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Top Ten Cancers in 2012
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Incidence and Mortality Trends for Lung Cancer by Sex, 1998-2012
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Incidence i Mortality 3£
Male %% Female Male 5% Female %

Number of cases registered &2 H% 2,940 1,670 2,597 1,296
Rank 4, 1 3 1 1

e of all cancers {5171 #E 5L 20.6% 12.3% 32.7% 24.0%
Male : Female ratio %7t 18 1 20 1
Median age (years) &b (%) 7 72 73 76
Crude rate* fig /" 884 436 781 33.9
Age-standardized rate (World)*™* & {13 (1t )™ 514 252 444 184
Lifetime risk before age 75 —4: S (0-747%) 1in19 1in 40 1in24 1in 60
Mortality : Incidence ratio 51 # §##Lt (2008-12) 0.85 0.74

Hong Kong Cancer Registry, Hospital Authority. Nov 2014 , Available at: http://www3.ha.org.hk/cancereg/lung_2012.pdf
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. Hirsch et al. J Thorac Oncol. 2008;3:1468-1481.
Detterbeck et al. Chest 2009
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Wedge Resection
removes a small
portion of a lobe.
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Lobectomy removes Pheumonector

an entire lobe.
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2 RIE HFiEH a4
ECOG trial (%) (%) (A
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 Ak i5E) 43.5 10.3
Cisplatin = J[g$4 Gemcitabine = & F & Carboplatin = 44

Paclitoxal = 428 Pemetrexed = 533

Non-Small Cell Lung Cancer Collaborative Group. Br Med J 1995;311:399-900
Schiller JH, et al. N Engl J Med 2002;346:92-8
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First-Line NSCLC: Study design

Randomization Factors

- Stage

- Performance status
(PS) (O vs. 1)

- Gender

- Histologic vs cytologic
diagnosis

- History of brain
metastases

#1 75 mg/m2day 1 +
£ 500 mg/m? day 1

llE#A 75 mg/m? day 1 +
ZFafth;E 1250 mg/m? days 1 & 8

Vitamin B,,, folate, and dexamethasone given in both arms

Cis/Pem, ci i Cis/Gem, ci

Scagliotti GV, et al. J Clin Oncol 2008;26:3543-51.
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JMDB - CTC Grade 3 & 4 Drug-related Toxicities*"

| 47(56%)
34 (4.1%)
40 (4.8%)

127 (15.1%)

11 (1.3%)

100 (11.9%)
60 (7.2%)

222 (26.7%)
82 (9.9%)
105 (12.7%)
63 (7.6%)
31 (3.7%)
178 (21.4%)
32 (3.9%)

51 (6.1%) 51 (6.1%)
56 (6.7%) 41 (4.9%)
30 (3.6%) 17 (2.0%)
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Traditional view 2004 2009

aUikaown
wKRAS
# Unknown 1

 Adenocarcinoma
\ Squamous BKRAS BEMLA-ALK

Large-cell EGFR WHER2
~ 9 BRAF
‘ MET
AKTL

MAP2K

PIBKCA

B Moketal, Expert Rev. Anticancer Ther. 2010; 10:1601-1611
@ Figure adapted from Pao and Girard, Lancet Oncol 2011; 12:175-80
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Cis/Pem vs. Cis/Gem in First-Line NSCLC:
YRAFHA - B KA

0S Median (95% CI
——— Cis/Pem (N=512) 11.8 mos (10.4, 13.2)
Cis/Gem (N=488) 10.4 mos (9.6, 11.2)

OS Adjusted HR (95% ClI.
Cis/Pem vs Cis/Gem 0.81 (0.70-0.94)

E)
=
i
E-3
3
o
3
2
4
5
1z
]
H
2
S

6 12 18 24
Overall Survival Time (months) in Non-Squamous* Patients
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The Cancer Genome Atlas project

Lung Cancer Mutation Consortium
(Squamous Cell Carcinoma)?

(Adenocarcinomas)?

NO MUTATION
DETECTED

KRAS

Frequency of amplification
‘or mutation
<
2 B
-*:

Hu“u“ﬂiuu

F S N F S Lo
o & S FSES &

<
g
.

S
MUTANTS SO«

1. Pao and Girard, Lancet Oncol 2011; 12:175-80
+Amplification onl 2.Kris et al, ASCO 2011; Abs #7506
‘Amplification only 3. Sivachenko et al. IASLC 2011; Abs #PRS.1
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small molecules

. )
Gefitinib ZIFE & NS S

Erlotinib/z,4 %2 \ONOI:&N

A0

FEP L RE
B Qe 3

EGERZEE SR 1855 2 S R AL 7

EGFRERBE EGFRZE® Rt

(n=132)
Carboplatin / paclitaxel (n=1289)

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

(n=91)
Carboplatin / paclitaxel (n=85)
HR (95% CI) = 2.85 (2.05, 3.98)
p<0.0001

No. events Gefitinib, 97 (73.5%)

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

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

Probabllity of progression-ree survival

Probability of progression-free survival

Treatment by subgroup interaction test, p<0.0001

ITT population
Cox analysis with covariates

ALK E pae? 73
S, e CinccUnvesyo Hong Kong faciyof ediine

Mok et al 2009, Fukuoka et al 2009

BT RIN T 5205 (EGFR) © SRR
BEF)as

" Aci#(Ligand)

EGFR
—TKi

EGFR TK
-

MK |
| MAPK |
&7
(anti-apoptosis)
{CHRIBERIBR AR (024

IRTEIRL

Wells 1999, Baselga 2000
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= JEEE FB-IPASS trial design
m\ E?dpoints

. Primary
+ Chemonaive  Progression-free survival
- Age 218 years (non-inferiority)
- Adenocarcinoma Secondary
histology + Objective response rate
« Never or light L « Overall survival
Okt 1:1 randomisation - Quality of life
L " + Disease-related symptoms
Eieapacelsy Carboplatin - Safety and tolerability
(AUC 5 or 6) /
RIlZ paclitaxel
- Measurable stage IlIB / (200 mg / m?) Exploratory
uv disease 3 weekly* + Biomarkers
w « EGFR mutation

+ EGFR-gene-copy number

« EGFR protein expression

* Never smokers, <100 cigarettes in lifetime; light ex-smokers, stopped =15 years ago and smoked =10 pack years; *limited to @
maximum of 6 cycles

Carboplatin / pacitaxel was offered to Gefitinib patients at progression

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

AP L RE Pl
B e 3

JE4%/E - OPTIMAL study design

Chemonaive

Stage IlIB/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

R A A
. The Chincse University of Hong Kong

PIelag formance status.
ina 3 Erapy-Lung; LCSS = lung cancer symptom scale
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Skin reaction in a patient taking TKI
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The Chinese L

inhibition
EGFR inhi Ly

e = [

~reguling

4

ErbB Family qu;!gadg

Afatinib is an orally available, irreversible ErbB Family Blocker, with high

efficacy potential

— Inhibition of ErbB Family receptor heterodimerization

- EGFR (ErbB1)
\— HER2 (ErbB2)

- ErbB3
S ErbB4

—

— In vitro activity against EGFR-resistant T790M mutation

LiD, etal. Oncogene 2008,27:4702-11

Yang et al. ASCO 2012 Abstract LBA7500

L KRE
‘The Chinese University of Hong Kong
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TKI-gl{E A

EESH (&RER)
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B
- & BB
SERK
-DLBERRIENE SR (silver sulphadiazine) » 4| FEE Rz 25 o)
EBREMER TORMESR

Bt Qe 3/ A

TKI-8{E A
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MEMMmER (1%)
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99, The Chincse University of Hong Kong,

Phase lll Lung LUX-3 Trial

Stage IIIB (wet)/IV lung

(central lab testing; Therascreen EGFR29* RGQ PCR)

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

Cisplatin + Pemetrexed
Afatinib 40 mg/dayt 75 mg/m? + 500 mg/m?
i.v. q21 days, up to 6 cycles

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

*EGFR29:19 deletions in exon 19, 3 insertions in exon 20, LB5BR, LBB1Q, T790M, G719S, G719A and G719C (o G719X), 57681

Dose escalated to 50 mg if limited AE abserved in cycle 1. Dose reduced by 10 mg decrements in case of related G3 or pralonged G2 AE.
#Tumor assessments: 46 weeks until Week 48 and q12 weeks thereafter unil progression/start of new therapy.

SPatient-reported outcomes: Q-50, EORTC QLQ-C30 and OLG-LC13 at randomization and g3 weeks until progression or new anti-cancer therapy.

1269 screened, 452 EGFR mutation (+) => 345 randomized
Yang et al. ASCO 2012 Abstract LBA7500
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1.0 . .

Afatinib  Cis/pem “ . . .
= n=230  n=115 c EEAWESEEAYE  SENEARERRT  RFME
£ 5 PFSevent,n (%) 152(66)  69(60) ERR
e oy P
3 Median PFS (months) £9 © RIGEARSVEABEHESEZNNENRERRETF
s Hazardratio  0.58(0.43-0.78)

S 06+ denceinterval) p=0.0004 Tumour
=
-
o -
»‘% 0.4 Tumour-derived »/
§ VEGF P
¢ VEGFR? | _ )
g, 024 229 1 . - Angiogenesis
o I o3
| Blood vessel ~ VEGFR1 Endothelial cells
00 T T Ll II T L} T T 1
0 3 6 9 12 15 18 21 24 27
P Progression-free survival (months) -

Yang et al. ASCO 2012 Abstract LBA7500
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Bevacizumab B ;B #I%| M & 4 KAy iB 12 Phase lll trial : ECOG 4599

A EEME

B. Ei@ﬁﬂt%ﬂi@ﬁﬂl%i
AIIEDR - RE BRI T
MR EBMEERENER -

C. REME2E R EERE
NS - BB EH
fth LR ZE A A BT T B
S - PC x 6 cycles +

D. AT EER A M B 2=

. o A A Bevacizumab (PCB)
g Jtﬁi% RS IATEA (15mg/kg 93w) to PD

A HRRASERB A GREE

AR X KE T 7
S, e Chince Uity Hong on @ b s 3

Phase lll trial ECOG 4599: Results BEEHEE - GEFH > year

/PCB \rC
R (%) 27 10 z 1o 134
.gé HR=0.93 HR=1.03
AR () 12,5 10.2 ]
§
1yr SEEREE (%) ] 14.6 6.4 (p<0.0001) =
0
- % — E4599' AVAIL? AVAIL? SAIL®
yr@EEm (%) 221 16.9 (p=0.007) ey AL AL AL
15mg/kg)

1. Sandler, et al. NEJM 2006; 2. Reck, et al. Ann Oncol 2010
3. Crind, et al. Lancet Oncol 2010
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AEs of special interest (%) Grade 3 Grade4  Grade5
Hi (AR 3 <1 1
i i * <1 <1 <1 a
= 1| 1 1
i sa - ALK R iR E 2
EHR 3 <1 -
MmizizzE 5 2 1
BISEZFA 1 <1 <1
Crind, et al. Lancet Oncol 2010
n=2,212 i o

FEIE AR AR EALKE R EH B2 ALK 1 B /) 40 B il 728 ) B PR 0

B/ NRE T Y ALK FE N B 4H B R & + EML4 - ALKEI &Y RS - RIHEEA DU TRENS
TNV s p = R
° 4 AT
{E20074F AL . R
o é;éif}s 9% El/‘jj E/J\Hﬂﬁﬂﬁfﬁ 202 — BIALKRZM: NSCLCEEFAHLL - ALKPS P NSCLCEE il AFiig
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“ALK status determined using standard ALK break-apart FISH assay
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