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*It is uncertain if these risk factors have an effect on breast cancer.
The American Cancer Society: Guide to Breast Cancer. http://www.cancer.org/Cancer/BreastCancer/DetailedGuide/Index. Accessed Feb 9,
2011. The American Cancer Society: Cancer Prevention & Early Detection Facts & Figures 2011.
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« TNM Z%5%

— Tumor = JEREHY R/ ~ (B RYED
.« TO, T1, T2, T3, T4
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— Node = MELGZFZ ENIRLE
» NO, N1, N2, N3

— Metastasis = &G HEN 2 HizzsE
« MO, M1

o HAEL (1, 1, N1, IVER): ARIETNMEH &




Tumor [gR2
o T1 JEEFERE A /NS 20 mm
o T2 JEPERE A /N> 20 mm {H <50 mm
o T3 JEREREIA /N> 50 mm
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Atlas of Diagnostic Oncology 3e: Edited by Skarin

Elsevier Science Ltd
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5 1 81 (37.7%)

% 11HH (24.4%)

SETTIEE (8.7%)

10 FEIVEH (3.7%)
O I I I I I I I I I ]
0 1 2 3 4 5 6 7 8 9 10
Years after diagnosis

*Additionally, 20.3% of patients in the US are diagnosed as stage 0 and 5.2% are unknown

"National Cancer Database Analytic https://cromwell.facs.org/BMarks/BMCmp/ver10/Docs/#sxs_2008, Assessed September 12, 2011
Graph: West Midlands Cancer Intelligence Unit, 2009. http://info.cancerresearchuk.org/cancerstats/types/breast/survival/#stage. Assessed September 12,
2011.
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(3.7%)

Years after diagnosis
*Additionally, 20.3% of patients in the US are diagnosed as stage 0 and 5.2% are unknown’
"National Cancer Database Analytic https://cromwell.facs.org/BMarks/BMCmp/ver10/Docs/#sxs_2008, Assessed September 12, 2011

Graph: West Midlands Cancer Intelligence Unit, 2009. http://info.cancerresearchuk.org/cancerstats/types/breast/survival/#stage. Assessed September 12,
2011.
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W ER (Radiotherapy)

MLC Segments Standard Wedges

Central Axis

Tomotherapy
W2 i B PR 2
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(B89 (Chemotherapy)
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o ARl A2 R AR

FIEAMFTE 2R

(R eg <HRERy AEIREC)

Alemtuzumab

Her1
receptor

Her1 receptor

| VEGF
receptor

Bevacizumabga VEGF ’
s
Trastuzumab

' Erb2 & Her2

7S Bor-Abl

CD20 Rituxumab

WHIN
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Anthracycline ({3F5"4L&1")

Taxol (‘%12f%) » Taxotere (275 RA202)

Abraxane (HEHZ &

Gemzar (1)

Utk y Ay

Xeloda (772E7%2E) (H1Ak)

Eribulin (3 HAfi#E)
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A BT

" HR + 52
m HER2 + &M
m Triple Negative =&

25% to 30%! 60% to

HER2+[5 %] 70%3

ER-2% %8 HER-2% ¥

1Slamon DJ, et al. New Eng J Med. 2001; 344:783-792; 2Dawood S, et al. J Clin Oncol. H
L3 ¥ 2 (FISH-ve) 3 ¥ 2 (FISH+ve

2009;27:220-226; 3 Bedard PL, et al. Breast Cancer Res Treat. 2008;108:307-317.
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(szﬁfiﬁi) o EFHRVEST 2012
T-DM1
(Trastuzumab « FFHRYE G4 2013

emtansine)



_—
S
o)
j:(-;‘ f "D

12005284 HY o B o5 -

MR a0 BEE R E R R —F HERA
‘g‘:, B AR e
BHarth 20
20 BREZ4H
60
50
40 EER AR EgEE=
10 Bz 77.4%
0
0 5 10 15 20 25 H

1 Herceptin®)& %*ﬁ“\ﬁ[:jé; ZZZHHY
B3¢ E fmEE B EA—F (46%)

25



Lapatinib+capecitabine vs capecitabine alone:

| A |
B 7 R HLF ]
Events Median TTP P-value
100 - T %i;%%ne 82 (41%) (2%2_1m\:£2§) -
£ :Z | e ACL R
-§? 70 - HR: 0.57 (95% Cl: 0.43,0.77)
55 S0 oy /aPE4H (lapatinib+
%5 o capecitabine) FLE 22
E 2. 4H (capecitabine
e "] alone) FRiERA

I
0 10 20 30 40 50 60 70 80 90

Time since randomisation (weeks)

HR=hazard ratio; Cl=confidence interval.
Cameron D et al, Breast Cancer Res Treat 2008;112:533-43.fg

- SEIRE 2Tz 5
43%




Lapatinib+capecitabine vs capecitabine alone:
eI - B EREES

LY PR S Ly b s A A=
& 4H (lapatinib+ capecitabine) EL
#2241 (capecitabine alone)&

6.0%

1771l

=
(@
|

0=0.045
2.0%

‘ n=198 | n=201
Lapatinib +
capecitabine

This subgroup analysis was not pre-planned and is thus exploratory.. These data may only be considered as hypothesis generating. 27
CNS=Central nervous system. Cameron D, et al. Breast Cancer Res Treat 2008;112:533—43.

Brain metastases as site
of first progression, %
o = N w D (Oa] (@)} ~ 00 (o)

capecitabine



Antibody-based targeting: Pertuzumab

%ﬁ Pertuzumab [ ) o

- Pertuzumab (median, 18.5 mo)
- Control (median, 12.4 mo)

‘ ‘ « binds to the

HER2 l RN dimerisation

domain of

‘4, ,,, HR=062
fe o, .{95% CI, 0.51-0.75)
i r oo
: : P<.001

(N
receptor \~ HER?

Progression-free Survival,

10 15 20 25 30 35 40
Time, mo

1year

2 years

: l _ 3 years HR = 0.66
5 I, 95% Cl, 0.52-0.84
e P =.0008

» Monoclonal antibody that binds to a
different region on HER2 than
trastuzumab

* Pertuzumab prevents HER2 from
dimerising with other ligand-activated
HER receptors, most notably HER3

Overall Survival, %

- PTZ + T + D: 113 events; median not reached
PBO + T + D: 154 events; median 37.6 months

0 5 10 15 20 25 30 35 40 45 50 55
Time, mo

Baselga et al. N Engl J Med. 2012;366:109-119. 28



T-DM1 selectively delivers emtansine to
HERZ2-positive tumour cells

HER?
R
X (\V
mnmw&' ‘
o

T-DM1 binds to the
HERZ2 protein on
cancer cells

Receptor-T-DM1
complex is internalised
into HER2-positive
cancer cell

Blackwell et al. J Clin Oncol 30, 2012 (suppl; abstr LBA1)

Potent antimicrotubule
agent is released once
inside the HER2-

positive tumor cell
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A FEH

=HR +
m HER2 + [&M
m Triple Negative =f&M:

10% to
15%2

60% to 70%
25% to 30%"

B 5 e
514 (HR+)

1Slamon DJ, et al. New Eng J Med. 2001; 344:783-792; 2Dawood S, et al. J Clin Oncol.
2009;27:220-226; 3 Bedard PL, et al. Breast Cancer Res Treat. 2008;108:307-317.
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(B8], Pl z=4% Tamoxifen ({52855, =RE M)

- BWER: I+ =E NEES A4 ~ MMEREZE ( EEJHA%EJ

h—EEEY: 75 S hEHIEE] Aromatase Inhibitors (A.l)
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.0
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Gonadotropins

(FSH+LHL estrogens

/[ \\‘ HU

LHRH

~analogs \
- b

.Eiﬂlgl —FnB H%—F_T—:%ﬁ% Aromatase
(hypothalamus) Androgengnhlbltors ﬁ(
% - * ’l‘

Progesterone Anti-
’?“\ {é Peripheral conversion estrogens

FSH = {follicle-stimulating hormone; LHRH = luteinizing hormone-releasing hormone
33
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1. Cardoso F, et al. Ann Oncol. 2010;21(suppl 5): v15-v19; 25; 2. Thurlimann B et al. Eur J Cancer.2003;39(16):2310-17;
3. Johnston S et al. LBA2-EBCC, Vienna, 2012: 27. 4. Chia S et al. J Clin Oncol. 2008;26(10);1664-70; 33. 37
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0© subway (Paid area)

L * Racing days only

A

Shenzhen Line4

1l henzhen Line 1

Shenzhen
uo Hu
Sheung Shui
Fu Tian KouAn. oﬂi&_ﬂ e Faflil‘?ng
Y415 s

Lok Ma Chau(Futian Port)

M 9

Hong Kong Metro Map
(Click to Enlarge)

1il"l E
n

% Bl B3y
ShekMun___ HengOn ' Wu Kai Sha
Fok oI L . Tai ShuiHang  Ma On Shan
Tin Shui Wai| | J-on9Ping we - -,
Siu Hoﬁék ) I;lrﬂn Long New Territories KBGO ¥ city one
) Sk | ﬁcecourse
411 YKam Sheung Road I featic|
: 9 __ Ysha Tin Wai
Ot UL
Tuen Mun p— b he Kung mple
e va \VE N
° + A LM BT Tai!vﬂ:?ﬁil'o’;‘é‘c ﬂMPiagl‘de“L
SRR BB B RN O WEM ; ! w0 MOAN B W
Tsuen Wan, 8 waiin Lai in el Foo ﬂ‘ﬂ Kol'oon ong & Choﬁ-lung

Tai Wo Hau  Kwai,

AsiaWorld-Expo i 4

Wong Tai Sin

U &
L i Kowloori Bay

L A TeinaYi Kowloon A5 W o
i e g - Ngau :j: ok Pola
Airpory M N\, [Mong Kok East  kwun ToRg  Hang Haul
#//Sunny Ba W & 0 A
O Tseung Kwan O
~TUAG Chung WL
ir) Disneyland Resort _ . Héwk LOHAS Park
Cable Caranit LN gﬂl]l!'P‘iu P’(“é::lhgi Leng -
Ngong Ping 360 égs T
ONE Single Journey Ticket is not valid for
g G o interchange between lines at
FMBE L) Fit ¢ Tsim Sha Tsui/East Tsim Sha Tsuisudam _
Lantau Island Hong Kongr’ BN Fortress Hilpma® =2 o Wan Ho
O B_'_—a| PO O O O = O O
(ot S« B 74 W MES _ RKn MEl Jur WG KW I TN ;
g Wan Central =~ Wan Chai TinHau  North Point m"l'ai Koo Shau Kei Van Reesbeng FaChiueh
ik 5 i
Hong Kong Island Chai Wan

39



\r-

h

e

I EHHR+ZH% B2 IR e MY R

C IEEART > 4R
E% £ ERTIGF- R A B EE

1 IGF2FXEER HYYEEAHIRE -

/ mTOR
FE UG

4 = l
HRPERSESR BRI . -
| A A

HIN

SHIBERE

£RAR ARAH MEIRE

40



AT HIER L EE B R R P
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BOLERO-2 CfE&K ~ MBS J%ﬁﬁ,\ﬁéiaéwﬁé

BHZE

R LRSI LER

=

1

W~ v
a2 MR HA H R LI
} + i) u.n
100 Hazard ratio, 0.36 (95% Cl, 0.27-0.47)
90 P<0.001 by log-rank test
<3 804
- 704 Everolimus plus exemestane
Q S 60 ‘\\ (median PFS, 10.6 mo)
< 7
(- l'_li
= jg % =
s = m =
B
=S 304 ‘\L
] R T—
a 204 Placebo plus exemestane 'l.Ji
o (median PFS, 4.1 mo) ~  Smm———= e
O | | | | 1 | 1 | | 1 | I 1 éEE‘:/H\:E
0] 6 12 18 24 30 36 42 48 54 60 66 72 78

Weeks

FH O R AN B S 2 Nt > [FIIRp 882 I ARAE
mzEEty) (Everolimus) Fi & HH 15 B SZ8y) v 7 1 A 1

M L EHA 4.1 B 3 h1210.61E H

\
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Baselga J, et al. N Engl J Med. 2012;366(6):520-529. Hortobagyi G, et al. SABCS 2011; abstract S3-7 (oral).
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SR HOHR (7 7 52) 2
ALY

. Aromatase inhibitors @ ——————— i i
Estradiol e © Growth factor = Tyrpsr:pbe_ kinase
"§| receptor (eg, EGFR) inhibitors

Palbociclib

Lbl

Buparlisib

Alpelisib Ribociclib

Abemaciclib

Estrogen receptor
downregulator

@\’ mﬁi’;itors @ CDK4/6 inhibitors

mTOR J_

inhibitors @ . CDK4/ \———'
ﬁf\

Gene transcription

Data from 1. Yardley DA, et al. ASCO BC 2011, Abstract 268; 2. Osborne CK, et al. Annu Rev Med. 2011;62:233-247; 3. Yamnik RL, et al. J Biol Chem. 2009;284(10):6361-6369;
4. Zardavas D, et al. Nat Rev Clin Oncol. 2013;10(4):191-210; 5. Infante JR, ASCO 2014, Abstract 2528.



CDK4/6 57

ER > HER2 > CDK4/6 MAPKsER/PgRIAR

Wnt/B-catenin
STATs \ ! @ <— p53
PI3K/AKT/mTO (
< -~ @D

A
mm Palbociclib
Ribociclib
@ g Abemaciclib

Gene
3 | transcription

29
GreinB)coces J

l checkpoint
PROLIFERATION \

Kim S, et al. AACR-NCI-EORTC 2013; Abstract B264; Rader J, et al. Clin Cancer Res 2013;19:6173-6182; Finn RS, et al. Breast 45
Cancer Res 2009;11:R77; Thangavel C, et al. Endocr Relat Cancer 2011;18:333-345.




PALOMA-1/TRIO-18/Study 1003:
e (b{E)EHA (Overall Population)

PAL+LET
(n =84)

4
7

100 ——
90— Number of events (%) 41 (49) 59 (73)
Median PFS, months 20.2 10.2
80— (95% Cl) (13.8-27.5) (5.7-12.6)
70— Hazard ratio (95% Cl) 0.488 (0.319-0.748)

P value .0004

Progression-Free Survival
Probability, %
N WA OO
o O O o OI
L 1 1 1

-
o
I

o

I I I I I I I I I I
4 8 12 16 20 24 28 32 36 40

Time, months

o

Number of patients at risk
PAL+LET 84 67 60 47 36 28 21 13 8 5 1
LET 81 48 36 28 19 14 6 3 3 1

Abbreviations: Cl, confidence interval; LET, letrozole; PAL, palbociclib; PFS, progression-free survival.

Finn RS, et al. Lancet Oncol. 2015;16(1):25-35.
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duplicated chromosomes for
error, making any needed
repairs.

The cell "double checks” the / \\
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 Each of the 46 “ERPH
. chromosomes is /

: Cellular contents
duplicated by the, ’
ol Y excluding the chromosomes,

are duplicated.

cell.
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GlEN=Y

R B, BIlfEF

Ak

IR 2 S AT ) |
AF ZEIAL ~ [l s E T
Selective estrogen Tamoxifen [l ~ H&AKRA] ~ + =¥
receptor modulators e 0 ~ md
(SERMSs)

75 5 BRI E Letrozole B . BE&SETE L A
Aromatase inhibitors ~ Anastrozole E&_gﬁ E,E,%EE?;E% AE";T%%
(Al) Exemestane —° SR H
BERER Zax R (KA T

Estrogen receptor
downregulators
(ERDs)

Fulvestrant ZWEIZT - B - G



HER2+HEHL 4
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Gl

, oemn RIS~ RIEGES EAL B AT
ER RN BRI oy L g

TREBIEE  (Trastuzumab) e oo o e

EGFR P JHE -
i(nhibitor) HIEEEE S - B - B - DS
(Lapatinib) %
TDM1 o o o
(Trastuzumab Wt E ~ LA RS ~ 23R -

emtansine) fiEe

HER2ZE AL WHZEREDT  OEHAE - BIE - X8 - et
B e E SRS (Pertuzumab) JEE - AR ~ B S
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