150mg 100mg
100mg 5%
150mg
10%
100mg 100 16% 10% 150mg
3 13% 4 17%
100mg 2 3 PD
2 1
GEM 1
2% 0%
100mg 10%
5% 9%
13%
8 7 2.5% 1 0.4% ILD
3 2
4
INR
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INR 100mg
5%

INR 4
4% 7 3% INR 6
4 2
Grade 3 Grade 4
100mg 18%
Grade 3 4% 150mg
13% Grade 3 1
100mg
39% 25%
150mg
Grade 3
17
4 1
3
Grade 2
1
18
200 69
19
1 34
71% 59% 59%
32% Grade 2
4 1 11
18 53% 2
9% Graded4 3% 12% Grade3 9%

12% Grade3 6% Grade4 3% Grade
3% 6% Grade 3
Grade 3 6% Grade 3 4
3%
2 Grade 4

Grade 2
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INR
100mg 11
150mg
13% INR
1 6
Grade 3 6% 7%
35% Grade 3
10% 150mg
100mg
DMS-D0003
2 Grade 3
2
Grade 1
0S12288g
A248-101
47% 41% 32%
12 Grade 3
15% Grade 3
12% Grade 3
3% 6% Grade 3 4
Grade 3 4 3% 6%
3% 1
Grade 2
1 Grade 4



1 Grade 3

6 30 6
20 A248-1003
1 115 114 99% 1
Grade 2 34 30% Grade 3 1
50 43% Grade 4 1 30 26%
20% 62% 32% 29%
20% Grade 3 8 7% 4
3% 3 3% 2
2%
ALT
1 1% Grade 4 2 2%
1 1%
8 2 73 12 1 174
Grade 2
2002 4 3 7 6%
Grade 3 Grade 3 Grade 3 Grade
4 Grade 2 Grade 3 Grade 2 Grade
3 Grade 3 1 3
Grade 3 Grade 2 Grade 3 Grade 2 Grade 3
27 23% 30
25/27 93% PD 1
81 70%
7 6%
21 A248-1006
9 1 3
7 6 5 4
3 2 7 6
5 4 3 2 Grade 3
Grade 4
Grade 3 AST
1 1 4
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22 DTX OSI-774-151

1 26
7% 69% 46% 11 46%
81%
7% 65% 58% 42% 35%
31%
7% 69% 42%
38% 35%
62% 50% 42% 35% 31%
30 3 12%
13 50% 1
10 38%
No. F3* No.G3"
No. 13" No. K3
No. F3* H3' L3 M3' P3* Q3 1 No. 13" 33
2 7 1 Grade 4
23 OSI-774-152
1 21
30% 67% 57% 52% 43% 43%
43% 33% 33% Grade 3 4
3 21
52% 43%
43% 33%
8 16 2 30
1 1
1
No.w1"
No.y1" No.B2" X3’ No.x3"
8 38%
Grade 2 Grade3 ALT 3 1 Grade 2 3
AST 3 2 9 Grade 2
Grade 3 4 3 1 PT/ INR
6 29%
3 PT INR
24 CBDCA/PTX OSI-774-153

PR AR I B & % 72

103



95% 85% 70% 60% 50%
45% 40%
35% Grade 3
90% 45% 30% 15%
1
90% 60% 45% 40% 35%
45% 30%
10%
30 4 20% 1
3 10 50%
1 4 20%
No.m2" 2
No. 02" No. 12 No. 02
u2’ 1 PTX/CBDCA
4
Grade 3 Grade 4 5% 1
Grade 3
55% 95% Grade 2 Grade 3 15% 3
20% 4 2 ALT/AST
Grade 3 4
Grade 2 Grade 3
1 CBDCA/PTX
25 CDDP/GEM OSI-774-154
1 25 1
88% 76% 56% NOS 52% 48%
48% 17 68% Grade 3
6 24%
Grade 4 24
1 84%
52% NOS 48% 44% NOS 36% 6 24%
Grade 3
1 4% Grade 4
CDDP/GEM
15 60% 2 8%
3 2
5 20% Grade 2 Grade 3 2 3
2
Grade 3 6 Grade 3 Grade 4

P AR AR I (X 72
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6 2 Grade 3 Grade 4 9 2
Grade 3 Grade 4 7 4 Grade 2
Grade 2 5 3
1 Grade 3 INR
INR PT 25.2
PT Grade 3
Grade 3 1 Grade 3 1
26 /IDTX BO16450
24 1
/
100mg/ 825mg/m?> 1 2 DTX 75mg/m®> 3 6
4 DLT Grade2 2
ALT
27 /SFU/LVICPT-11+
0SI12520g
1 100mg/ 150mg/m?/ 200mg/m?/5-FU  bolus
320mg/m? infusion 480mg/m? 6 6 2
Grade 3 Grade 3 IFL
28 248-005
1 28 1 14
50% 1 60.7%
50% 42.9%
60.7% 46.4% 42.9% 1,200mg
3 1,600mg 1
DLT
24 85.7% 1
2 7.1%
30
5 17.9% 3 10.7%
Grade 3
Grade2 ALT Grade 3
1
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29 248-001
300mg
1,000mg
1,000mg
1
2 1 10mg
3 NAG
5 1
30 248-002
200mg 1 2 6
4 1
2 1
4 5 6
5
6
1 1
2.4 4/6
AST/ALT 15 2.8
3 ALT 7.1
NAG B2M
31 NP17154
50
3 ECG 1
32 OSI-774-103
32 150mg 10
7 300mg 11 3 8
3
Grade 2
1 Grade 0 Grade 2
1
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300mg

14

AST

ECG



33 QTc
2
2
34
36
35
18
36
100mg
2
2 3
2
5

35

12

30

NP16793
6 / 4
7 4
1 100 4
1
150mg QTc Fridericia
1 7
QTc 30msec QTc
ECG T U
CYP3A4 NP17536
1
22 21
Grade 2 10
4
OSI-774-105
7
2
3
1 1
BP20045
100mg 28 18 25 2
CPFX 750mg 1 2 6 24 11 16
4 1 2 2
1 1 2 1
4 1
1 2
7 16 1 5

CPK
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37 BP20046

24 1 150mg 12 17 2
150mg 40mg 1 1 7 12 16
1
2 1 2

1
1
2 GCP

CTD 5.35.2-2 GCP
GCP 22 2 6 7
- EGFR

ILD
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18
1.
1
BO16411 08122989
NSCLC
BR.21
2 EGFR
BR.21
HR
BR.21
EGFR
EGFR

25mg

19 7 18
100mg 150mg
14
1
19 5 8
1 1
NSCLC
BR.21
BO16411 0SI12298g
NSCLC
EGFR
EGFR
1.0 BR.21 EGFR
336/488 68.9% 157/243 64.6%
EGFR
EGFR
EGFR
EGFR
BR.21 EGFR
EGFR
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BR.21 EGFR
EGFR
2.
NSCLC
NSCLC
BR.21
1
2
3. ILD
BR.21 TALENT TRIBUTE PA.3
JO16564 JO17134 JO16565 JO18396 JO18682
2007 7 10 ILD
ILD
day 1 28 day29 56 | day57 84 | day85
123 3 1 0 2
48571 2 1 7
BR.21 242 1 0 1 1
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TALENT 580 0 0 0 5
579 1 1 0 5

TRIBUTE* 209 0 1 0 1
Intensive Safety
Population AE 208 0 0 1 3
TRIBUTE* 526 2 1 0 2
Safety Population

SAE 533 0 0 1 0
PAS 282 0 6 2 2

' 280 0 1 0 0
* TRIBUTE Intensive Safety Population Grade
t 1

ILD
4.9% 6/123 BR.21 2.7% 13/485 ILD
ILD
ILD
ILD
ILD
ILD
ILD ILD
ILD
ILD
ILD
ILD
ILD
JO16564 JO17134 NSCLC




JO16565 JO18396 4 ILD 4.9 6/123
JO16565 JO18396 JO18682
2007 7 10 ILD /
J020302 JO20302
JO21097 2007 7 10 JO20302 73 1
2 ILD JO21097
ILD
v3 |77 day 7 7
1020302 z3" | 60 day 25 24
4,
1 1
1 2 1 1
150mg 1
2 1 1
5.
1
1
ILD
ILD
KL-6 LDH SP-A SP-D
ILD
ILD
ILD
ILD
ILD
ILD
ILD
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95%

7.4%

NSCLC

EGFR

BO18279
2007

NSCLC

113

ILD

ILD
8 ILD 6.5%
ILD
1000 1
6
ILD
8400
B0O18602
2007 7 25
Roche
ILD



1
MST 2.22 122 MST 4.24 202
EGFR EGFR
EGFR
EGFR MST MST
3.01 6 3.32 15
EGFR
2.04 18 3.52 43
Exonl9 4,96 3 3.32 11
Exon21 L858R 1.87 21 3.52 47
EGFR EGFR
EGFR
PS
PS
0,1 60 49% 137 68%
2,3 62 51% 65 32%
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F.Hoffmann-La Roche

ILD

5 2005 7

100mg/4mL 400mg/16mL

EGFR
NSCLC
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150mg
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1 50mg
2
3 AUC
1 2
1
1
1 QOL 1 p67
BR.21 QOL
QOL QOL
1
QoL
QOL BR.21
2 1 p70
N Eng J Med 2005; 353: 123-132
HR 95%Cl " | p HR 95% ClI p
488 0.7 06,09 0.001 0.7 0.6,0.9 0.002
243
60 332 0.8 0.6,1.0 0.04 NI
60 399 0.8 06,10 0.02
475 0.8 06,09 0.01 NI
256 0.8 06,11 0.13
365 0.7 06,09 0.008 0.8 0.6,0.9 0.004
366 0.8 0.6,1.0 0.07
0 1 486 0.7 06,09 0.003 NA
PS 2 182 0.8 05,11 0.11
3 63 0.8 04,13 0.33
CR PR 292 0.7 05,09 0.004 NA
SD 287 0.8 06,11 0.18
PD 152 0.9 06,12 039
1 364 0.8 06,10 0.03 NA
2 3 367 0.8 0.6,1.0 0.02
678 0.7 0.6,0.9 <0.001 NA
53 14 07,27 0.30
EGFR 184 0.7 05,09 0.02 NA
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141 09 06,14 0.70
406 0.8 0.6,1.0 0.03
/ 545 09 07,11 0.14
146 04 03,06 <0.001 0.8 0.6,1.0 0.048
40 1.1 05,22 0.80 1.0 07,15 0.89
91 0.6 04,10 0.06 0.7 05,09 0.01
640 0.8 0.7,0.9 0.01
NI: not included in the final model
NA: not applicable as a stratification factor
* HR Cox model
e HR  Cox
*k*k p
EGFR
Cox
Cox
p p HR 95%CI
0.002 <0.001 0.73 0.61,0.87
PS
2,3 0,1 <0.001 <0.001 1.67 1.40,2.01
SD CRorPR 0.069 0.709 0.96 0.80, 1.16
PD CRorPR <0.001 0.016 1.34 1.06,1.70
0.407 0.026 144 1.04,1.98
/ <0.001 <0.001 155 1.23,1.94
0.557 0.184 1.31 0.88,1.96
<0.001 0.051 1.21 1.00,1.48
0.476 0.934 0.99 0.79,1.24
6
5-10% <5% <0.001 <0.001 162 1.31,2.01
>10% <5% <0.001 <0.001 221 1.70,2.87
<5% 0.173 0.747 1.07 071,161
6-12 <6 0.024 0.789 1.04 0.79,1.36
>12 <6 <0.001 0.079 0.79 0.60, 1.03
2 3 1 0.497 0.144
0.828 0.250
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0.810 0.364
EGFR
0.749 0.520
0.128 0.809
EGFR > 0.065 0.212
0.043 0.740
65 65 0.706 0.929
Cox
p p HR 95%ClI
0.002 <0.001 0.73 0.62,0.87
<0.001 0.041 133 1.01,1.74
PS
2,3 01 <0.001 <0.001 1.66 1.38,1.99
SD CRorPR 0.069 0.619 0.95 0.79,1.15
PD CRorPR <0.001 0.019 1.33 1.05,1.69
0.407 0.035 141 1.02,1.94
/ <0.001 0.001 1.49 1.19,1.87
0.557 0.277 1.25 0.84,1.87
<0.001 0.048 1.22 1.00,1.48
0.476 0.957 1.01 0.80,1.26
6
5-10% <5% <0.001 <0.001 158 1.28,1.96
>10% <5% <0.001 <0.001 217 167,282
<5% 0.173 0.567 1.13 0.75,1.70
6-12 <6 0.024 0.740 1.05 0.80,1.38
>12 <6 <0.001 0.083 0.79 0.60, 1.03
2 3 1 0.497 0.174
0.828 0.196
0.810 0.568
EGFR
0.749 0.678
0.128 0.585
EGFR > 0.065 0.202
0.043 0.654
65 65 0.706 0.935
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HR

1
3 1 p79
CYP450
in vitro
0 15 8.0pg/mL 7.4ug/mL
98.3 98.3 98.5%
CYP450
S CYP2C9
1 32
S 1/5 R CYP1A2 3A4
CYP3A4 0OSI-420 CYP1A2 3A4
3.2 R
INR R
R INR
4 1 p82
JO16565
JO16564
JO16565 JO18396
13 JO16565 8
JO18396 5
1
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9 1 3 6 3 6
17 6.8umol/L  2,756ng/mL 6.8umol/L  2,675ng/mL
17 7.0umol/L  2,675ng/mL 7.0umol/L  2,754ng/mL
21 9
250
41 6718ng h/mL  689ng/mL 6718ng h/mL  689ng/mL
34.8ng/mL 34.8ng/mL
248-005 248-005
25 100mg 3 1 100 1600mg// 1 8 15 4
50 200mgday 1 day4 24 1
150mg
208-002 208-002
200mg 1 1 2 3 30 200mgl 1 1 18
52 200mgl 2 4 17 30
OSI-774-105 OSI-774-105
150mg + 150mg 1 450mg 15
600mg 8 18
BP20046 BP20046
100mg + 150mg 1 15
40mg 11 17
57 HR 1.06 p=0.4883 log-rank HR 1.06 p=0.4863 log-rank
57 2771280 48% 277/580 48%
58 NOS NOS
59 17 2003 6 11 2003 7 11
60
2/280 2% 2/282 2%
61 |8 20l T W 2l B W
61 15 11 17 11
68 4
71 9
71
1 143 1 243
1 20 1 16
73 8 2.3% 6/268 2.3% 6/258
73 ILD
6
50% 55
74 3 2 CT
76 1 day8 2 day 13 1 day 7 day8 day13 1
78 23 30 2 165 15 2 78

121



80 12
Grade 3
85 13 | EGFR 78 74 EGFR 127 111
85 5 EGFR EGFR
94 18 8 7
24 6 67 62
95 22 C- C-
17 37.0% 17 37.0%
96 4 25mg 2 / 100mg 2 /
97 5 233/242 95.9% 233/242 96.2%
98 2 14/121 11.6% 14/242 8.6%
98 1
99 2 lung infiltration 3 lung infiltration 3
2 1
99 4 8 8 8 8
55 ILD
ILD
99 9 526 533
99 11 164/209 99.5% 208/209 99.5%
99 12 Grade 3 164/209  78.4% | Grade 3 164/209  78.5%
157/208 45.5% 157/208 75.5%
99 13 75% 90.0%
69% 82.2%
99 14
40% 17% 3.8% 1.1%
0.8% 0%
70% 34%
0.6% 0%
66%
19% 14.3% 3.0%
22.4%
38% 33% 1.5%
28%
21%
13% 7% 8.6% 2.4%
9% 5%
99 3 17% 40% 17%
99 15 5 25 5
100 |7 2771280  48% 277/580  48%
100 10 2 2
103 |22 21 21 20
105 6 PT Grade 3 PT 1
Grade 3 3
105 |8 1 3
105 |14 100mg/ 825mg/m> 1 2 100mg/ 1000mg/m? 1
DTX 75mg/m? 2 14 DTX 75mg/m?
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105 21 6 216 2
Grade 3 Grade 3
Grade 3 Grade 3
p22
ILD
ILD ILD ILD
*
Jo16564 | A* | 68 1850 1 |7 day8 | HP day 26
# day 145
JO16565 C 67 day 103 day 84 COP
B” 75 40 <16 640 day 52 day 52 EP
Jo16565 | D" | 39 day 85 day 86 | COP
F | 69 20 <50 1,000 | day13 day 13
# day 73
JO18396 E 60 80 ><38 3,040 day 8 day 8 COP
* EP Eosinophilic Pneumonia HP  Hypersensitivity Pneumonia COP Cryptogenic
Organizing Pneumonia
1
ILD
ILD ILD
*
Jo16564 | A" | 68 1850 ' |day7 8 HP day 34
“ day 145
JO16565 C 67 day 103 84 COP
B” 75 40 >=<16 640 day 52 52 EP
JO16565 D" 39 day 85 86 COP
F |69 20 ><50 1,000 | day13 13
JO18396 = 60 80 ><38 3,040 day 8 8 COoP day 73
* EP Eosinophilic Pneumonia HP  Hypersensitivity Pneumonia COP Cryptogenic

Organizing Pneumonia
1

P AR AR I (B &z 72
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