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. S 23,787 N)K + {FT A B RERE T 1EBR HOAB AR B 1 2.9% -
s - BMMFETRIEEAE LS
< BRI A4 85% W51 R IE/NAR AR (NSCLC)S

Hong Kong Cancer Registry, accessed on 7th Jul, 2015

Hong Kong Cancer Registry, accessed on 8" Jul, 2015

HealthyHK, Department of Health (2015) Lung Cancer. Available at http:/ /www.healthyhk govhk/phisweb/zh/healthy_facts/disease_burden/
major_causes_death,/cancers/lung_cancer/

4.G. D’Addario, M. Fruh, M. Reck, P. Baumann, W. Klepetko, E. Felip and on behalf of the ESMO Guidelines Working Group. A Oncol. 2010; 5:116-119.
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Top Ten Cancers in 2012 Both Sexes HERLE

Both Sexes Uit it Rank |Site No. Rel. freq. | Crude rate*
Rank |Stte No. Rel. freq. | Crude rate* we law ECRT 543k HECE

e Jme gpany | moe | meae —— —

(1= Teem 7y T wi]) (I 1 Jrunoss 3go3| 202% saa] )
2 [Colorectum 38 2563  16.4% [EX) 2 |Colorectum AH§ 1903) 1w 208
3 lereast am as22|  126% 492 3 fLiver i 1505 11.3% 210
4 fuversy 1790 6.4% 250 4 |stomach i 657 4.9% 92
s [Prostate s 1,631 s.9% 228 5 |Breast 78 604 45% 84
6 |stomach 1113 4.0% 156 6 |Pancreas B 538 4.0% 75
7 [Non-melanoma skin )5 (2 8 K2 895 32% 125 7 |Prostate ¥R 382 2.7%) 51
8 [Nmmopharyk S o) 2w b & |Non-Hodgkin lymphoma 15 i 5 & MEZ &I 381 26%) 49
9 |corpus wer Trm 810 2% n3 9 |Nasopharynx s 329 2.5% 46
10 |Non-Hodgkin lymphoma J): il &f & A 804 29% 1n2 wlo . e 313 23% P
esophagus AT 2
Al Sites [ 4 13,336 | 100.0% 186.4
o st 0512 zasn| woon] ez . EFABEZS - BENECEARE (20126)
Hong Kong Cancer Registry, Hospital Authority. Jul 2015 Hong Kong Cancer Registry, Hospital Authority. Jul 2015
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Age-specific Incidence and Mortahly Rates for Lung Cancer in 2012
201 24 HE AR S (i Bl S A0 R SR - T
800 = . 5ft
g .
. 700 ;
! ™ -
= 600 ;__ =
2 50 §§ [ wancens asoo |
B i ] - RO -]
8 N
T 300 3 m v ,
i 2 »
3 .
-
100 o &
™
[ e e
O- & 10- 15- 20- 25. 30- 35- 40- 45- 50- 55. 60- 65- 70- 75- 80- 85+ S —t
2 PR 2 x
* L LS ot
——a— Incidence (Male) 8 6% (9)11) ——— Incxdence (Female) B 9% (#11) " B Lo o
===A=== Moralty (Male) JLC (53tt) ===@=ee Mortally (Female) JECH (K12) HealthyHK, Department of Health (2015) . Lung Cancer.
Available at http://; healthyhk. /_f :_t r_causes_c cancer/

Hong Kong Cancer Registry, Hospital Authority. Nov 2014 , Available at: http://www3.ha.org.hk/cancereg/lung_2012.pdf
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Incidence and Mortality Trends for Lung Cancer by Sex, 1998-2012
1998-20124FRlifs S i AL 894

-

——tr ~
& W eedenmpamh I
50 Saohec
S S

e SR,

Age-standardized rate™ i MU LRS-+ M )™
g

1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 201020112012

e Incidenice (Male) 5 9¥ (T01) @ Incxtence (Female) R (201)
=== Mortalty (Male) 5% (F141) ===@=-~~ Mortaity (Female) JTCF (£11)

Hong Kong Cancer Registry, Hospital Authority. Nov 2014 , Available at: http://www3.ha.org.hk/cancereg/lung_2012.pdf
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1. Ferlay J., Soerjomataram ., Dikshit R., Eser S., Mathers C., Rebelo M., Parkin DM., Forman D., Bray F. (2014) Cancer
Incidence and Mortality Worldwide (GLOBOCAN 2012). International Journal of Cancer, 136(5), 359-386
2. Lyon, France: International Agency for Research on Cancer; 2010. Available from: http:// globocan.jarc.fr
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2. Mount Sinai Hospital (2015). Available at http:/.
3. American Cancer Society. Cancer Facts & Figures 2015. Available at: htip www.cancerorg, Accessed July 8, 2015
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American Cancer Society (Apr, 2015). Survival Rates for non-small cell lung cancer. Available at htto://www.cancer.orgAccessed on 10 Jul,15
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M Stage |
M Stage Il
W Stage Ill
B Stage IV

Trends in Stage Distribution for Patients with Non-small Cell Lung Cancer. Journal of Thoracic Oncology 2010; 5: 2933
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Incidence f14 Mortality %1

Male it Female ‘it Male 4jts Female 1t
Number of cases registered 110 M % 2940 1670 2,597 1206
Rank 14 £ 1 3 1 1
|Proportion of all cancers (5t s i fic 206% 123% 32.7% 24.0%
Mole : Female ratio %) xit. (4 18 1 20 1
Median age (years) iri (2 # (R) m ” 73 76
Crude rate’ REW L& 884 436 78.1 339
Age-standardized rate (World)™ @ m(Lg (L) 514 252 444 184
Lfotime risk before age 75 4 MMM (0-748) 1in19 1ind0 1in24 1in 60
Mortality : Incidence ratio ¢ M 8¥ILL (2008-12) 085 074

Hong Kong Cancer Registry, Hospital Authority. Nov 2014 , Available at: http://www3.ha.org.hk/cancereg/lung_2012.pdf
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. 10-15%
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40% 25-30%

. %é%ﬁﬁﬁﬁ@ﬁﬁﬁ#ﬁiﬁ’]ﬁﬂir Bz AR5/ N AT (NSCLC)
© BREETREEREE RAEL

American Cancer Society. (April 2015) What is Non-Small Cell Lung Cancer? Available at http://www.cancer.org/cancer/lungcancer-non-
Il-cell-lung h Il-cell-

y
tREX KD
B Qe 3 /A

e NARRERRE - FRIABE B
S

* BRI B ERURMHERERBAER (13)
* EHE B * EEENE

* EEEATE

* FHABEEARR * FH/ B B E AR
SEAEFR 1 ~47% STFEAFHE : 30%

ey

tR2EX

The Chicm Lineaty o Horg Koy @ruz«w 3

e

{rTRBAmAR"

tRAE XK sersnmen
Bttt @i 35

R Y # RAEAR

o FHEMERZE
o REEVERTA
+ i
Rk
o PR RZIES A R Bk R
* RRTBMEERERRARE
A REE FUNE AL B 2 AIREL
0 SHERRRER
o FHIEE SIS
B

R KD
B Qe 3/ A

FE/ AR AT - TR ImPE ER
w=we sEER

. %T‘TEZE%E IR/ R iR * WBIRRE

. %*ﬁ%iﬁﬁ‘]i’a%ﬁﬁﬂ‘]ﬁﬁﬁﬁﬁ 25 (BR) A%
=

SEAEFR  ~14% (A
<5% (IIBHA)

SEAEFE  <5%

o RS I

tREX

ke
% The Chirese Uriversity of Hong Kong



R2EnTN 5 HA

o B MERBMEIL > MERSIER

o MERRE  REEXSE R o CTiw > PETIRH
s EREER

o HRBATER

o BOREERRER RITT

© XRENRTRRE

s HIRERERRE

tRE XK seezremes
Bttt @i 30

GE/NARERTRE> RETT A

NALF il

mgtia R (B5%)

fe2ia% (L)

RELIA B

B Qe 3
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. Hirsch et al. J Thorac Oncol. 2008;3:1468-1481.
Detterbeck et al. Chest 2009
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LEiak

+ LBRZEVA R RF ARRITUREEY) - RIRMERLEARNE RS
BisL YR PETE - BB S B -
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{LEBAE BEAE 15 =g
2 & FiE AR
ECOG trial (%) (%) (R)
Paclitaxal/Cisplatin 21 31 7.8
Gemcitabine/Cisplatin 22 36 8.1
Docetaxel/Cisplatin 17 31 7.4
Paclitaxal/Carboplatin 17 34 8.1
Pemetrexed/Cisplatin (2 B RE) 43.5 10.3

Cisplatin = J[E$8 Gemcitabine = FFE fthi& Carboplatin = #f

Paclitaxal = %428  Pemetrexed = £ %

2Non-Small Cell Lung Cancer Collaborative Group. Br Med J 1995;311:899-909
Schiller JH, et al. N Engl J Med 2002;346:92-8
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EGFR
ERZERRAHA

Batt:

[l b
= B2 6% (165)
=

PRECERY)IER
BB RE BRI

EhikdipEE = (L
B Qw3

it

=2 i 22 Pemetrexed (ALIMTA®)

« pemetrexed SEEHH - ¥R S BATMMNINER (LRLEEY) - FHREET
FEAIRE S DNAKRNA Frii A = @SB KR RE R » DU SR
FIRR -

+ pemetrexed &4 A AT O (Cisplatin) 2 BRISE—Eh 2H—4
2R A T EHRRIOE AR EEF TR E MR AR R EE
e

« pemetrexedftf Cisplatin FIj74 5 B EBRE HA s A6 14 IE/NAR R B e
(FEES SR AMAB M BB Z SE—ARAR - RS EE ERRTIEER
% (#1E® (Gemzar® )1#Fﬁclsplctm) BIREARR/NZEM -

tRe kR s
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JMDB
First-Line NSCLC: Study design

75 mg/m?day 1 +

Randomization Factors

- Stage

- Performance status
(PS) (Ovs. 1)

3£ 500 mg/m? day 1

. Gender . Each cycle repeated
: X . every 3 weeks up to 6 cycles
- Histologic vs cytologic
IE$A 75 mg/m? day 1 +
&7 1hE 1250 mg/m2 days 1 & 8

diagnosis
« History of brain
Vitamin B,,, folate, and dexamethasone given in both arms

metastases

Cis/Pem, ci ; Cis/Gem,

Scagliotti GV, et al. J Clin Oncol 2008;26:3543-51.

tREX KR

JMDB - CTC Grade 3 & 4 Drug-related Toxicities*'

e ———————————————————————————————————————————————————
v Toxicities | cw ci;g;m , P-vdue_:
Neutropenia 127 (15.1%) 222 (26.7%) < 0.001
Anaemia 47(5.6%) 82 (9.9%) 0.001
Thrombocytopenia 34 (4.1%) 105 (12.7%) <0.001
Leukocytes 40 (4.8%) 63 (7.6%) 0.019
Febrile neutropenia 11 (1.3%) 31 (3.7%) 0.002
Alopecia (any grade) 100 (11.9%) 178 (21.4%) < 0.001
Nausea 60 (7.2%) 32 (3.9%) 0.004
Vomiting 51(6.1%) 51 (6.1%) 1.000
Fatigue 56 (6.7%) 41 (4.9%) 0.143
Dehydration (any grade) 30 (3.6%) 17 (2.0%) 0.075

*Includes toxicities reported in at least 3% of patients in at least one arm

EALRYZEY). —FER TR

o BACHYZEY)—-8 IRE(C R E R S BRI - #EM
iz H AR AR

o IRNEREATRE > ERERWRARENEDP—TE (BB
E%&?wu\I%é%%ﬁ%#‘rE’] B EE ) M5l EHMNE
FETR

Traditional view 2004

. | # Adenocarcinoma
# Squamous r
‘ Large-cell

B Moketal., Expert Rev. Anticancer Ther. 2010; 10:1601-1611
B Figure adapted from Pao and Girard, Lancet Oncol 2011; 12:175-80
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*Amplification only
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Cis/Pem vs. Cis/Gem in First-Line NSCLC:
AT - IR sR 4R

Cis/Pem (N=512) 11.8 mos (104,
CisiGem (N=4: 10.4 mos
08 Adjusted HR
Cis/Pem vs Cis/Gem 0.81 (0.70-

2
¥
[
]
=
[
3
@
£
g
(=]

ReiaRE- EALRIZEY

JE/INAR R b e O 2 e R
ST ATy 4 R AL — SR R TR
- BHRKWEAY [HBRSER ]
« B AT EBR AR - N T A
ST ARSEE - BANSNERER

Lung Cancer Mutation Consortium The Cancer Genome Atlas project

(Adenocarcinomas)® (Squamous Cell Carcinoma)®
50
g i
N MUTATION 5 4 I
beTecTED £
5§
EE 30
g2
T8 |
E 5 20 it
H
g
g 10
o
¥ ¥ Q& Qv
S & = %OQQ' S S
MUTANTS 00+<<é< §“o O @ T EE

1. Pao and Girard, Lancet Oncol 2011; 12:175-80
2. Kris et al., ASCO 2011; Abs #7506
3. Sivachenko et al., IASLC 2011; Abs #PRS.1
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EGFR B R B AES I B2 7l

small molecules

HN : Cl

. @
Gefitinib ZFFEE MO S

=
o N

NS
Erlotinib/Z, 5% /E \ONOID\)%N =
N HCI

/o \/\0

B Qe 5

R L R A
EGFREZBEH EGFRIZEEH

(=132
Carboplatin / paciitaxs! (n=128)

HR (85% CI) = 0.48 (0.36, 0.64)
<0.0001

(n=81)
Carboplatin | paciitaxel (n=85)

e
&

HR (95% CI) = 2.85 (2.05, 3.98)
P<0.0001

No. events Gefitinib, 87 (73.5%)

No. events Gefitinib , 88 (96.7%)
No. events G/ P, 111 (86.0%)

No. events C / P, 70 (82.4%)

e
&
ression-frae survival

e
EY

2

Probability of progression-fros survival

o
85

Treatment by subgroup interaction test, p<0.0001

ITT population

Cox analysis with covariates Mok et al 2009, Fukuoka et al 2009

LE RS

The Chiruse University of Hong Koy

tREX KR 5
B Qi 3 AR

' saer ke 5]
B, i G ey o g Koy

ST RN T52HE (EGFR) © REMEERIHYRE 52
3 “%jj%%
[EGFRESEENZMAE |

A Ec##(Ligand)
I | | EGFR

%ﬁ!' @ﬁr:ﬁ:m

s |

| wark |

R/ Myc 45
. (anti-apoptosis)

LRI R A 2

Wells 1999, Baselga 2000

= JEEL FB-IPASS trial design

N Endpoints
Patients Primary
- Chemonaive « Progression-free survival
. Age 218 years (non-inferiority)
- Adenocarcinoma / Secondary
histology + Objective response rate
«Never or light L « Overall survival
ex-smokers* 1:1 randomisation « Quality of life
5 - + Disease-related symptoms
IZ‘;'; :’:;;ﬁg!ancy Carboplatin « Safety and tolerability
(AUC5o0r6)/
SFEEZ paclitaxel
- Measurable stage IIIB / (200 mg / m?) Exploratory
IV disease # « Biomarkers
k 3 weekly + EGFR mutation
« EGFR-gene-copy number

« EGFR protein expression

* Never smokers, <100 cigarettes i lifetime; light ex-smokers, stopped =15 years ago and smoked =10 pack years; * limited to a
maximum of 6 cycles
Carboplatin / paciitaxel was offered to Gefitinib patients at progression

PS, performance status; EGFR, epidermal growth factor receptor Mok et al 2009, Fukuoka 2009

PP — 5
S, e i Loty o g Koy @’.ﬂ.‘.—t’“ﬁrf 3

JE5%)E - OPTIMAL study design

Chemonaive

Stage IIIB/IV NSCLC

RQoL {FACT-L, LCSS), exploratory biomarker analyses

ECOG PS 0-2 Gemcitabine (1,000 mg/m?
(n=165) d1,8) Carboplatin (AUC5 d1)
q3w, up to 4 cycles

g
Erap)

y-Lung; LCSS = lung cancer symptom scale
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Skin reaction in a patient taking TKI

tREX KD
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Afatinib: k& B- AT 4 EroB SR e RE s
‘___,.‘."'_L“"l“‘————> ~Leregung

£GFR inhibition

’ ‘mm e g

ErbB "'"E Bhdu";”

—
—CGFR (6501) - 58D
— NER2 (ErbB2) — b
+ Afatinibis an orally available, irreversible ErbB Family Blocker, with high
efficacy potential
— Inhibition of ErbB Family receptor heterodimerization
- In vitro activity against EGFR-resistant T790M mutation
UD.etd Oncooene 2008.27 4702-11
Yang et al. ASCO 2012 Abstract LBA7500
Y
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TKI-&l1E A

KESE (BER)

c BMNE - BERANKEERE
BB

s EBRRKE
T R L RaED
-EEK
-PLEE RRIBIE SR (silver sulphadiazine) » 4{F%E
EBREMER TORMESR

RBREETAENE

e
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TKI-8{E A

H’EF
IBEREIETKIIN R B EEE
MEMmRER (1%)
- FER{ERE
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{2 IETKIFN K B S 8

trEX kS aeersemen
Bttt @i 35

Phase Ill Lung LUX-3 Trial

Stage 111B (wet)/IV lung adenocarcinoma (AJCC version 6)

EGFR mutation in tumor
(central lab testing; Therascreen EGFR29* RGQ PCR)

Randomization 2:1
Stratified by
EGFR mutation (Del19/L858R/other)
Race (Asian/non-Asian)

Cisplatin + Pemetrexed
75 mg/m* + 500 mg/m*
Lv. 21 days, up to 6 cycles

Afatinib 40 mg/day!

Primary endpoint: PFS (RECIST 1.1, independent review)*
Secondary endpoints: ORR, DCR, DoR, tumor shrinkage, OS, PRO%, safety, PK

“EGFR29 19 delatons in exon 19, 3 insertions in exen 20, LBSER, LEG10, T790M, G7195, G719A and G719C (or G719X), ST68H

TDase escaluted to 50 mg # kmied AE observed i cyce | Dose eéuced by 10 g decremests in cate of mn.dL?upvolunvvﬂ G2AE
$Tumor assessments gf weeks untd Woek 48 and q12 weeks thereafter untd progression/sta of new therap |

Watiseetoported ostcomes. G50, ECRTC CLOCID and OLG-LCT3 af randomization and a3 weeks ueti progression of new articances therapy

1269 screened, 452 EGFR mutation (+) => 345 randomized

Yang et al. ASCO 2012 Abstract LBA7500
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1.09 Afatinib  Cislpem
n=230 n=115

PFSevent,n (%) 152(66) 69(60)
Median PFS (months 6.9

Hazardratio  0.58(0.43-0.78)
ondidence interval) p=0.0004

084

0.64

041

Progression-free survival (probability)

0.0

\J A \J
15 18 21 24 27
iherati: Progression-free survival (months)

Yang et al. ASCO 2012 Abstract LBA7500
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Bevacizumab B {X E#r %I ME £ KAV ETE

A. E#MmE

B. I L MAER A M
RATER - AR
RSB ERNE R -

C. EM BRI AEH
M) - BB E R
b U B A B 5
H -

D. AT S MR EE
@ EERESEREA
B ILRAE -

IR RASER B K G mEE

1 . N M 2001957955, 5
' The Chime riveray o Horg Kemy @’Mﬂfw 3

Phase Ill trial ECOG 4599: Results

/PCB \prC

RIEZR(%) 27 10
H{EFER (R) 12.5 10.2

1y SEREES (%) [ 14.6 6.4 (p<0.0001)

1-yr 482 2 (%) 21 16.9 (p=0.007)

B i, Qune 35/

ME A RERREF

. E‘vg%iﬁ%ﬁﬁﬂg C BELERNRERRF  RISLE
s RIGEARSPEANEHESEZNNENRERRE T

Tumour

-—

Tumour-derived /
VEGF

Angiogenesis

Endothelial cells

trEX KR P
B Qe 3

Phase lll trial : ECOG 4599

PC x 6 cycles +
Bevacizumab (PCB)
(15mg/kg g3w) to PD

PP 5
S, e i Loty o g Koy @'.—4—!*&!‘3 3

BHREmEbE  BEHEH > year

13.6 13.4
HR=0.93 HR=1.03

£
o
E
("]
=]
=
a8
H
=

E4599" AVAIL? AVAIL? SAIL®
(15mg/kg) (7.5mg/kg) (15mg/kg) (7.50r
15mglkg)

1. Sandler, et al. NEJM 2006; 2. Reck, et al. Ann Oncol 2010
3. Crind, et al. Lancet Oncol 2010
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AE:s of special interest (%) Grade 3 Grade 4 Grade 5
Hin (FrAEEE) 3 <1 1

il o <1 <1 <1
M 5 <1 -
EAR 3 <1 -
MmiRsE 5 2 1
BEEZIL 1 <1 <1

Cring, et al. Lancet Oncol 2010
*Pulmonary haemorrhage or haemoptysis
n=2,212
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AEIE R EALKEREA
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» Alice T. Shaw, Dong-Wan Kim, Kazuhiko Nakagawa, Takashi Seto,
Lucio Crin6, Myung-Ju Ahn, Tommaso de Pas, Benjamin Besse,
Benjamin J. Solomon, Fiona Blackhall, Yi-Long Wu, Michael Thomas,
Kenneth J. O’Byrne, Denis Moro-Sibilot, D. Ross Camidge, Vera
Hirsh,

Tony Mok, Vanessa Tassell, Anna Polli, Pasi A. Janne
on behalf of all PROFILE 1007 investigators

Presented at the 37" ESMO Congress, Vienna, Austria, 2012
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ALK status determined using standard ALK break-apart FISH assay TMER 173 93 38 ll 2 0
bStratification factors: ECOG PS (0/1 vs 2), brain metastases (present/absent), L 174 49 15 0
and prior EGFR TKI (yes/no) PROFILE 1007: NCT00932893
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chemotherapy arm who did not receive study treatment; °vs crizotinib

trEX KR @ i
A ot ety ol Horg iy =

CRECIST v1.1; PITT population; “as-treated population

SERY R P Ty

£ =>3% MR A BB R E 5 RERY REBENAERS
34 RRElTER 29 SHE AN SR B R AR R H A HA T

Crizotinib T 2 Chemotherapy {L &

(n=172) (n=171) R

[ Elevated transaminases’ & B = 27 (16) 4(2) ]

Pulmonary embolism® fifi& 9(5) 3(2)
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Pneumonia i 4 6(4) 3(2) . EE{-&%&E‘ SfgE RHF

Hypokalemia 1§ [T jiE 6(4) 0(0) lﬁ]t

ECG QTc prolonged /(% B QTRIHAIE = 6(4) 0(0)°

Neutropenia® [ LBk D5 23(13) 33(19) SR I A & 5 4 . 3| éﬁﬂﬁ#é“ i
Febrile neutropenia 2 4 (5 1 Bk A iE 1(1) 16 (9) Iig %ﬁ[ﬁﬁ%&]‘ i‘t 2 l’/{ 1/\%%

Anemia®2 [l 4(2) 9(5) 153\

WBC decreased WBC TNf& 2(1) 8(5)

Fatigue 4% 4(2) 7(4)

“Clustered term; ®no on-treatment assessments
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