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Outline

= Adjuvant
— Hormone positive, HER-2 negative
* TAILORX
— HER-2 positive
* PERSEPHONE

= Metastatic
— BRCA1, 2 mutated
« EMBRACA
— TNBC
.« LOTUS
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ADJUVANT HORMONE POSITIVE, HER-2 NEGATIVE
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Standard of care ; . l

Oncotype DX
2003 - Prognostic

NSABP and Genomic Health- large prospective trial validate 21 gene
assay to quantify likelihood of breast cancer recurrence-low (0-17),
intermediate (18-30), high risk (31-100)

668 patient samples from NSABP B-14 (placebo vs tamoxifen 1982-
1988)

2004 - Predictive
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I ALLURX
re: CT/endo vs endo)
RS > 31-high risk CT/endo
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TAILORX: The Trial Assigning Individualized
Options for Treatment

e NEW ENGLAN D
JOURNAL of MEDICINE

ESTABLISHED IN 1812 JULY 12, 2018 VOL. 379 NO.2

Adjuvant Chemotherapy Guided by a 21-Gene Expression
Assay in Breast Cancer

J.A. Sparano, RJ. Gray, D.F. Makower, K.|. Pritchard, K.S. Albain, D.F. Hayes, C.E. Geyer, Jr., E.C. Dees, M.P. Goetz,
J.A.Olson, Jr., T. Lively, 5.S. Badve, T.). Saphner, L.I. Wagner, T.J. Whelan, M ). Ellis, S. Paik, W.C. Wood,
P.M. Ravdin, M.M. Keane, H.L. Gomez Moreno, P.S. Reddy, T.F. Goggins, |.A. Mayer, A.M. Brufsky,
D.L Toppmeyer, V.G. Kaklamani, J.L. Berenberg, ). Abrams, and G.W. Sledge, Jr.
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TAILORX: Eligibility Criteria

= Age 18-75 w/invasive mammary cancer

Node negative
ER and/or PR positive, HER-2 negative

Tumor size:
— 0.6-1cmifgrade 2 or 3
- 1.1-5cm

Chemo candidate
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Rationale for adjusting recurrence score range

. RS I’ange adeSted for B20: Relationship Between Continuous
mid'range (BZO) RS and Distant Recurrence by Treatment

Tam
— Tam + Chemo

— Preserve prediction in high
risk group

% | Benefit
from
chemo

— Minimize potential for
undertreatment

wm
£
&
>
o
—
-
<
5}
o
=
(3
—
=
=
o
[}
o
4
c
<
—
2
(=)

Recurrence Score




F UC DAVIS HEALTH

TAILORX:

RS 0-10 1,629
ET

ARM B

11,232

Pregistere
9 d 10,273

Registered 6'711.
Randomize

Oncotype
RS

ARM [
RS 26-100 1,389
Chemo+ ET
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TAILORX: Methods

= Phase III, randomized, non-inferiority

= Intention to treat for primary analysis, as treated
analysis also planned

» Hazard ratio margin exceeding was 1.322 was selected as the
non-inferiority margin for IDFS

= Endpoints
— Primary endpoint
Invasive disease free survival (RS 11-25)
- Distance recurrence free interval (RS 0-10)
— Secondary endpoints
+ Relapse free interval
« 0OS
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TAILORX: Patient Characteristics

Table 1. Characteristics of the Patients in the Intention-to-Treat Population at Baseline.®
Characteristic Recurrence Score of <10 Recurrence Score of 11-25 Recurrence Score of =26
Chemoendocrine Chemoendocrine
Endocrine Therapy Endocrine Therapy Therapy Therapy
N =1619' N =3399 N=3312 N=1389
Median age (range) — yr 58 (25-75) 55 (23-75) 55 (25-75) 56 (23-75)
Age =50 yr — o, (%) 429 [26) 1139 (34) 1077 (33) 409 (29)
Menopausal status — no. (%)
ysal

Postmenopausal 1141 (70) 2187 (64) 2109 (64) 982 (71)
I
Median (IQR) 1.7 (L3-2.3)
Mean 1.7420.76 1.71+0.81 171077
Histologic grade of tumor — no./total
no. (%)
Low 530/1572 (34) 959/3282 (20) 934/3216 (29) 89/1363 (7)
Intermediate 93171572 (59) 1884/3282 (57)  1837/3216 (57) 590/1363 (43)
High 1111572 (7) 439/3282 (13) 4453216 (14) 681/1363 (50)
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TAILORX: Patient Characteristics

Estrogen-receptor expression — no. (%)
Negative 5 (=1) 6 (<1) 3 (=1) 40 (3)
Positive 1614 (=99) 3393 (-99) 3309 (=99) 1349 (97)

Progesterone-receptor expression —
no. ftotal no. (%)

Negative 28/1583 (2) 267/3339 (8) 25113240 (8) 405/1353 (30)
Positive 1555/1583 (98) 3072/3339 (92)  2989/3240 (92) 9481353 (70)
Clinical risk — no./total no. {%:)]

Low 1227/1572 (78) 2440/3282 (74) 23593214 (73) 589/1359 (43)

High 345/1572 (22) 842[3282 (26) 8553214 (27) 770/1359 (57)
Prirmary surgery — no. (%)

Mastectomy 516 (32) 935 (28) 917 (28) 368 (26)

Breast conservation 1103 (68) 2464 (72) 2395 (72) 1021 (74)
Adjuvant chemotherapy — no. (%)

Yes 8 (0.5) 185 (5.4) 2704 (31.6) 1300 (93.6)

Mo 161l (99.5) 3214 (94.6) 608 (18.4) 89 (6.4)
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TAILORX: Results- invasive disease free survival
(primary endpoint)

= = = Endocrine therapy

Chemaoendocrine therapy

A Invasive Disease~free Survival

1.0+ : H
e Median f/u time
e 5 0 7.5 years after
=
w2 0.7+
i 836 IDFS events
3% o
-‘?'; 0.5
3 041
23 03+
E =] 024 Hazard ratio for invasive-disease recurrence, second primary cancer,
’ or death, LO& (9536 CI, 0.94-1.24)
0.19 pP=026
0.0 T T T T T T T T 1
o 12 4 36 48 5] 72 &4 9 108
Months
No. at Risk
Chemoendocrine therapy 3312 3204 3104 2993 2849 2645 2335 17El 1130 523
Endocrine therapy 3399 3293 3154 3081 2953 2741 2431 1859 1197 537
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TAILORX: Results- distant relapse free interval

(secondary endpoint)

B Freedom from Recurrence at a Distant Site
1.0

0.5
0.8
0.7
0.6
0.5
0.4
0.3
0.24 p-p4g
0.1

Probability of Freedom from
Recurrence at a Distant Site

Hazard ratio for recurrence at a distant site, 1.10 (9536 CI, 0.85-1.41)

G-GI'IIIIIII
0 12 24 36 48 B0 72 B4 9%

Months
No. at Risk

Chemaoendocrine therapy 3312 3215 3142 3059 2935 2734 2432 1Be6 1197
Endocnne therapy 3399 3318 3239 3147 3033 2E33 2337 1M47 1267

108

554
581
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TAILORX: Results- exploratory analysis

= Subgroups to evaluate if any group benefit from
chemo

— No significant interactions in tumor size, grade, menopausal
status, or clinical risk status

— Significant interaction with age and RS

14
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TAILORX — subgroup analysis — 9 year event rates
» <50 RS 16-25 chemo benefit

— 16-20 1.6% fewer distant recurrences
— 21-25 6.5% fewer distant recurrences

15
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TAILORX - Conclusions

= ITn women over 50 w/RS 11-25, ET was shown to be
non-inferior to chemo and ET

= RS of 0-10 with very low distant recurrence rate (2-
3%) at 9 yrs

» Chemo benefit in women < age 50 with scores of 16-
25
— Some benefit RS 16-20
— More benefit RS 21-25
— Most benefit > 26

16
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TAILORX - Practice Changing?

= >50 RS 0-25- no chemo benefit!
= < 50 RS 11-15- no chemo benefit!
= < 50 RS 16-25- risk/benefit convo

17
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ADJUVANT HER-2 POSITIVE

18
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Background

= Adjuvant early stage HER2 positive breast cancer
2007- chemo with 12 months trastuzumab

2005- HERA, NSABP B-31, N9831 -

12 months of trastuzumab on empirical basis
2006- FinHer 9 weeks of trastuzumab better than none
HERA- 2 years study, no add’l improvement

PHARE- 6 mos vs 12 mos - 3.5 years follow up, 6 months was
NOT non-inferior to 12 months of trastuzumab

19
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De-escalation in HER-2+ breast cancer

APT
— Adjuvant paclitaxel and trastuzumab for node negative, HER2+ breast cancer

RESPECT
— Adjuvant trastuzumab monotherapy for HER2+ breast cancer in elderly patients

ATEMPT
— Adjuvant TDM-1 versus paclitaxel/trastuzumab for breast cancer

ATOP
— Adjuvant TDM-1 for older patients with HER2 + breast cancer

PerELISA

— Neoadjuvant trastuzumab/pertuzumab/letrozole for HR+/HER2 operable breast cancer with
Ki67 response

ADAPT

— Neoadjuvant 12 weeks of trastuzumab/pertuzumab with or without paclitaxel in HER2+/HR-
early breast cancer

PAMELA
— Neoadjuvant trastuzumab, lapatanib in early stage HER2+ breast cancer

20
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PERSEPHONE

» 6 vs 12 months of adjuvant trastuzumab in patients
with HER2 positive early breast cancer: Randomized
phase III non-inferiority trial with definitive 4 year
disease free survival results

21
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PERSEPHONE - Hypothesis and Endpoints

= Six months of trastuzumab has similar efficacy as
compared to 12 months, but less toxicity and cost

= Endpoints
— Primary Endpoint
« DFS
— Secondary Endpoint
« 0OS
+ Cost
» Cardiac function

22
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PERSEPHONE - Eligibility criteria
» HER2 positive- 3+ by IHC, or 2+ and FISH amplified
Hormone positive or negative

No metastatic disease

Chemo eligible

Neoadjuvant or adjuvant
= Concurrent or sequential trastuzumab

23
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PERSEPHONE - Trial design

» Phase III, non-inferiority- “no worse than 3% below
control arm”

» 3 interim futility analyses
= 152 sites in UK

24



HER2 + (3+ by
IHC or 2+ and
amplified by
FISH), early
stage, getting
chemotherapy

(n = 4088)

UC DAVIS HEALTH

PERSEPHONE - Trial design

9 cycles
(n = 2043)

status, chemo type,
chemo timing,
trastuzumab timing

months trastuzumab-
18 cyles
(n = 2045)

25
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PERSEPHONE - Patient Characteristics I

12 months 6 months Overall
(n=2045) (n=2043) (n=4088)

*ER Status Negative 633 (31 632 (31 1265 (31
Positive 1412 (69) 1411 (69) 2823 (69)
hemotherapy type  Anthracycline based 854 (42) 846 (41) 1700 (42)
— — RS

Other (CMF) 2 (<1) 3 (<1) 5 (<1)
*Trastuzumab timing Concurrent 951 (47) 952 (47) 1903 (47)
Sequential 1094 (53) 1091 (53) 2185 (53)
Age <=50 years old 657 (32) 677 (33) 1334 (33)
366 (67) 2754 (67)
pre-randomisation 1-4 780 (38) 755 (37) 1535 (37)
5-9 367 (18) 400 (20) 767 (19)

Source: Helena Earl, 2018 ASCO Annual Meeting.
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PERSEPHONE - Patient Characteristics 11

12 months 6 months Overall
(n 2045) (n 2043) 4088)
an 15

Neo-adjuv

Adjuvant 1737 (85 1731 (85 3468 (85
Nodal involvement Negative 1003 (58) 1019 (60) 2022 (59)
4+ nodes involved 244 (14) 211 (12) 455 (13)
Tumour size <=2cm 824 (49) 807 (48) 1631 (48)
>2 to 5cm 778 (46) 786 (47) 1564 (47)
>5cm 87 (5) 83 (5) 170 (5)
Tumour Grade | 28 (2) 34 (2) 62 (2)
1l 511 (30 523 (31 1034 (31
11 1153 (68) 1128 (67) 2281 (67)

Source: Helena Earl, 2018 ASCO Annual Meeting.
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PERSEPHONE - DFS (primary endpoint)

Disease-Free-Survival (%)

12 months 247
6 months 265

89.8%00.4%
89.4% )

— 12 Months
— 6 Months . ot

inferiority
limit

.—A—E—.

0.93-1.24 0.01
12

: Hazard Ratio

No. at Risk
12 months 2045
6 months 2043

T T

2 3
Years from diagnosis

1887 1666
1879 1647

Source: Helena Earl, 2018 ASCO Annual Meeting.
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PERSEPHONE - OS (secondary endpoint)

TR
198.7% 94.8% 1 1.0%
| 93.6%3

— 12 Months
— 6 Months

Non-
inferiority
limit

=
X
S
©
]
2
S
wv
o
]
>
o

12 months 156 5 0.95-1.37 0.0006 i i
6 months 179 Hazard Ratio

[ QPR —

|
'
'
'
'
1
1

=

2 3
Years from diagnosis

No. at Risk
12 months 2045 1939 1732
6 months 2043 1937 1731

Source: Helena Earl, 2018 ASCO Annual Meeting.
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*Hazard Ratio & CI
(6 mths - 12 mths)
|

121832 owoas 126 (0.97, 1.64)
(10.1%) (15.0%)

Positive 1441411 14a1412 0.96 (0.76, 1.20)
(10.2%) (10.5%)

D FS . - Stratified Zeaoes ez 1.08(0.91,1.28)
. Interaction between 2 groups %,=2.3; p=0.13

CT Type

Pre-defined
subgroup analysis o £ £ ! -

(12.0%)
Heterogeneity between 4 groups 7%=11.1; p=0.01
CT Timing

Adjuvant 1041721 wrnT3T 0.98(0.81, 1.20)
(11.2%) (11.3%)

Neo-adjuvant 71312 50308 143(1.00,204)
28%) (18.2%)

- Stratified 24712045 1.07 (0.90, 1.28)
(130%) (121%)

Interaction between 2 groups 7?,=3.2; p=0.07

52/981
Sequential (after CT) 14 185/1004 084 (068, 1.06)

(15.1%)

(13.0%)
- Stratified 2052043 24772045 1.07(0.90, 1.27)
(120%) (121%)

Interaction between 2 groups %?,=10.8; p<0.001

- Unstratified 20572043 24772045 1.07 (0.90, 1.28)
(13.0%) (127%)

« - g5%C1 <> 95%Cl

weseimas 2018ASCO #ascois mesewose Prof Helena Earl MD PhD 17
ANNUAL MEETING permison requiret for ree

https:/Avarwick.ac.uk/fac/med/research/ctuftrials/cancer/persephone
Source: Helena Earl, 2018 ASCO Annual Meeting.
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PERSEPHONE - Cardiotoxicity

* 6 month trastuzumab
— 4% patients had to stop the drug

» 12 month trastuzumab
— 8% patients had to stop the drug

» Cardiac function recovered post trastuzumab
= Recovery faster in 6 month group

UC DAVIS HEALTH

31
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PERSEPHONE CONCLUSIONS

= 6 months of trastuzumab was non-inferior to 12
months

» 6 months less cardiotoxicity
= Reduce cost to patient and health care system

= Forest plot subgroup analysis, maybe favored 12
month trastuzumab for concurrent chemo
w/trastuzumab and taxane based chemo (small
numbers)

32
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PRACTICE CHANGING?

» Are we asking the right question with de-escalation of trastuzumab?

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Adjuvant Paclitaxel and Trastuzumab for
Node-Negative, HER2-Positive Breast Cancer

Sara M. Tolaney, M.D., M.P.H., William T. Barry, Ph.D,, Chau T. Dang, M.D,,
Denise A. Yardley, M.D., Beverly Moy, M.D., M.P.H., P. Kelly Marcom, M.D.,
Kathy S. Albain, M.D., Hope S. Rugo, M.D., Matthew Ellis, M.B., B.Chir., Ph.D,,
luliana Shapira, M.D., Antonio C. Wolff, M.D., Lisa A, Carey, M.D.,

Beth A. Overmoyer, M.D., Ann H. Partridge, M.D., M.P.H., Hao Guo, M.S.,
Clifford A. Hudis, M.D., lan E. Krop, M.D., Ph.D., Harold J. Burstein, M.D., Ph.D.,
and Eric P. Winer, M.D.

* Pre-pertuzumab era

= [s this relevant in 2018?

33
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METASTATIC BRCA ASSOCIATED BREAST CANCER

34
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Standard of care

= Sequence appropriate endocrine, HER-2 directed, or
cytotoxic therapy

» Heterogeneous disease

= Clinical trial whenever possible!

35
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EMBRACA

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Talazoparib in Patients with Advanced Breast
Cancer and a Germline BRCA Mutation

Jennifer K. Litton, M.D., Hope S. Rugo, M.D., Johannes Ettl, M.D.,

Sara A, Hurvitz, M.D., Anthony Gongalves, M.D., Ph.D., Kyung-Hun Lee, M.D., Ph.D,,
Louis Fehrenbacher, M.D., Rinat Yerushalmi, M.D., Lida A. Mina, M.D.,
Miguel Martin, M.D., Ph.D., Henri Roché, M.D., Ph.D., Young-Hyuck Im, M.D., Ph.D.,
Ruben G.W. Quek, Ph.D., Denka Markova, Ph.D., lulia C. Tudor, Ph.D.,
Alison L. Hannah, M.D., Wolfgang Eiermann, M.D., and Joanne L. Blum, M.D., Ph.D.,

36
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EMBRACA Vs OlympiAD

= Talozaparib more = Olaparib

potent PARPi (dual o
mechanism PARPi) Appx 72% pts ECOG 0
No prior platinum

Prior platinum allowed
if no progression on the
agent

Randomized 2:1

Primary endpoint- PFS

Randomized 2:1

Primary endpoint- PFS

37



breast cancer
w/germline
BRCA -
mutations. No
more than 2
prior therapies
in metastatic

setting, no
platinum in
metastatic

setting

EMBRACA - Trial Design

UC DAVIS HEALTH

Talazoparib 1 mg po
daily
(n = 287)

of prior chemo
regimens, hormone
receptor status, hx of
CNS mets

FNY d O O.

Capecitabine, eribulin,

navelbine, gemcitabine
(n = 144)

38



EBRACA: PFS

UC DAVIS HEALTH

A Progression-free Survival
1984 No.of Patients  No.of Events (%)  Median (95% Cl)
E:E mo
3 nd 1 Talszoparb 227 186 (£5) £5(72-93)
g . . Stand ard Therapy 144 £3 (58) 56(4.2-6T7)
£ o ‘~‘ Hazard raie for progreision or death, 0.54 (95% C1 041-0.71)
% 5 \ L2
i3 e e g e e e e e e S e S e S e S e S e e i i
3 ol .
£F .
-
P
£ 104
o 3 s 1 a
No. st Risk [evenis/cumulitive events)
Taazoparib 287 (/0] 229 (S0/50) 148 (S3/103) 91 (34/137) 55 (17/154) &2 (9/163) 29 (3/172) 23(Y174) 16 (5/179) 12 (4183 5 (2/185) 3 /185 1(Q/185) O(1/18§ O (0/185)
Standard thesapy le4 (0f0) 6B(AN/41) 34 (AN Z2[8%T 9(7E (07§ 437 2(ysY 2@ 1(E2) O(ym) OQPME3) O(EH O@yE) O(0E3
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EMBRACA: OS

i Mo._of Patients Neo. of Events (%] Median [95% C1)
a0 mo
Talazoparib 287 108 (3%) 223 (18 1-262)
50 Standwd Therapy 144 55 (38) 19.5 (16 3-22 4)
— 7o Harard rafie, 0.76 (95% O, 0.55-108)
£ P=0.11
3
'5 T i A s i e
= -
E 40
6 304
Taleopank
4 =4 Standard therapy
%
18+
¥ T T T T T T T T T T T T T 1
a 3 1 ] 12 15 15 n 24 7 30 L1} 36 3 4z
Months
Ne. at Risk |evenisfcumulative events)
Taaroparih 287 [0y 278 (5/5] 236 (15/20) 179(24M4 132 (16/80) S1{17/77) 4 (8/85) 52 (6/91) 3E(7/38) IO(4/10Z) 18 (4105 14 [O/106) B @/105) 2(1/107) O (/108
Sh;ﬂ led ey 115 (8fE) S (7/1%)  TE(M/Z)  35(7/3F) AL(7/3§ I (spM2)  20(4feE)  11(34E) E(23) 2{455 1pss oEsEy o@Es o)
L
Figure 2 Interim Analysis of Owerall Survival.
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ASCO 218 Ao Mowting | June 1-3 Poue 1983

EMBRACA: Efficacy Outcomes in Clinically Relevant Subgroups Comparing Talazoparib (TALA), an Oral Poly (ADP-ribose) Polymerase (PARP) Inhibitor,
to Physician’s Choice of Therapy (PCT) i in F Patients W'th Advanced Breast Cuncer and a Germline BRCA Mutation
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Age <50y
ECOG PS 50

ifd

HR+

All randomized patients (ITT) 287 86(7.2,9.3)

182 76058 89)
133 8.1(58,90)
123 69(6.3,86)
147 98 (8.3,13.0)
130 58(53,7.7)

24

03

564267

42(27.67
55(29,7.1)
36127.67)
5.7(4.6,8.6)
2801.7,46)
6.7(56 8

e
=
—e—
=t

43 57(41,81) 20 160243 |—e—|

46 7.0(42,129) 30 29(1.5 13 I ®
108 657(52.89) 42 35(2.1.59)

0.642 {0.413,0.711) <0001
0511{0.348,0.750) 0005
0.436 {0.284, 0.668) <0001
0.596 {0.293, 0.900) 0130
0474 {0.320,0.702) .0001
0.596 {0.406, 0.874) 0075

{0.762 {0.400, 1.451) 4070

[ T T T
0 25 50 5

4= Favors Talazoparib

0.562 {0.352. 0.897) .0145
T 1
10 126 15
Favors PCT wmpp

UC DAVIS HEALTH

Abbrevancns SACAYVBRCAZ treast cancer
Grow stanes; MR+, hormona recepnor positve ITT, imtent te treat; PCT,

20

gene lor

choice

L CNS, central nervous system, DFL diszase-free moerval £00G PS, Eastern Caoperative Dncalogy

tharapy; PFS,

froe survival: TNBC, trigle-negative breast cancer: v, years.
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Summary

» Talazoparib is the most potent PARPi yet

» Talazoparib improves PFS as compared to physician’s
choice chemo

» Benefit in certain subgroups such as CNS mets
= Safety- well tolerated

— Most common toxicities- myelosuppression, fatigue, nausea
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EMBRACA: Practice changing?
Not yet FDA approved

Option for single agent in HRD patients
Combination with chemo?

Clinical trials
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METASTATIC TNBC
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Standard of care

= Sequence cytotoxic therapy
» Heterogeneous disease
= Clinical trial whenever possible!
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LOTUS

> @ Ipatasertib plus paclitaxel versus placebo plus paclitaxel as
first-line therapy for metastatic triple-negative breast cancer

(LOTUS): a multicentre, randomised, double-blind,
placebo-controlled, phase 2 trial

Sung-Bae Kim*, Rebecca Dent*, Seock-Ah Im, Marc Espié, Sibel Blau, Antoinette R Tan, Steven | Isakoff, Mafalda Oliveira, Cristina Saura,
Matthew | Wongchenko, Amy V Kapp, Wai Y Chan, Stina M Singel, Daniel | Maslyar, fosé Baselga, on behalf of the LOTUS investigatorst
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LOTUS

» Phase II, randomized, placebo controlled, double
blind, international

» Phase I trial showed promise in AKT inhibitor,
Ipatasertib in triple negative tumors, particularly
those with PTEN/AKT/PIK3CA alterations

— Marked synergy with taxane combination
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LOTUS - Trial Design

paclitaxel (80 mg/m2 IV
ondl, 8, 150f 28d

Metastatic
TNBC.
No prior rx in neoadjuvant therapy,
metastatic chemo free interval,
setting PTEN IHC status by

(n =124) central assessment

dady day = -
and paclitaxel (80 mg/m2
IVondil, 8, 15 0of 28 d
cycle)
(n = 62)
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LOTUS - Endpoints

* Primary endpoint

— PFS in ITT and low PTEN group
= Secondary endpoint

— ORR

- 0S

— Duration of response

— Safety
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LOTUS - PFS

Primary analysis: IPAT effect on PFS enhanced in
PIK3CA/AKT 1/PTEN-altered subgroup (Foundation Medicine?)

— PBO + PAC — IPAT + PAC

Stratified HR: 0.60
(95% Cl 0.37-0.98) Unstratified HR: 0.44

(95% CI1 0.20-0.99)

19.0
T
10 8 10 174 14 16 18
Time (months) Time (months)

*FoundationOne
Cl = confidence interval; HR = hazard ratio

mesenieaan 2018 ASCO o presenteo ov: Rebecca n Kim et al. Lancet Oncol 2017

ANNUAL MEETING
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LOTUS - Summary of Endpoints
Primary analysis: Summary of additional efficacy endpoints

PIK3CA/AKT/PTEN-
PTEN-low population altered tumor
ITT population (by IHC) population (by NGS)

PBO + PAC IPAT + PAC PBO + PAC IPAT + PAC PBO + PAC [PAT + PAC

Endpoint (n=62)  (n=62)  (n=23)  (n=25) (n=16)  (n=26)

32 40 26 48 44 50
(21-45)  (29-54)  (12-47)  (30-68)  (20-70)  (30-70) |

Median DoR, months 7.4 7.9 725 6.5 | 6l il
(95% Cl) (3.9-9.2) (5.6-NE)  (7.3-NE)  (4.4-NE) | (3.8-7.6)  (5.6-NE) :

Clinical benefit rate, % 37 48 30 56 44 54
(95% CI)2 (25-50) (36-61) (13-53) (35-76) (20-70) (33-72)

ORR, % (95% CI)

"Defined as either an objective response, or a best overall response of complete or partial response or stable disease together with PFS of 224 weeks
NE = not estimable; NGS = next-generation sequencing

) #AS
presenreoar: 2018 ASCO A;ffi‘,i,,,“,: resenteo sy: Rebecca A Dent Kim et al. Lancet Oncol 2017. Roche data on file 2018

ANNUAL MEETING  pemison et o e
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LOTUS OS in ITT and PTEN/AKT/PIK3CA altered group

OS according to PIK3CA/AKT1/PTEN status by NGS

PBO + PAC (n=33)

IPAT + PAC (n=28)
0S events, n (%) 20 (61)

14 (50)

: ” 16.2 23.1

Median 0S, months (95% Cl) (13.8-22.2) (17.7-NE}
= z 0.65

Unstratified OS HR (95% Cl) (0.32-1.30)

1-year OS rate, % (95% Cl) 70 (54-86) STIEE-36)

— |PAT + PAC (n=28)

— PBO +PAC (n=33)

12 14 16 18 20 22 24 26 28 30 32
Time ( ths)

mesevreo s, 2018 ASCQ  #Asco1s

Sttes e the prapertyofthe st PRESENTED BY: R
ANNUAL MEETING permission cequired for reuse.

05 events, n (%)

Median 0S, months (95% ClI)

Unstratified 0S HR (95% Cl)
1-year OS rate, % (95% Cl)

0 2 4 6 8

PBO + PAC (n=16) IPAT + PAC (n=26)
8 (50) 14 (54)
NE 19.7
{8.7-NE) (18.6-28.6)
0.90
{0.38-2.15)
63 (39-86) 88 (75-100)

— |PAT + PAC (n=26)
— PBO +PAC (n=16)

10 12 14 16 18 20 22 24 26 28 30 32
Time (months)
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LOTUS - Safety

Updated safety: Most common? adverse events (all grades)

mPBO + PAC (n=62)  m|PAT + PAC (n=61)

Patients (%)

Diarrhea  Alopecia  Nausea Fatigue  Vomiting  Myalgia Rash  Peripheral Asthenia Neutropenia Neuropathy Decreased Insomnia
sensory peripheral  appetite
neuropathy

*Adverse events occurring in >20% of patients in either treatment arm

o 208 ASCO

ANNUAL MEETING
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LOTUS- Conclusion

» PFS benefit of Ipatasertib- pronounced in
PIK3CA/AKT/PTEN altered tumors

= OS trend noted in update presented at ASCO 2018,
final results in 2019

= Diarrhea most common AE
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LOTUS - Practice changing?

= Ongoing phase III- open at UCD!

— IPATunity130- randomized phase III evaluating Ipatasertib and
paclitaxel as first line chemo in PTEN/AKT/PIK3CA altered
TNBC, or in hormone positive, HER-2 negative breast cancer
after progression on endocrine therapy
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Summary

» Adjuvant- de-escalate when you can!
— TAILORX
¢ Chemo can be avoided in more patients!

+ Women over 50 with an Oncotype recurrence score 0-25, measured
conversation in women under 50 with scores of 16-25

— PERSEPHONE

¢ 6 months of trastuzumab is non-inferior to 12 months in appropriate
population- how relevant is this today?

= Metastatic

— Clinical trial whenever possible!
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