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EGFRABSRVINHIZK & AN 257K E

SFIKF: EGFREEEHH] 62nM ( 25ng/ml)  100%#) ]
HREKF: EGFRECETHIH] 250nM (100ng/ml) 100%#i

JLikE BRENEREASMZIE (150mg Qd) : 2500nM > (1000ng/ml)
Brg R E ARSI E (125mg Tid) : 2500nM> (1000ng/ml)
HIEEBRRE AN ARSLZHE (300mg Qd) : 750nM _{300ng/ml)

MZRESHYRIRRZLEER, FBEMAREIERM, A LEAHIER'

ABBRIHMZSREC:EERFIEN150mg, REHBH375mg, SEERH
1000mg

http://www.365heart.com/show/18112.shtml
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[Ei&& R R ReL? =IEE RS
wAHE 150mg qd 125mg tid 250mg qd
IR UERTE) (7)NAT) 4 0.5-4 3-7

ERHA (/NBY) 36.2 6 41-48
/&K E (ng/ml) 1737/ 2050/ 378/330
IRFRZSEL[E] (K) I&: 7-11 7-10
MIZEBLEE (%) 93 98.5 90
E AN 7 7 B
FERGFIER CYP3A4 CYP2C19/CYP3A4 SUIFEs.

[CRERFERMEREERN6E, SRINFERAE—R, KRBREXTHRA=X.

HEFFET, CRBRABTRESTERRHAB HUTREER, aRRELES.
KRB RIEARERNK, MAREFRE

1. Zhejiang Beta Pharma Data on file.

2. MIMS annual FEZ&FMEH] FERR 2011/2012 FE 154,

3. Ranson M, et al. Journal of Clinical Oncology 2002; 20(9):2240-2250.
4. Hidalgo M, et al. Journal of Clinical Oncology 2001; 19(137-3279.
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Pharmacokinetic parameters of the individual tyrosine kinase inhibitors.

—

Name F(%) Protein binding (%) max (1) tip(h)  AUG .4 (ngh/mL) Vu/F(L) Cl{F (L/h) Cirougn (ng/mL)  Reference

18 40.1 295 118 1215.8 [1526,34)

48 1400 35.7 60 [36,39,153]
36.2 232 53 1168 (40,41

25-48 : Unknown  Unknown  Unknown (4647

40-60 1.11 2230 34-62 44 (4993

3-5 Unknown 2505 Unknown  Unknown [51]

24 14.3-36.2 >2200 Unknown 300 [53,79,154,155]

17 36.0 579 29.1 900.2 [57,156]

Imatink L 95
Gefitinib 60 91
Erlotinib 60-100 93
mown|  ~99.5
Sunitinib Unknown ~95
Dasatinib  Unknown ~96
Lapatinib  Unknown  >99
Nilotinib Unknown  ~98
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Abbreviations: F, absolute bioavailability; T, time to peak concentration; t; , elimination half life; AUC, area under the concentration-time curve; V4/F, apparent volume of
distribution; Cl/F, apparent oral clearance; Cygygn, trough concentration.

EBgERESFIEEREWAMAES(FE)
B2 HZ& TEFR(AUC) 2R RAMINIIN MR BB N RIFIEFR.
B ERHAUCRTIEEBHISE

N.P. van Erp et al. Cancer Treatment Reviews .2009; 35:
692-706




G NFLEE (BHFE )

« C,. TMAUCHIE Lt
- HEESHBAHFATWLY)E N
o JEIEERAESEH I R150mg it B e I ik

2,500 7 Cmax (ng/mL) 45,000
40,000
35,000 T
30,000 7
25,000 T
20,000 7
15,000 7
10,000 7
5,000 7

0 -

AUC, 5
ng-hour/L)

B Erlotinib 150mg/day
B Gefitinib 225mg/day
B Gefitinib 525mg/day
[l Gefitinib 700mg/day

150mgEigERE5700mgFIEE R BHEMEhHE

Hidalgo M, et al. J Clin Oncol 2001;19:3267—79
Ranson M, et al. J Clin Oncol 2002;20:2240-50



IC50{E EL 3¢

NGRS ERER RKu®R TIEHR
4 FIKFE (1IC50) Y 27nM
MRk (1C50) 50nM 80-90nM
MpEAE 4K (IC50) 1M 8.8uM
47Kk F (60mg/kg) 56% 52% 38%

ICE0ESETEAMNHI—FRIHHITI RIRE, EEB’JE@TU E’ﬁf ftﬁc'ﬁ‘” f‘ ] ?Pi' RESF. ERTAE, AAER
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[EiRBRICSoERR, BFENRRE, ERASEF

1. http://baike.baidu.com/view/1199660.htm#3
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Tarceva is the only EGFR TKI to extend PFS beyond 12 months in
a phase lll trial

Across major studies in EGFR Mut+ NSCLC, median PFS was consistently longer
with Tarceva than with gefitinib

Only Tarceva has produced a median PFS of >12 months in a phase lll trial

16 1

All data to be 14 141
updated 14 13 13.1
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Tarceva Gefitinib Platinum-doublet
chemotherapy

"OG3405: stage IlIB/IV pts

Accompanying text:

Median PFS for studies of EGFR TKIls in EGFR Mut+ NSCLC

In the OPTIMAL study, which was performed in China, Tarceva produced a median PFS of 13.1 months; this is consistent with other studies of
Tarcevain this disease, and greater than that observed with gefitinib

Rosell, et al. Lancet Oncol 2012; De Greve, et al. ASCO 2011; Rosell, et al. NEJM 2009; Janne, et al. J Clin Oncol 2072 7hauaatalbasaat Qaaa!
2011; Mok, et al. NEJM 2009; Han, et al. J Clin Oncol 2012; Mitsudomi, et al. Lancet Oncol 2010; Maemondo, et al. N Link to supporting info -
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A pooled analysis of data from over 90 published studies confirmed that median PFS
is longer with Tarceva than with gefitinib in EGFR Mut+ NSCLC

A pooled analysis showed that Tarceva produces
longest PFS in EGFR Mut+

ERLOTINIB n=73%
GEATINIE n=1834

CHEMOTHERAPY n= 584

PFS (months)

forestolat (PFE, pocled MUT_mone_aning, alpha=008)

Accompanying text:

Median PFS from pooled analysis of studies with EGFR TKIs and chemotherapy in EGFR Mut+ NSCLC
Paz-Ares, et al. ESMO 2012 DPC 0




A meta-analysis of PFS in 8 randomised, controlled trials, showed a significant
difference in the benefit over chemotherapy provided by Tarceva vs gefitinib in
EGFR Mut+ NSCLC (any line of therapy)

Meta-analysis confirms longer PFS with
Tarceva vs gefitinib

Tarceva

0.19 Statistically significant
difference between treatments
Gefitinib =)=t
0.39
| | | | I
0.05 0.1 0.25 0.5 1.0
<4— HR —p
Favours Favours

EGFR TKI chemo

Accompanying text:

Meta-analysis of PFS in 8 randomised, controlled studies including patients with EGFR Mut+ NSCLC (mixed line)
Petrelli, et al. Clin Lung Cancer 2012 DO 0




A meta-analysis of PFS in 6 randomised, controlled trials, showed a significant
difference in the benefit over chemotherapy provided by first-line Tarceva vs
gefitinib in EGFR Mut+ NSCLC

Meta-analysis confirms longer PFS with
Tarceva vs gefitinib

0.26 E . .
: Statistically significant
E difference between treatments
00— §
0.43 §
0.05 0.1 0.25 0.5 1.0

<€— HR
Favours EGFR TKI vs chemo

Accompanying text:

Meta-analysis of PFS in 6 randomised, controlled studies including patients with EGFR Mut+ NSCLC (first-line)
Gao, et al. Int J Cancer 2011 DPC 0 O




Tarceva has a similar tolerability profile to gefitinib in
EGFR Mut+ NSCLC

In phase lll trials including Asian patients with EGFR Mut+ NSCLC, the tolerability
profiles of Tarceva and gefitinib were very similar

Study EGFR TKI Rash, % Diarrhoea, %
All (grade 23)  All (grade 23)
NEJSG 002 Gefitinib ANE)) 34 (1)
WJTOG30405 Gefitinib 74 (2) 47 (1)
OPTIMAL Tarceva 73 (2) 25 (1)

Accompanying text:
Incidence of rash and diarrhoea in phase Il studies including Asian patients with EGFR Mut+ NSCLC (mixed line)
Maemondo, et al. N Engl J Med 2010; Mitsudomi, et al. Lancet Oncol 2010; Zhou, et al. Lancet Oncol 2011
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1Shepherd FA, et al. N Engl J Med 2005;353:123-32
2Thatcher N, et al. Lancet 2005;366:1527-37



BR.21 and ISELXB84H
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1Shepherd FA, et al. N Engl J Med 2005;353:123-32
2Thatcher N, et al. Lancet 2005;366:1527-37
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Wen-Chien Fan, et al. J Thorac ©Oncel- 2010, 5
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Wen-Chien Fan, et al. J Thorac ©Oncel. 2010, 5
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Total: 1122 Female 45%
Never/light smoker 53%
Adenocarcinoma 77%
Stage IV 79%
Chemo-naive 41%
Gefitinib Erlotinib* P
N 715 407
ORR 34.4% 35.6% 0.68
DCR 58.9% 65.6% 0.02
PES 3.6 m 46 m

* Erlotinib group: more male, smoker and non-adeno.
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EGFREA BB EERERITHATH

1. Cappuzzo et al. 2009; 2. Roche, data on file; 3. Gefitinib SmPC
4. Cappuzzo et al. 2009; 5. Zhu et al. 2008
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(Phase lll'in Italy) (Phase Il in Japan) (Phase Ilin China)

Erl
N=109

1.3

1.44(95
p=0.013
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Table 2 Plasma and cerebrospinal fluid concentrations and response of the central nervous system metastases

EGFR-TKI Case Plasma concentration CSF concentration Penetration CNS response
rate (9%)

Gefitinib 234 ng/ml (524 nM)
364 ng/ml (814 nM)
ng/ml (1.011 nM)
ng/ml (962 nM)
ng/ml (533 nM)
ng/ml (405 nM)
14 71 ng/ml (1.054 nM)
15 ) ng/ml (526 nM)

Mean + SD + 116 ng/ml
729 4+ 260 nM)

Erlotinib 7 716 ng/ml (1.666 nM)
/ml (1.077 nM)
g/ml (2.638 nM)
g/ml (1.182 nM)
ng/ml (7.818 nM)
ng/ml (1.121 nM)
ng/ml (4,192 nM)
ng/ml (1.693 nM) ng/ml (47.7 nM)
1069 ng/ml (2.487 nM) ng/ml (68.2 nM)
Mean + SD 1140 = 937 ng/ml (2652 = 2178 nM) 28.7 = 16.8 ng/ml (66.9 &= 39.0 nM)

-

ng/ml (3.8 nM) 0D.73

ng/ml (3.8 nM) g Partial response
ng/ml (10.7 nM) .07 NE

ng/ml (13.6 nM) i NE

ng/ml (6.0 nM) A3 Stable disease
ng/ml (5.8 nM) < NE

ng/ml (14.8 nM)

ng/ml (7.2 nM) E Stable disease
+ 1.9 ng/ml ~ 1/3

8.2 4+ 4.3 nM)

.9 ng/ml (53.3 nM)

<
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(%)

W

Partial response®

W

ng/ml Partial response
.94 NE

11 Stable disease

Wk N

o
&
n

D) -

ng/ml

n
W

2 ng/ml

n
n
134
n
1

ng/ml (136.3 nM) .74 Progressive disease®”
ng/ml (26.8 nM)

ng/ml (122.1 nM)

- N -
X

h
N = 00

.39 Partial response
91 NE

.82 Progressive disease

SV (V]
e

O

.74 Partial response®

77 = 045 4/7

N N NN N -

J
%

CNS central nervous system. CSF cerebrospinal fluid. EGFR-TKI epid eceptor-tyr NE not evaluated.

SD standard deviation P:O 0008 P<O 0001
* Although case 7 could not receive the brain magnetic resonance im ! ptoms. peil :
improved following the initiation of erlotinib treatment

b

and CSF cytology

Although case 11 could not receive the brain MRI. her symptoms. PS. and CSF cytology got worsened in spite of erlotinib treatment
“ Case 15 had clear response of leptomeningeal metastases with erlotinib treatment. designated by RECIST as noncomplete response/nonprogres-

sive disease

[CERBRHRNTARERESERINT SRS, EHTREBRSSE

Yosuke Togashi, et al. Cancer Chemother Pharmacol. (2012) 70:399-405
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SunY, etal. ASCO 2011 Ab 7522
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Bt — P=0.1163

NBHA - P=0.1049

IV HR = P=0.3855

2t —t P=0.2755

o . P=0.2274

PS 2 P=0.2032

PS 0-1 P=0.1974

e 3103 2 - P=0.0539

0 9 P=0.8081

= - P=0.0347
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W Tarceva
Iressa

Clinical  Clinical Open Closed Lung Other
Trials(all)  Trials studies studies Cancer Cancer
(China
related)

EEEERKLRBERTIEGE2ME, SRESMAIE

BB JBINAE — 4 ICOGENFF

Unknown Status has been excluded in Open/Closed studies and Lung/Other Cancer
Source: www.clinicaltrials.gov
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i L5l 100% 83% 67%

3t N PAP 75 2 [H] 4 H 54~ H 6MH? ?

BtPAP T 7 %% H 79200 82500 792007 ?
PAP & EL A1 100% 100%
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“Super TKI”- Tarceva
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