F1508FZEFE PEith;
HELIT— BER
fRER

2018/09/08

LOEMUARFRERE FRAR
TEERE A




FEHRADHRERKEDRFT

IARTHDIEHIZEZELL



4
IL7%

—IA +* o = o
Az 1/
- —
BER
The Japanese Breast Cancer Society Clinical Practice Guidelines for Breast Cancer

" Japanese Breast Cancer Society
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Enrolled: NovO3-Apr 1 TEXT
TAMOXIFEN AND EXEMESTANE
M TRAL (N=2672) ,
* Premenopausal HR+ A ] Joint
. <12 wks after ->| Tamoxifen+OFS x Dy Analysis
surgery N B Y
* Planned OFS -~ | ExemestanetOFS x Oy (N=4690)
* No planned chemo
OR planned chemo O .
Tamoxifen+
SUPPRESSION OF QVARIAN Exemestane+
FUNCTION TRIAL (N=3066) OFS x 5y
« Premenopausal HR+ R _
-<12 wks after surgery |4 ~ | Tamoxifen x Sy
*No chemo N _
OR > | Tamoxifen+OFS x Sy
«Remain premenopausal [+ Median follow-up 9
<8 mos after chemo |5l | Exemestane+OFS x S5y years

OFS=ovarian function
suppression

Fleming G, et al. SABCS™2017 Abstract GS4-03
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100
90 Tamoxifen—OS

80 Tamoxifen
70+

60—
50
40

Patients (%)

Hazard ratio for recurrence, second invasive cancer,
or death, 0.83 (95% Cl, 0.66—1.04)

20+ P=0.10
10

30+

0 I I I I I |
0 1 2z 3 4 5 6

Years since Randomization
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| Prudence ANEJM 2014 Vol29 436-446
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100+
9{}__\

80
704
. No. of
X 60- Patients
2 o No. of with 5-Yr
I .
@ Patients Event %
S 409 Exemestane—OS 2346 216 91.1
30— == Tamoxifen—-OS 2344 298 &7.3

20— Hazard ratio for recurrence, second invasive cancer,

104 or death, 0.72 (95% Cl, 0.60-0.85)

P<0.001

0 | | | | | |
0 1 2 3 4 5 6

Years since Randomization

EARDEENT TIITAM+OFS EEXE+OFSEF CEXE+OFSEF D' RIF/IRHER

Prudence ANEJM 2014 Vol29 436-446



SOFT&\ER in 2018

Tamoxifen alone (T)

A Disease-free Survival in All Patients

Tamoxifen plus ovarian
suppression (T-OS)

100
9u~x———
—
80 e
—_ 104
R 60— 8-Yr
g Disease-
5 50+ free Hazard Ratio
= 40 No.of No.of Survival (95% Cl)
2 Patients Events Rate vs. T
304 ”
204 T 1018 208 78.9
T-0S§ 1015 167 83.2 0.76 (0.62-0.93)
104 E-OS 1014 143 85.9 0.65 (0.53-0.81)
0 T T T T T T T T 1
0 1 2 3 4 3 6 7 8 9

Years since Randomization

B Disease-free Survival in Patients Who Did Not Receive Chemotherapy

100
e
90 “_ﬁ&
80
< 704 8.y
-Yr
— 604 Disease-
}g 50 free Hazard Ratio
@ No.of No.of Survival (95% Cl)
E 40+ Patients Events  Rate vs. T
30+ %
T 476 60 87.4
20+ T-0S 473 47 90.6 0.76 (0.52-1.12)
104 E-OS 470 35 92.5 0.58 (0.38-0.88)
0 T T T T T T T

0 1 2 3 4 5 6 7 8 9

Years since Randomization

Exemestane plus ovarian
suppression (E-OS)

C Disease-free Survival in Patients with Previous Chemotherapy

100+

goﬁ%
80 o

— 104 e —
§ 60+ 'S-Yr
n Disease-
= 50+ free Hazard Ratio
= 404 No.of No.of Survival (95% Cl)
Iy Patients Events  Rate vs. T

30+ %

T 542 148 714
20+ T-0S 542 120 767 0.76 (0.60-0.97)
104 E-OS 544 108 80.4 0.68 (0.53-0.88)
0 T T T T T T T T

0 1 2 3 4 3 6 7 8

Years since Randomization

TAMERR(ZEEN, TAM+OS,
EXE+OSEF CRIF/ZDFS,
BIC, (LA ZmT UICES
A C. TOEIRLERSIC

P.AFransis et alNEJM 2018 Vol379 122-137
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B Overall Survival

100
804 T —

- T-OS e

9} E-OS —

g 60+

<

@

§ 40+

o Pts Deaths 8-Yr% HR (95% Cl)vs. T
204T 1018 88 915

T-0S 1015 61 933 0.67(0.48-0.92) P=0.014

B E-OS 1014 76 921 0.85(0.62-1.15)

0o 1 2 3 4 5 6 7 8 9
Years since Randomization

D No Chemotherapy, Overall Survival

804 T N

= o Lo —

% E-OS —

g 60+

<

(2]

:53 40

S Pts Deaths 8-Yr% HR (95% Cl)vs. T
201T 476 5 98.8

T-0S 473 10 979 1.96(0.67-5.73)

. E-OS 470 9 977 1.83(0.61-5.47)

T T T

0 1 2 3 4 5 6 7 8
Years since Randomization

O

F Prior Chemotherapy, Overall Survival

100-\

go{ T —
| o gam—

E-OS —r
60

401

Patients Alive (%)

Pts Deaths 8-Yr% HR (95% Cl)vs. T

201T 542 83 85.1

T-0S 542 51 894 059(042-0.84)

E-OS 544 67 87.2 0.79(0.57-1.09)

o 1 2 3 4 5 6 7 8 9
Years since Randomization
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P.AFransis et alNEJM 2018 VoI3 79 122-137
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PALOMA-3 Results for Premenopausal Women

A
100 -~ 4 —
< '
— 80+
o
2
e
S 60~
"V
w
o ,
i - 401 Median PFS, months (95% Cl) . . ad
o =~ Palbociclib + Fulvestrant 9.5 (7.4-NE)
2 20« *+ Censored
v Placebo + Fulvestrant 5.6 (1.8~7.6)
S Censored
a 0 HR(95%C),0.50 (0.29-0.87)
Two-sided unstratified log-rank test; p=.013
0 1 2 3 4 5 6 7 8 ) 10 11 12 13 14 15
Patients at risk: Time (months)
Palbociclib + Fulvestrant 72 69 55 54 51 51 40 40 17 17 5 5 2 2 1 0
Placebo + Fulvestrant 36 34 20 20 19 19 14 14 4 4 3 1 0
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MANICERBETZRDITED
Sibylle Loibl et al:The Oncologist 2017 Vol22 1-11
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No prior adjuvant
endocrine therapy

Prior adjuvant endocrine therapy

| I
Prior treatment with tamoxifen Prior treatment with an Al

with or wﬁhou? ovarian and ovarian suppression
suppression l
L

Early relapse Late relapse Early relapse Late relapse
(<12 months (> 12 months (<12 months (> 12 months
since adjuvant since adjuvant since adjuvant since adjuvant
therapy) therapy) therapy) therapy)
Ovarian Ovarian Ovarian Ovarian Ovarian
suppression plus: | suppression plus:] suppression plus: suppression plus:  suppression plus:
First Al, nonsteroidal Al {(nonsteroidal) Al (nonsteroidal)  Fulvestrant = Al (nonsteroidal)
line preferred Fulvestrant Al + fulvestrant palbomcllb. Fulvestrant
Al + fulvestrant (500 mg) Al + palbociclib Al + everolimus Al + palbociclib
Al + palbociclib | Al + palbociclib Tamoxifen Al (steroidal) Tamoxifen
Tamoxifen Tamoxifen
I
Fulvestrant + Fulvestrant = Depending on prior
. palbociclib palbociclib therapy:
Secondline Ay everolimus Al + everolimus o e
(with Al (steroidal) Al (steroidal) palbociclib
continued T Tamoxifen (late Al + everolimus
ovaran relapse) Al (steroidal)

suppression) Tamoxifen
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NCCNZJ1 BS54 VTl

National

Comprehensive.:  NCCN Guidelines Version 1.2018 HECH Buietines Index
NCCN E;mcefk Invasive Breast Cancer Discussion
erwork”

RECURRENT/STAGE IV (M1) DISEASE

CLINICAL WORKUP
STAGE

+ History and physical exam
» Discuss goals of therapy, adopt shared decision-making, and document course of care See Treatment

+CBC of Local and Regional
* Comprehensive metabolic panel, including liver function tests and alkaline phosphatase Recurrence (BINV-18)

* Chest diagnostic CT with contrast and

* Abdominal  pelvic diagnostic CT with contrast or MRI with contrast Supportive care’V

Recurrent » Brain MRI with contrast if suspicious CNS symptoms

or }_» * Spine MRI with contrast if back pain or symptoms of cord compression
« Bone scan or sodium fluoride PET/ICT (category 2B)

Stage V(MI)| |, EpG PETICT®SS (optional)
= X-rays of symptomatic bones and long and weight-bearing bones abnormal on bone scan See Systemic Treatment
= First recurrence of disease should be biopsied of Recurrent or Stage |V
« Determination of tumor ER/PR and HER2 status on metastatic siteCILuu (M1) (BINV-19)
= For patients with HER2-negative tumors eligible for single-agent therapy, strongly and
consider germline BRCA 1/2 testing. Supportive care"V

« Genetic counseling if patient is high risk for hereditary breast cancer?

For patients with HER2-negative tumors eligible for single-agent
therapy , strongly consider germline BRCA 71,/2 testing




OlympiAD trial PFS(Primary endpoint)

A Progression-free Survival

Progression-free Survival (%)

Mo. at Risk
Olaparib

Standard therapy 97 88 63 46 44 29 25 2421 13 11 11 8 7 4 4 4 1 1

Olaparib®t : 707 B (PRE)
Standard therapy®f : 4258 (PRE)
Hazard ratio, 0.58 (95% Cl, 0.43-0.80)
P<0.001
Olaparib (N=205)
Standard therapy
20- (N=97)
ﬂ I | | | | . :

1 T T T T T T T T T T T T T T T T T T 1
10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30

=
Bl
ol
g
T,
oh
]
Do =
o —

Months since Randomization

20520117715915412910710094 73 69 61 40 36 23 21 21 1111 11 4 3 3 2 2 1 1 1 0O
11 1 1 1 1 0 000

Mark Robson et alNEJM 2017 VoI377 523-33



OlympiAD trial QOLIE RE TOHRARS

Olaparib®t : NC
Standard therapy®f : 15358 (dhR{BE)
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L L L L L L L T L L L L ]
4 6 8 10 12 14 16 18 20 22 24 26 2
Months

Altrnsk. n 201 164 134 93 77 56 40 20
X S4 30 19 13 8 7
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OlympiAD trial OS(Secondary endpoint)

B Overall Survival

100 Olaparib®f : 19378 (hR(E)
90- Standard therapy®t : 19658 (hR{E)
gﬂ_
— 704 Hazard ratio, 0.90 (95% Cl, 0.63-1.29)
& Pe0.57
S 50- ,
w Olaparib (N=205)
T 40-
g 30-
Standard therapy
20- (N=97)
10+
n I | | T I | | | ] | | | ] | | | ] | | ] ] | I ] ] | I ] ] |
0 1 2 3 45 6 7 & 9 1011 1213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Months since Randomization
Mo, at Risk
Olaparib 205205205201 199195189183 178170159153 14613310993 78 59 46 38 30 25 18 15 14 12 8 6 4 2 0
Standard therapy 97 93 92 88 85 82 78 77 74 71 69 65 62 57 5039 34 28 24 21 1312 9 8 7 5 4 4 2 0 0O

Mark Robson et alNEJM 2017 VoI377 523-33



OlympiAD trial design

HER2-negative metastatic BC
— ER+ and/or PR+ or TNBC

Deleterious or suspected
deleterious gBRCAm

Prior anthracycline and taxane
<2 prior chemotherapy lines in
metastatic setting

HR+ disease progressed on
21 endocrine therapy, or not suitable

If prior platinum use

— No evidence of progression
during treatment in the advanced
setting
212 months since (neo)adjuvant
treatment

Olaparib
300 mg tablets bd

2:1 randomization

Chemotherapy
treatment of physician’s
choice (TPC)

+ Capecitabine

« Eribulin

* Vinorelbine

BICR, blinded independent central review; ER, estrogen receptor; HRQoL, health-related quality of life;
PR, progesterone receptor; RECIST, response evaluation criteria in solid tumors; TNBC, triple negative breast cancer

Treat until progression

Primary endpoint:

* Progression-free survival
(RECIST 1.1, BICR)

Secondary endpoints:

Time to second
progression or death

Overall survival
Objective response rate

Safety and tolerability

Global HRQoL
(EORTC-QLQ-C30)




