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Risk factors

age 40-60 vs 40

age over 60 vs 40

BRCA1/2 mutation

Dense breast on MMG

Atipical hyperplasia

1st degree child over 40
menopause age (over 55y/0)
First menstruation age(under 13 y/0)
Hormone replacement therapy
alcohol 2-5/day or over
obesity

height over 175 cm
contraceptive pill

N Engl J Med. 2001; 344(4):276-85.

Breast Cancer Facts & Figures 2013-2014. 2014.
Lancet 2001; 358(9291):1389-99.

Am J Epidemiol. 2000. 15;152(6):514—67.
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Breast cancer and gene signhature
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HER2 low (IHC 1+, 2+/FISH-)
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ER low positive; 1-9%

ASCO CAP 2020

PCR rate %
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Category Events/woman-years (rate | % per year|]) Iamoxiten events Ratio of annual event rates
< 1% of cells 1%-100% of cells Allocated tamoxifen Allocated control Log-rank Variance  Tamoxifen : control
staining staining O-F of O-E
* * (a) ER-poor
= S e ER-0 162/5060 (3-2) 163/5941(27) 74 695 1.11(SE 0-13)
eport as egative

{reported data elements ER Positive ER1-3 202/6645(3-0) 192/6357 (3-0) 22 855 1.03 (SE0-11)
should include status of ER4-9 185/5490 (3-4) 188/5588 (3-4) -6:6 775 0-92(SE011)

centrolst) Other ER-paor 449/9528 (47) 451/8995 (50) 149 1955 0.93 (SE0.07)

+ l + . (a)Subtotal 998/26723(3-7%peryear)  994/26881(3-7% peryear) -12.0 4280 0-97 (SE 0-05) 2p=0-6

1%-10% of cells staining = 10% of cells staining (but weak)

\ v

Report as ER Low Positive and
add recommended comment$
(reported data elements should include
percentage of cells staining,
intensity, and status of controlst)

Report as ER Positive
{reported data elements should include
percentage of cells staining and
intensity)

MR/RILEZBEDBR)

J Clin Oncol. 2020;38(12):1346-1366.
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Eliminating breast surgery for invasive breast cancer in
exceptional responders to neoadjuvant systemic therapy:
a multicentre, single-arm, phase 2 trial

Henry M Kuerer, Benjamin D Smith, Savitri Krishnamurthy, Wei T Yang, Vicente Valero, Yu Shen, Heather Lin, Anthony Lucci, Judy C Boughey,
Richard L White, Emilia ] Diego, Gaiane M Rauch, on behalf of the Exceptional Responders Clinical Trials Group*
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Figure 2: Overall survival for sentinel-node (SLN)-negative patients

Data as of Dec 31, 2009. For sentinal node resection (SNR) plus axillary dissection (AD). N=1975. 140 deaths. For

SNR. N=2011, 169 deaths. Hazard ratio 1-20, §5% (1 0-96-150; p=0-12.
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HR+HER2-

Table 4. Systemic therapy for ER+ HER2— breast cancer

Anatomic TN Type and duration of  Ovarian suppression Chemotherapy®
stage endocrine therapy® Premenopausal Postmenopausal
Stage | Tlab NO Al or Tam, 5 years No OFS No No
Tic NO Al or Tam, 5 years Consider OFS and Al/tam for higher Consider for favorable biology tumors  No for favorable biology
risk, particularly those warranting especially f not pursuing OFS” tumors”
chemotherapy, age <40 years, high- Yes for less favorable biology tumors Yes for less favorable
grade, or intermediate genomic scores biology tumors
(e.g. recurrence score 16-25)
Stage Il NO (node Consider extended OFS and Al/tam for higher risk, Consider for favorable biology tumors  No for favorable biology
negative) therapy®, especially particularly those warranting especially if not pursuing OFS° tumors’
after initial 5 years of chemotherapy, age <40 years, high- Yes for less favorable biology tumors Yes for less favorable
tamoxifen grade, or intermediate genomic scores biology tumors
(e.g. recurrence score 16-25)
N1 (1-3+ Extended therapy” OFS and Al/Tam Consider for favorable biology tumors® No for favorable biology
LN) Yes for less favorable biology tumors tumors’
Yes for less favorable
biology tumors
Stage Hl Extended therapy” OFS and Al/Tam Yes Yes

ADWEEE SEMTY R N J\A U X TREFIEZENL EX>OFSOHAE
T1a/T1bNOHMEFEEAE
T1cNO~stagell(T2N1/T3NO)(ZEHRU R I TERE
stagellI(T3N1LL b)) (JMEFEEY R b

¢

Ann Oncol. 2021 Oct;32(10):1216-1235




HER2+. TNBC

Table 3. Systemic therapy for HER2-positive or triple-negative breast cancers

Anatomic stage Tumor subtype
HER2 4 TNBC

Stage | Tla TH—case by case Chemotherapy—case by case
Typically as adjuvant therapy Tib TH TC chemotherapy

Tic TH AC/T chemotherapy
Stage |l AC/TH or TCH, with addition of P if neoadjuvant and/or AC/T chemotherapy”
Neoadjuvant therapy preferred node-positive
Stage Il AC/THP or TCHP® AC/T chemotherapy”
Neoad juvant therapy preferred
Residual invasive cancer after neoadjuvant therapy Trastuzumab emtansine Capecitabine

« HER2 typeld#iHER2%E + chemotherapy

« T1bLA_E(dchemotherapyifis

. stagelll_E(INACZ#EE = response-guided therapy
- NACERARFIEEN D DS (IEEE

Ann Oncol. 2021 Oct;32(10):1216-1235
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Probability of Relapse-free Survival
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. fiI&CMF > B
» IMRIEFEEDRRZ YO TR (19764F)

1.01 1.01
0.9 0.91
0.8 < 0.81
=
0.7 S 07-
w
0.6- © 061
o
>
0.5 O 0.51
—
o
0.4 2 0.4
S .~
0.3 8 0.3 \_‘Eontrol
o ST
0.2 P = 0.004 (unadjusted) a 024 P = 0.04 (unadjusted)
P<0.001 (adjusted) P = 0.03 (adjusted)
0.1+ 0.1
o0 —/—/——/™ ™™™ o0 +—7—""TTr—T—TT—T—TT—TTT
5 10 15 20 5 10 15 20

N Engl J Med. 1995;332:901-906.

29



50

40

309

207

Recurrence (%)

10

SASGYALDOU>> = CMF

Recurrence

0527 women: regimens with higher cumulative
anthracycline dosage (53% N+) vs CMF

CMF
33-8%
31.2%
25.0% Anthracycline
22:3%

RR 0-89 (95% C1 0-82-0-96)
Log-rank 2p=0-003
10-year gain 2-6% (SE 1-1)

5122 women: standard 4AC vs standard CMF

{61% N+) CMF
42-1%
5 41:0%
32-9% 4AC
n 32-4%

RR 0-99 {(95% CI 0-90-1-08)
Log-rank 2p=0.76
10-year gain 1-1% (SE 1-5)

Allocation
Anth

CMF

Rate ratio
{O-EWY

I |
Recurrence rates (%/year) and log-rank analyses
Years 0-4 Years 5-9 Year 10+
5-05({989/19575) 2-45(238/9723) 1-64 (65/3973)
6-01(1104/18377) 257 (237/9236)  1-35(54/4007)
0-85 SE 0-04 100 5E 0-10 1-12 SEQ-21
-74-9/457-0 0:1/106-9 2.9/26-4

| |

Recurrence rates (%/year) and log-rank analyses
Years 0-4 Years 5-9 Year 10+
7-97(B20/10292) .86 (194/6795) 2-36(100/4237)
8-21(830/10108) 2-99(199/6658) 1-87 (76/4054)
0-98 SE 0-05 0-91 5E 0-10 1-285E0-17
-8.7/355-5 -8:5/921 10-4/42-3

Recurrence 40%
(RR 0.99)

Breast cancer
mortality 30%
(RR 0.98)

Overall mortality
30%
(RR 0.97)

30

EBCTCG. Lancet 2012;379(9814):432-44,
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Recurrence {%)

Recurrence rates (%/year) and log-rank analyses

Death rates (%/year: total rate-rate in women
without recurrence) and log-rank analyses

« Recurrence -4.6%(RR 0.84)
* Breast cancer mortality -2.8%(RR 0.86)

« Overall mortality -3.2% (RR 0.86)

Overall mortalit
Recurrence Breast cancer mortality 50 .
507 11167 women: control with the SAME 507 11167 women 11167 women
non-taxane chemotherapy—ie, uncenfounded RR 0-86 (95% C1 0.79-0-93)
comparisons (100% N+) RR 0-86 (95% CI 0-79-0.93) Log-rank 2p=0-0002
40+ A ; 40 Log-rank 2p=0-0005 Lt i -
nthracycline control = : : B-year gain 3-2% {5E 0-9)
34.8% = B-year gain 2-8% (SE 0-9)

o —

30 77-3% 30-2% ) |- IE 30 if; Agthmc:,rcfine control

R anthrcycing g Anthracycline control 5 DT

5 23.9% Z =

20 23:7% E 211% B Taxane+anthracycline
(%] .
% Taxane+anthracycline
2
&=

109 RR 0-84 (95% C1 0-78-0-91)

Log-rank 2p<0.00001
B-year gain 4-6% (SE 1.0)
I | T T I I | T 0 - i 1 : i T i ;

Years
Death rates (%/year) and log-rank analyses

EBCTCG. Lancet 2012;379(9814):432544.
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« E1199 (n=4,950)
« PTX8E> PTX31E%E, DTX3:B®E> PTX3:H:

100+

]

904

804

5-Yr Disease-free

Probability of Disease-free
Survival (%)

e Survival Rates —
(no. of events)
60 Weekly docetaxel 77.6% (271)
—— Docetaxel every 3 wk 81.2%% (244)
Weekly paclitaxel 81.5% (237)
ED;]"'/ Paclitaxel every 3 wk 76.9% (296)
0 T T T T T
o 20 40 60 a0

Months since Randomization
N Engl J Med. 2008;358:1663-71.
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Dose dence

A Any recurrence (10 004 women) B Breast cancer mortality (10004 women)

50-1 —#- Dose-dense 307 RrOS86 (95% 01 077-0.96)
—a— Standard schedule LD;-IJI'I*:IP:D-ODS
10-yeargain 2-8% (95% C10-810 48
40- RR0-83 (95% 01 0-7/6-091) 404 e { )
Log-rank 2p<0-0001
10-year gain 4-3% (95% (12110 6.4) 0 z
- 4.3% >
£ 30 ; E 30
3 »— 283% B 0
: Bl - g 2.8%
: 195% o =8 240% g
& " = 204 % 19-6%
2 ——% 16.8%
g (___J/‘:"/_-:: -
= 10-_3% -
10+ P,/fﬁ'
j o
T 0 T T
10 0 5 10
(A1) Shorter interval between cycles (same drugs, doses, and number of cydes in each arm] (¥2=8.0; p>0-1; NS) E
BF600EG0CE00 [q21 vs g3 149/604 yu610 67 707 Y
2] Fis; [3FECE3(FE00EROCH00; CMF)] (g2t vsq3) E‘l 5 2873 3577 -2.8 12:4 !
[(4AEC:4P1754CE00) or (4ACAPI7S)) [q2T vsq3]  ALSPLS 256/1001 31511004 365 1258 -
7% Bayreuth Germany 3E120CA00% [q21 vsq3) EL5 471 9/60 -1.6 25 : >
03D Royal Marsden UK§ (AATAEC) [g2Tws g3 ALSELS (128 patients) {no data) :
GiM 2 Italy [4(E90CE00 « FEOC):4P175| [q21 1= g3 EL5PLE 20071002 2571001 -331 57.9 ——
) 6E120P175 [q21 vsq3] E15PLS 950 10/51 -10 36 ! >
05PTACTZ UK 4E100 [g21 vs g3]; 4CMF q4/4Cap2500x14 q3 E15 3832170 171 o8 188.4 IR
.Subtota‘rwitf! data§ 10304971 1211/5033 -01.6 505-2 -::d=- 0-83 (0-76-0-91)
(20:7%) (24-1%) i | reduction
i | 2p<0-0001

ddAC4 — ddPTX4 ?
i%lﬁgl-w?1wxpf2><}2 ? Lancet. 2019;393:1440-1452.
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« VORATSHYA DU DILEENZIRFENAZLIE L IZ0)
« ADRIDEARED Y R D T 7 05 —

« older age (age >65 years, age <4 years old)

« Preexisting cardiovascular disorders

« Hypertension, smoking, hyperlipidemia, obesity, diabetes,
« high cumulative anthracycline exposure

Incidence of LV dysfunction with chemotherapy drugs

Incidence of heart Incidence of decline in

Chemotherapy agents failure (%) LVEF (%)

Anthracyclines (cumulative dose)

oooooooo

Liposomal anthracyclines (>9300 2
mg/m?) 34



TC(rRESFEIL+2o0KRRT7 = R)

TC4 > AC4

(US Oncology 9735) (ABC joint analysis)

E
: re
- \ 86%
o Y
& oss sae T
il AC ,
£ 0804 -
a 80% -
0.75
070 . - -
0 12 24 36 8 60 72
Months
Arm N Relapse Months 12 24 36 48 72 P
TC 506 71 %DFS 98 93 89 88 84 015

AC 510 103 %DFS 98 93 86 83

TaxAC6 > TC6

DFS (%)

100 dmee
g = T
g i 80
z o
; L 60
=
]
o o 404
= .»
< 0 ---TC: 2,094 Pts, 220 events, 4-yr survival 88.2%
20 4 TaxAC: 2,062 Pts, 179 events, 4-yr survival 90.7%
HR, 1.23 (95% ClI, 1.01 to 1.50) P= .04
T T L L T T
0 1 2 3 4 5 6
Time From Random Assignment (years)
No. at risk:
TC 2,094 2,005 1,599 1,014 856 591 358

TaxAC 2,062 1,965 1,575 1,007 847 565 316

TC6 = AC-T
(WGS)

100 _\Q_E
80 1
60
40 +
Treatment arm
209 _mTC
=1 EC-T
1 T T T T
0 12 24 36 48 60
Duration (months)
No. at risk
TC 1,153 1,126 1,065 1,004 953 736
EC-T 1,128 1,105 1,051 993 937 729

VAT HADTU DS

J Clin Oncol. 2006;24(34):5381-7. / J Clin Oncol. 2017,;35(23):2647-2655. / J Clin Oncol. 2019;37(10):799-

808.
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« FE7ZHERkC
AT EICBREAC

Oncotype Dx& (&

Proliferation
Ki-67
STK15
Survivin
Cyclin B1
MYBL2

Invasion
Stromelysin 3
Cathepsin L2

ER-2

GRB7
HER-2

Estrogen
ER

PR
Bcl2
SCUBE2

GSTM1 BAG1

CD68

Reference
Beta-actin
GAPDH
RPLPO
GUS
TFRC

RS = + 0.47 x HER-2 group score
- 0.34 x ER group score
+ 1.04 x proliferation group
+ 0.10 x invasion group score

+0.05 x CD68
- 0.08 x GSTM1
- 0.07 x BAG1
Category RS (0 - 100)
Low risk RS <18

Intermediate risk

RS =18 and < 31

High risk

RS =231

ADBIFZRNTOEDOED DR

VB8 HT D

Ne=2-Gx=| ~CIEEAN ] e
L o>23>935

Sparano JA, Paik S. J Clin Oncol. 2008 Feb 10;26(5):721-8
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TAILORX

- 18-75i% «1.1-5.0cm (T1c-T2)

« ER+ and/or PgR+ «0.6-1.0cm (T1b) hi*Dgrade 2/3

« HER2- * NO

Oncotype DX
l RS 11-25 RS >25

RS <11 l

ihi1s it MRICFEE 2B
N wEE N wEE SADWEE  SADWEE

38
N Engl J Med 2018;379:111-21



TAILORX : HR+ NO RS 11-25

Invasive Disease—free Survival — — — Endocrine therapy Chemoendocrine therapy

1.0
Dg_\\\‘
0.8+
23
EE 0.7+
ES 06
S o
-E"‘g 0.5+
=8 04
m o
S 037
a o 0.2 Hazard ratio for invasive-disease recurrence, second primary cancer,
' or death, 1.08 (95% Cl, 0.94-1.24)
0.1 P=0.26
0-0 T T T T T T T T 1
0 12 24 36 48 60 72 84 96 108
Months
No. at Risk
Chemoendocrine therapy 3312 3204 3104 2993 2849 2645 2335 1781 1130 523
Endacrine therapy 3399 3293 3194 3081 2953 2741 2431 1859 1197 537

Freedom from Recurrence at a Distant Site

Probability of Freedom from
Recurrence at a Distant Site

No. at Risk
Chemoendocrine therapy
Endocrine therapy

1.0

0.9+
0.84
0.7+
0.6+
0.54
0.4+
0.34
0.2+
0.1+
0.0

Hazard ratio for recurrence at a distant site, 1.10 {95% Cl, 0.85-1.41)

P=0.48

0

3312
3399

EgEE10,25361%, RS 11-25(36,71141 (69%)

v’ 9FFIDFSZ 95.0% vs. 94.5%
v 9F0SZE 93.8% vs. 93.9%

12 24 36 48 60
Months

3215
3318

3142 3059 2935
3239 3147 3033

2734
2833

72

2432
2537

&4 56 108

1866
1947

1197
1267

554
581

N Engl J Med 2018;379:111-21

RS 11-25T(d iRt F Az alEnlae
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TAILORX : HR+ NO RS 11-25

Total RS 0-10 RS 11-15 RS 16-20 RS21-25 RS 26-
patients
N=9719 N=1619 N=2373 N=2712 N=1626 N=1389
Age >50 years No CT No CT No CT No CT Substantial
Benefit Benefit Benefit Benefit CT Benefit
N=6665 (69%) N=1190 (12%) | N=1572 (16%) | N=1789(18%) | N=1134 (12%) | N=980 (10%)
Age <50 years No CT No CT 1.6% 6.5% Substantial
Benefit Benefit CT Benefit CT Benefit CT Benefit
N=3035 (31%) N=429 (4%) N=801 (8%) N=923 (9% N=492 (5%) J| N=409 (4%)
No CT ~6.4%
Low clinical risk Benefit CT Benefit
N=671 (7%) N=319 (3%)
~6.5% ~8.7%
High clinical risk CT Benefit | CT Benefit
Grade 1 & T >3 cm
Grade 2 & T >2 cm N=215 (2%) N=157 (2%)

Grade 3 & T >1 cm

<50yDFEE CFURTAF(IHU THREY

N Engl J Med 2019; 380: 2385-2405



RxPONDER : HR+N1, RS 0-25

. 218%% *N1(1-31@)
« ER+ and/or PgR+ < =PRERFSTRL
« HER2- « (LEELA O] EE

Oncotype

D)4

1 !

RS <25 RS >25
l e 1 s iz Y fet=05
1% 7 Y f=t=57 " L
SRR —SRSHREE 8

N Engl J Med. 2021;385(25):%%36—2347



RxPONDER : HR+N1, RS 0-25

B Invasive Disease—free Survival, Postmenopausal Participants

1.0+
Endocrine only
2 © 05~ Chemoendocrine
) o=
S £ 5-Yr Invasive
=i A 0.6+ No.of  No.of Disease-free
ié Participants Events  Survival
% g 04 %
=g Chemoendocrine 1658 163 91.3
[ 3 Endocrine Only 1671 169 91.9
= 0.2 Hazard ratio for invasive disease recurrence, new
primary cancer, or death, 1.02 (95% Cl, 0.82-1.26)
P=0.89
00 I T I I I I I I I
0 1 2 3 4 5 6 7 8 9
Years since Randomization
No. at Risk
Chemoendo- 1658 1515 1413 1298 1145 993 659 358 129 14
crine group
Endocrine- 1671 1568 1474 1343 1196 1030 679 364 137 21
only group

C Invasive Disease—free Survival, Premenopausal Participants

o
00
|

0.4

Probability of Invasive
Disease—free Survival

0.2+

0.0

l'o'w

Endocrine only

5-Yr Invasive

No.of  No.of Disease—free
Participants Events  Survival
%
Chemoendocrine 829 57 93.9
Endocrine Only 826 92 89.0

Hazard ratio for invasive disease recurrence, new
primary cancer, or death, 0.60 (95% Cl, 0.43-0.83)
P=0.002
I I 1 ] 1 | I | I

0

No. at Risk

Chemoendo- 829
crine group

Endocrine- 876
only group

EigEFHI93834FIh, RS 0-25(3508341 (54.1%)
v' postmenoposal, 5y IDFS 91.3% vs. 91.9%

v' premenoposal, 5yIDFS 93.9% vs. 89.0% (HR 0.60, 95% CI, 0.43-0.83,
p=0.002)

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

764 710 642 546 484 312 153 46 5

760 703 622 542 463 290 138 44 2

FfER (LIRS 0-25 TR LB Az alg ] He
PAFERIERSICEANS T {EZEFEDAVY hipD

N Engl J Med.
2021;385(25):2336_243247'




POTENT: {ij{£S-1

A
n= 1 9 5 9 mo_w“‘“%ﬂwtﬂwwu‘
r 1 S TRAL S
+
* ER+/HER2- SR
- Stage I-IIIB g
® E/H\H %LE(:j‘j-a_é g 204 — Endoc:?ne(herapyonly
RAER)BIR T HR063,95610.49 031 pe0003
0 T T T T T T T T T T T T T 1
- 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
b N+$R(JN-D\DE%¢FEﬁ mﬁ:‘ %:f Mumber at risk
U Zg AN I%I.l U Zg I!K‘ / m;ﬁ::.::ﬁ:::: 973 948 920 894 857 826 792 708 558 406 159 72 19 1 0
anly  (0) (10} (17) (26) (41) (48) (72) (142) (285 (425) (663) (/47 (799) (817  (818)
\. J n= 980 Endocrinetherapy 957 942 925 913 888 857 822 744 603 434 199 95 18 2 1

pluss-1 (o) (8) (1) (4  (32) (55  (70)  (142) (272) (432) (659) (762) (838B) (854)  (855)

B
0 L L 1 e e g s 1. L |
/ SN0 “~ XY g — (TR
° -1+ SIA $~ =1
/ I~/ 10N 80+
£
= 604
2
3
0 2
(HR 0.63, 95% CI 0.49-0.81)
L ] ’ L] L ] 5
20+
Events/patients Hazard ratio (95% ) HR 0-90, 95% Cl -0-56 to 1-44.
F:C;—';Ml‘-:m i Ew:‘um i) 0 T T T T T T T T T T T T T T
ki s s 6 12 18 24 30 36 42 48 54 60 66 72 78 84
:?:' = — — e DELO44-086) — Time since treatment allocation (months)
255 441413 ba/a16 e 066 (045-097)
e (number censored)
Yes 79612 100/616 - 070(052-003) Endocrine therapy 973 963 a57 943 925 909 BE1 806 645 478 214 95 27 1 0
No 2745 46357 —a 047(028-077) only  (0) (10} (15) (27) (43) (55) (78) (149)  (305)  (465)  (727)  (B43) (910)  (936)  (937)
Preoperative or adjuvant chematherapy . ) ) Endocrinetherapy 957 947 940 935 918 899 871 795 652 473 237 104 22 2 1
b BA1 s == B0 pluss-1 (0) ) (14 (170 (32)  (49)  (71)  (145) (283) (456) (689) (871) (903) (923)  (%24)
No 28/424 471430 —— 057({036-051)
Preoperative endocrine therapy
Yes 434 6136 — g 052(014-1-89)
No 971923 149/937 — 063 (049-082)
Oestrogen receptor-positive cells
1-9% &1 s ——— 142(043-4.65)
310 95/946 150/961 —— 061(047-079)
K67.%
as asis27 64573 —e! 071(049-103)
214 52/419 88/433 - 059 (042-083)
Overall 101/957 1550973 - 0-63 (0-49-0-81) L] L -
P = R— Lancet Oncol. 2021;22(1):74-84.

< >
Favoursendocrine  Favours endocrine

therapy plus 51 therapy only 4 3



monarchE

monarchE Study Design (NCT03155997)

|

HR+, HER2-, node
positive high-risk
EBC

+\Women or men

* Pre-/postmenopausal
«With or without prior
neo- and/or adjuvant
chemotherapy

+No metastatic disease
+Maximum of 16

features
« 24 ALNOR

below:
« Grade 3 disease
« Tumor size 25 cm

Cohort 1: High risk based
on clinical pathological

* 1-3ALN and at least 1 of the

Cohort 2: High risk based

N1+Grade 3 or T3l Lt
UL (&
N2

On-study treatment period
2 years

Abemaciclib
(150mg twice daily)
+

Follow-up period
Endocrine Therapy
3-8 years as clinically
indicated

Endocrine Therapy: Al or tamoxifen

Endocrine Therapy: Al or tamoxifen

on Ki-67
months from surgery to « 1-3ALN and
randomization and 12 + Ki-87 220% and
weeks of ET following + Grade 1-2 and tumor size <5 [Primary Objective: IDFS ]
the last non-ET em Secondary Objectives: IDFS in high Ki-67 populations, DRFS, OS, Safety, PK, PRO
ZITT Danladine L
- - - - - - 1 0 0
IDFS Benefit in ITT Persists Beyond Completion of Abemaciclib 4y IDFS 85.8 % vs 79.4%
100 4
& 901
S .+ HR 0.664(0.578-0.762),
s
5 70
a P<0.0001
= i Number of IDFS events
& 501 251 Abemaciclib + ET  ET Alone
s 336 499 fE . —_ \ “
g = 804 HR (95% CI): 0.664 (0.578, 0.762) 4 I D FS (L_ EFJ l/ t E I D FS/\
o %7 Nominal p < 0.0001 =" =
\ — =*J &D
'§ 204 757 ;?\j ’I/ v I\b\ =] L—/tﬂlt\:\
>
£ f ST
070061213243b3's4'2455'46'0 b (-
0 6 12 18 24 30 36 42 48 54 60
Number at risk Time (months)
Abemaciclib + ET 2808 2620 2548 2478 2407 2345 2214 1229 521 79 0
ET Alone 2820 2652 2572 2474 2374 2281 2103 1201 512 82 0
33.6% reduction in the risk of developing an IDFS event with an increase in absolute
[ benefit in IDFS 4-year rates (6.4%) compared to 2-and 3-year IDFS rates (2.8% and 4.8% respectively) ] SABCS 2022

Thie presentation is the intellectusl property of the authoripresenter. Contact them at stephen. johnston@rmh.nhs.uk for permission to reprint and/or distribute

Ann Oncol. 2021;32(12):1571-1581.
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POATHAIU + A7 Y > ORI E
EWKETATHA DU FIETC (REAFEIL+290RAT7IR)
HR+T(dOncotypeDX%z A\ it L EEE A IO A 4%
NO---TAILORX
N1---RXxPONDER

« BFEAP~FUAIREFITES-1
-  BESYAVIEHITIFabemaciclib

HER2, TNBCTI(3HMEFEEIAENS T
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MTEIRRE vs filTRENA

o LEADETDRASHAD) ->FFH S OFREEN—HEHY
« BU LA TR MR TDFS, OSICE(F7R LY

« \LFEBEEEMOEERINIGS (C (SRR ENEZH
(Stage 110 FDTNBC, HER2+73 &)

OOETE (A= 97 3 it {b=EE
1) w
HIVh 2w
v I EERFOsEEDE L )
v ESHHE(PCR, non-pCRYNTFEET S B EE v IREAN IERE
v Response guided therapy MiR5T v I\AAI—H—H
v BRAREHER: |
- pPCRZEIY RIRA > hEFNIS/IRE, 5EHAR « FTXAUw
- BEY > TILDAFLIES
“Window of Opportunity”stE& v {E{ADresponseldA~EH
TAUw b v IERFEAEEMEE EASIR0N

v BB TR 7 &
Eﬁ'lﬁ A EE* v ERPREER: AFRAR. KHEAME
vV INAANY =D —DRHEE

v' Overtreatment®rIEE 4F(CHR+ 46



iR =y

« NSABP B-18
n=760 AC60/600-
n=1,523 Fify
Filio]gEFLIE
(T1-3 NO-1)
—
n=763
A DFS 0S
10 - -
m\ i !
60- P= .99 “‘ P= .83 ‘
% - v -
40+ =
y Deaths
204 —0— Post 752 258 - —O0— 163
{—k— Preop 743 256 { —A— 158
Yo & 1 2 3 H 5 0 1 2 3 a 5

LB mFE il

TR ARE68% vs. MiRILFEEE60%
SEHEREF(DFS)EIE

67.3% vs. 66.7%

SEFEE£EF(0S)EIE
80.0% vs. 79.6%

A DFS
1004 P=.0014 190
80- P -
% 1 *
GOJ + ccn P:."g i 60
1 & cPR
-A&- cNR
. 40
4c T T o 1 2 3 ‘ 5
248 —A- 0.71 (0.58-0.86)"
295 -A 1.15 20.97-1.3';} ?-33 !3-2?:}'25}
140 -A- 1.23 (1.00-1.5 1.10 (0.84-1.44

J Clin Oncol 1998;16:2672-85
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* NSABP B-27 « DTXDENMICKDpCREIGH H L

el AC60/600— ypT0 9.2% vs. 18.9% vs. 10.1%
e ypTO/Tis 12.9% vs. 26.1% vs. 14.4%

?ITIC‘JBHN%E : - DTXEMDOBEETDFSE LUVOSICEGFRL

T1-3 N1) (DFSI3chiE 9 B1amE)

- SHDFSEIG
67.7% vs. 71.1% vs. 70.0%

n=799

DFS OS

OS DFS

ai 100 100
.:—. Bl A o E,. an
E £ o | = @0
g7 =
£ i g
; & T g 70
a0 g § B
Group N Deahis MR P Group N Evenls HR P g 60 @ g
5ol 8 1 .I_'||'_;.:2. 157 s % 1 B2 ~-"l = : & Growip N Evena HR a Group N Dpafts ®HAR F
ol 2 B O15S osr 82 «+l+= 2 a8 20 090 22 804 g Flonpch THOE 674 : 80 o NonpCR TESD 420 -
=dk: 3 TE9 T 108 5 ~fr- 3 TE 254 080 M . C i : 3 -
a0 45 a ™ pCA 410 76 045 < 0001 2 ® CH 410 I3 033 - 0001
e A 2: T A4 &5 EF 7 a ' 2 85 4 5 & 7 o 1 2 3 4 5 g 7 g 1 z 3 4 5 &
Yagrs Atter Surgary Yaars Adler Surgeany Year Aler Sugery Yoam After Surgary

48
J Clin Oncol. 2006;24(13):2019-2027
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« EORTC 10902

~E8 + AFOSEIE
n-598 82% vs. 1L/t E:E84%
Filio]gEF L= :
(T1c-4b NO-1) . AESHEEEATE(PFS)EIA
e 65% vs. 70%
n=348

« BB ERED23% (578 T3,
A AT—(CKDAERFENT]
BE(CIRDT=

J Clin Oncol 2001;19:4224-37
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« Cochrane systematic review

o MTEMEFEE EMRRIEFBREATDFS, OS(CERZERRL
OS HR(95%CI) 0.98(0.87, 1.09), DFS HR(95%CI) 0.97(0.89, 1.07)

AERFXR(FMEMEFERECERCE L
HR(95%CI) 0.71(0.67, 0.75)

o« FilrataflzS2O3mMERZ RINUIZRET T, BIMBRERICBREERU
HR(95%CI) 1.12(0.92-1.37)

Cochrane Database Syst Rev. 2007; (2): CD005002
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Response guided therapy

« MIBEFECETOREFITEER) (pCR) (&

100 of
s
T

o \_\\\_7

60 =
40

Event-free survival (%)

20
HR 0-49 (95% C10:33-071)

12 OHEHE RS EDRER(n=11,955)DT —JLgAF T i

Number at risk
pCR 270 244 224 184 113 63 21 6 2 2 1
MopCR 2491 2226 1978 1616 1017 658 247 84 20 1 1€
Event-free survival Overall survival
100 100 HER2-positive
80 80| £
® —_ z
= = H
' — = ]
S 60 | T 60 \ £
5 = c - I
e L
£ 40 T F 40
-t v
£ HR 0-48 (95% C1 0-43-0-54) 2 HR 0:36 (95% C1 0:31-0-42) T 1
g
e
20+ ” 20+ Number at risk
— Pathologlcalyomplete response PR 586 527 454 371 212 120 37 4 2 1 2
—— No pathological complete response NopCR1403 1157 918 713 436 269 106 33 3 1 8
¢ T i T T T T 0 T T T T T T
o] 3 6 9 12 15 18 ] 3 6 9 12 15 18 Triple negative
R o s T 100 T<——
Number at risk Time since randomisation (years) Time since randomisation (years) \1
Pathological 2131 1513 583 337 124 35 2 2131 1618 640 383 145 43 3 §, 80 T
complete response % 60 B
Nopathological 9824 6169 2674 1523 525 165 1 9824 7119 3173 1859 659 209 3 s L —
complete response 2 a0
g
2 204
HR 0:24(95% C1 0.18-0.33)
0

PCRI(Enon-pCRICEEART
Lancet 2014;384:164-72 TREL 51



KATHERINE
HER2+ non-pCRIC¥9 34li#8T-DM1

n=1484 TDM-1 S

']
o
[
w7 2W on 1W off éé? 60 3-Yr Invasive
El,l.i_.EmL N = . of .of  Diseasefi
HER2[BTEFNA R A eroriy
Za T-DM1 743 91 (12.2) 883
cT1-4/NO-3/MO * HR+TC(Z I | T o6 Jaws 78

7 p=/, YA ~ 0.50 (95% C!. 0.39-0.64)
1’1-‘]-1§ W ﬁ;%‘%;ﬁ{# ° 0 é 1‘2 1‘8 2‘4 p<3?0w1 3‘6 4‘2 4‘8 5‘4 6‘0

Months since Randomization

fiigichemotherapy
non-pCR

No. at Risk
T-DM1 743 707 681 658 633 561 409 255 142 44 4
Trastuzumab 743 676 635 594 555 501 342 220 119 38 4

100
w
E . el Trastuzumab
E ?_ﬁ, 60
8 l 3-Yr Freed
/ /f-A_i_{tHy—;?—:Et“ CRT\‘% 7___ H ERZBEll‘E E_ 8 No.of  No.of fro:n rDist:r::I
F - ES 40 Patients Events (%) Recurrence, %
1’ \] ﬁ J N n O n p j o ﬁ ﬁ 3 T-DM1 743 78 (10.5) 89.7
_ “ I E 204 Trastuzumab 743 121 (16.3) 83.0
\\ILb\/\I( - jj- LJ T -I- gé T D M 1 1 4-U-4 9) I/ ( I 1 D FS Unstratified hazard ratio for disease recurrence,
\ - 0.60 (95% Cl, 0.45-0.79)
? (— AN 1’ \]-1 I 0 T T T E T T T T T T

0 6 12 18 24 30 36 42 48 54 60

%E e = ( —_— EE E Months since Randomization
7 '—JE N C No. at Risk

T-DM1 743 707 682 661 636 564 412 254 143 45 4
Trastuzumab 743 679 643 609 577 520 359 233 126 41 4
c
1007 T-DM1
/_ — 80 Trastuzumab
« 3TFIDFS 88.3% vs. 77.0%
[ ] 0 ] n 0 60
No. of No. of

Patients  Events (%)
404 T-DM1 743 42(5.7)

Trastuzumab 743 56 (7.5)
{J < 204 Unstratified hazard ratio for death,
. 7 . 0.70 (95% Cl, 0.47-1.05)

P=0.08

Overall Survival (%)

T T T T T T T T

T T
0 6 12 18 24 30 36 42 48 54 60
Months since Randomization

No. at Risk

N E I J M 2 1 . . 17 2 T-DML 743 719 702 693 668 648 508 345 195 76 12
ng e 7 . = Trastuzumab 743 695 677 657 635 G608 471 312 175 7523




* CREATE-X
HER2- non-pCRICX T 3l AN IED

n=910

hRSFE>

H E RZ Bﬁ’l‘iml“b‘\/u 2W o n 1 w off A Disease-fretla gun.'ival in Full Analysis Set B Overall Su’rv(:val in Full Analysis Set
= ? T; 7 ' T s
3 _g
Stage I-IIIB 2 g o Fae
* HR+T g ;
L= =
) o
A iy A —_— gq:ﬂ_\ 71—/ N N z 0.6+ Control 5 06
iTHT > A5+ > 171 WIERS 8
g 0.4 S o4
non-pCR z -
£ 0.2+ Hazard ratio for recurrence, S 0.2+
2 second cancer, or death, 0.70 a Hazard ratio for death, 0.59
2 [ 95% CI, 0.53-0.92 95% Cl, 0.39-0.90
: 0.0 T T T T T 0.0 T T T T T
0 1 2 3 4 5 0 1 2 3 4 5
n —-_— 45 5 Years since Randomization Years since Randomization
No. at Risk No. at Risk
Capecitabine 443 385 359 286 175 34 Capecitabine 443 408 391 321 197 43
Control 444 366 328 255 158 19 Contro | 444 406 375 297 180 27

1.0+

T = AL ~
\ g ~ Z\\ Z\\ -
1’ \] H IJ I l O I I — j C Disease-free Survival among Patients with Triple-Negative Disease D Overall Survival among Patients with Triple-Negative Disease
3 1N/, o e .
; +y " apecitabine

A ||$ \—\—IL\ [ ( — -E =
HER2[2MSLE (I-1IIBER) (L |- e
E 2 |3B ? [ 7 (& 3 3
T, ARSI IE 8B IILIRDFS . | °
~ ° 3 3
AY 1’1-\]-{§j]/\ / / ) B 0.4 E; 0.4+
OSzHRICER
E 02 Hazard ratio for recurrence, S 0.2
710N L -§ se:c:'tld cancer, or death, 0.58 § Hazard ratio for death, 0.52
a 95% Cl, 0.39-0.87 95% Cl, 0.30-0.90
0.0 T T T T T 0.0 T T T T T
0 1 2 3 4 5 0 1 2 3 4 5

Years since Randomization Years since Randomization

v TNBCTEODBERIENAKETVFEER b w % % @ on |Gmmmos owmoome oA ow o on
« GS54EDFS 69.8% vs. 56.1%
« S540S 78.8% vs. 70.3%

* A EBEISHH N Engl J Med. 2017;376:2147-59,



* DESTINY-Breast05 :
HER2+ non-pCRICX 9 S4ifi&T-DXd

San Antonio Breast Cancer Symposium®, December 8-11, 2020

DESTINY-Breast05 phase 3 trial B

End of

I | i i * S — Inoperable breast
* Surgical HER2+ early -y « Every B ma (3-5 v} H
pacimen oroast cancer | /" patan ﬁ & oy | oevemssw cancer at presentation
| e @) o, L
necadjuvant . et
i:em?:o\eo’:rgjue \\"n Long-term -_—
N e O Operable breast cancer
i tr;dt::in; " » Every 6 mo at presentatlon Wlth
rug B00 ay 3 ' - I
assignment o - node—positive (ypN1-3)
| : : | disease after neoadjuvant
| Tissue I Screening phase I Treatment phase Follow-up phase 1 th era py
Thasian collection® Wil {28 days) o (14 cycles gw) Cyele 14, pmax 10 y) Endof
e et = o -

Geyer et al. SABCS 2020 OT-03-01

This presentation is the intellectual property of the author/presenter. Contact them at alprat@clinic_cat for permission to reprint and/or distribute.



iR IHER 2R X

NCCTG N9831/NSABP B-31 « HERA
AC-TH > AC-T

= 100
i 11 of trastuzumab
e 0
o o
A g 80 o
100 92.4 o 70- Chservaticn only
_ '—“‘-———..ﬁ_“ 88.0 85.7 =
= 80- g -
o 86.8 o & =g
© . a
@ 60 73.7 g w
| - o
oy £ 10 :
+ 40 & 241 DFS Hazard
5 w20 Events (%] 95% CI Ratlo  95%C1 Pvalue
s | — 127 458  33-39 054 043067 00001
|.I>_| 20 AC—T+H 1.!- 10 —_r 774 74-%]
AC—T £ ¢ ; ; |
T T T T T [v] b 12 13 24
o 1 2 3 4 5 Months from Randomization
Time From Random Assignment (years) No. at Risk
No. at risk 1 %r of trastuzumab 1694 1172 Bas 517 68
‘ Oh i I
AC—T+H 1,952 1,756 1,300 891 495 ERISNANE Bl 18 e chs T
AC-T 1,881 1,652 1,132 702 395
o0 1 ¥ of trastuzumab
97.7 L
100 $ 95.1 93.0 T wwam
3 90 Observation cnly
96.1 92.7 .
80 : 85.6 ¥ 80+
R s ™
— 60 ' =
[} % 60+
.= 404 a -
< = A0-
204 — AC—T+H T
AC—T E 2% 05 Hazard
T Y T Y T 20 Events (%) 95% Cl Ratie  95% Cl1 Pwalue
0 1 2 3 4 5 o4 — 2 960  94-98 076 0.47-123 026
--- 37 4951 93-97
. . |'J T
Time From Random Assignment (years) ! z 2 % o
No. at risk e
AC—T+H 1,991 1,875 1,420 976 554 Manths from Randomization
AC—T 1,960 1,816 1,375 886 503 Ma. at Risk
L ¥r of trastuzumab 1654 1155 9210 560 284
Observation only 1653 1160 83z 485 242

J Clin Oncol. 2011;29:3366-73 / N Engl J Med. 2005;35331659-72.
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e SSXEROD AS J7F 1)< X (NSABP B-31, N9831, BCIRG 006
;5% Buzder AU, FinHer, HERA, NOAH, PACS-04)

« DFS HR 0.60, 95% CI 0.54-0.67
« OS HR 0.66, 95% CI 0.57-0.77

Expormmental  Cortrod Hazard Ratin Hazard Hatim

Sttty of Subproup  iopfHazard Rate]  SF Todal Tl Waeight W, Random, 95% C) I, Randam, 95% Cl
B3t (1) 073 411 1672 1679 218% 0,48 0,38, 0,60| - |
BCFRGI06 -043 01 1074 1073 2332% 0.64 .52, 0.78] =

Buzdar 227 1M px) 19 0% QAo 08 ———————

Finsar -DET 035 1135 1§ 51% 042021, 083 =

HERA -0%s 009 17ed 1653 7% 063 f053, 0.75] -

MOAH Uas 027 17 g 107% 0590 38, 0A1]

FACE-04 -015 018 260 268 138% 086 (6D 1.2 =

T3l {35% Oy 4864 d9F1 100L0% 060 [0.50, 0.71] +

Heteroganedy: Tau® = 0.02; Ch®= 1125 df=E (F= 0.08); "= 51%

1 i 1 v 10
Testfor ovarall effect = 589 (P = 0.00001) om0 1 10 i

Favours seponmanis  Favours conlral

(1B M@
—

Bt (1) L4 017 1672 167 Z2O% 067048094 . ACT((—traStuzu mab 1 EFHﬁ
BCFGO0E DA 013 1074 1073 307%  063E49,0.8) - . N
Buzdar 0 o 13 K] Mo estimatie ‘ o <
Finssr A6 036 15 M6 49% 055027111 — I iﬁb *;Tg&
HERS 048 047 1703 1683 220% 063045 0.8 -
NOAH D4 03 M7 M8 T1%  0BI0341 1] e
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Tatal (955 Clf BG4 ABF1 TDDO% 066 [0.57,0.77] +
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1 1 1 j 1D
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« BCIRG 996 trial

BCIRG 006 Trial Design

4xAC 4 x Docetaxel

- BHRERENRE

4xAC 4 x Docetaxel

100 mg/ny

o> ERRENNN
i LI

1 Year Trastuzumab

6 x Docetaxel and Carboplatin
75 1 AUC ¢

o ARREER

A All Patients
100+ , ,
% H L AC-T plus
e s ‘8-6?:: 184%  trastuzumab
g -
= 78 /c-: P I
.% ! ! AC-T
g 60 i TCH
wv
8
& 40+
o
w
©
g
a 20+
0 T t t } t T 1
0 12 24 36 48 60 72 84
Months
No. at Risk
AC-T 1073 977 861 774 695 555 202 29
AC-T plus tras- 1074 1028 951 861 774 620 226 37
tuzuma b
TCH 1075 1021 939 848 770 606 208 33 N

« 5y DFS

75% vs 84% vs 81%
« 10y DFS

68% vs 75% vs 73%
—ACTH vs TCHTHETFERIRZER L
*7=7Z ULACTH vs TCHDcomparison(CdH UL\ T
(IR N 75%

« TCH(3EHematologic toxicity, CIPN,
cardiac eventHh RN

ACTHDBEHIEF>AMEETHD,
SRR E TS S5HMBREIND
EEULSHDORISE5HE#H U WES(
ZEUTRW
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wPTX+Trastuzumab

« APT trial, single-arm, phase II
« HER2+BC, tumors<3cm, Node(-)

« wPTX 80mg/m2
12weeks+trasuzumab 12months

EEDI0%H Tumor <2.0cm
/7yr DFS 93.3%

1.0

0.8
z _
E 0.6 4 Point Est (%)  95% Cl (%) No. of events
=7 98.5 97.210 99.7 6
g 5yr DFS 96.3 94.4 10 98.2 14
< 04 93 swaws2  »
[ VS
o

0.2 4

T T T T T T T T T
0 12 24 36 48 60 72 84 96 108
Time {months)

No. at risk:

m406 388 385 378 362 347 247 120 34 0

« ACTH/TCHtrialsdmatched samples TLELER
5y DFS 92.9 % vs 96.5 %

[ J
A Invasive disease-free survival, TH versus ACTH/TCH
1.0 -

m

= -

£ 0.8

o

o

a

3_3 0.6 -

2 0.4

°

2

2 0.2 -{ Hazard ratio 1.91 (95% Cl 0.94-3.90)

S

£ = TH (19 events)

0.0 = = ACTH/TCH (17 events)
T I I I I I I I [ I
0 12 24 36 48 60 72 84 96 108
N at risk Time since randomization/registration (months)
TH 305 293 290 289 280 268 232 147 60 2

ACTH/TCH

305 295 286 272 201 88 29 9 1

B

o o o -
o+ [+;] (=] Qo
] 1 1 |

o
N

Overall survival probability

Overall survival, TH versus ACTH/TCH

T e ——

[ S———

_|Hazard ratio 2.35 (95% Cl 0.82-6.71)

=—— TH (10 events)
= = ACTH/TCH (8 events)

0.0

N at risk

TH
ACTH/TCH

Table 2. iDFS and O5 at 3 and 5 years for patients in the matched samples

iDFS/05 TH (N = 305) ACTH/TCH (v = 305)
iDFS, % (95% C1)

3 years 98 6 (96.4-99.5) 96.6 (93.7-98.1)

5 years 96.5 (93.6-98.1) 92.9 (88.2-95.8)
0s, % (95% Cl)

3 years 99,7 (97.6-100.0) 99.0 (96.9-99.7)

5 years 99.3 (97.2-99.8) 97.4 (94.5-98.7)

T T ! T T T I T T |
0 12 24 36 48 60 72 84 96 108

Time since randomization/registration (months)

305 295 293 292 284 276 241 152 62 2
305 295 290 279 207 97 34 11 2

T<2cmOEHIZE XI5k

J Clin Oncol. 2019;37(22): 8-1875.
Ann Oncol. 2020;31(12):1704-1708.
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Central
confirmation
of HER2 status
(N = 4805)

< ™ m O W C w

Chemotherapy* + trastuzumab
+ pertuzumab

Chemotherapy* + trastuzumab
| + placebo

3
o
L
L
o
w
]
P

+ IDFSOERIEN
ANy QW it

-
=]

r'y

Randomisation and treatment

within 8 weeks of surgery

Anti-HER2 therapy for a total of 1 year (52 weeks)
(concurrent with start of taxane)
Radiotherapy and/or endocrine therapy may be
started at the end of adjuvant chemotherapy

> BEUYRTERE(V>I/\E

IDFS (%)

*A number of ora th line (TCH) reg were all
2| ) (X U CHESR
~
Bﬁ | ) C A >
B
7J
p s 6 yurs 100 3'? i ¢ OS (3:3 O O)Ej Faﬁﬁq:

',—‘_ﬁ—‘“—_f—_ 0 4 1 N|J
LI i 1 1

1 1 L e w—

o SR - Z‘(j: E;ETJ [,

Events, n (%) 1731151 239 (15.9) I cu’f Events, n (%) 48154 48059 | [ m\
40 4 | Unstratified HR 95% C1) 0.2 1059 1o 0.57) 1 O 404 | Unstratified HR 35% C8 102 (069 te 1.53) I
Six yuan brom randomization ] b~ Sin years from randomezation ]
20 4 Differance in event.frea rate (%) 45 ] 20 4 Differanca in ewant-free rate (%) 0.1 ]
#5% C1 for diffarence (1.9t 7.9) 1 5% C1 for difference =20 2.2 1
1 1 | 1
L] 1 2 3 4 1] L] L] 1 2 3 4 5 L]

Years From Random Assignment Years From Random Assignment
No patients at rak No. patients at risk
1,503 1,420 1,357 1301 1287 1,205 (37 897 2J 841 an e ™73 a8
- S ' N Engl J Med 2017;377:122-31

Node positive

] J Clin Oncol. 2021;39(13):1448-1457.
Node negative ESMO Breast Virtual Plenary
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A NEOSPHERE study design
- m FEC
R Trastuzumab Trastuzumab
= a
s n - Docetaxe S  FEC
* Tumor size >2 cm| ¢ Trastuzumab Y Trastuzumab
* Operable, locally — r
advanced, or ° e UL =
inflammatory £ -
HER2-positive i E:> Trastuzumab Trastuzumab
breast cancer z Pertuzumab ] ]l
* LVEF > 55% e y
d EJ‘I\/\ | Docetaxel  FEC
D Of J
— Pertuzumab Trastuzumab
B TRYPHAENA study design
] Pertuzumab
g I L
N =225 a s
= Trastuzumab
* Tumor size > 2 cm| ¢ Bafiziman K Cantiated
* Operable, locally | r i :tl:J'z':JL:nab
advanced, or FECx 3 Trastuzumab —g 2
i m — to complete
inflammatory . ; = e 1 year
HER2-positive |
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* LVEF = 55% o ' y
d Trastuzumab — N —
| Pertuzumab

N=417

pCR, % £ 95% C1

Pathologic Complete Response, %

a0

20

10

2

5 £ 838 8

P=.0198

P=.0141
50 —
0 T

Trastutumab) Trasturumab/
docetaxel pertuzumab/
docetaxel
M vprofis
B ypT0 ypNO

FEC+H+P x3 [ T+H+P x3
{n=73)

Trastuzumab,/

M vpT0/is
B ypTO ypNO

J—'—I. I )
k 1

Pertuzumab/
docetaxel

M yrTo/is
wypT0 ypiNO

FECﬂ ,|"T+H+P x3

TCH + P x6
[n=77)

AFH + RS RWYVIAYTICHIT IRV AR T D LEFEE(E
PCREZBE(CHZE(pCR: 29 vs. 45.8%)

*FEC-THPMDpPCRZHE(L57.3%. TCHPDpCRZ(I66.2%
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Neophere trial

iFRNRIVY XY

e
L Yz Z Vi
90 — ]
= —
80 L—‘—\—H
S
. SEEDFSE:
.g 60—
2
2 5o Tmab+DTX 81%
E 40 Numberof Numberof 5-yeardisease-free Hazard ratio
g - patients events (%) survival (95% Cl) (95% Cl) P E R+ Tm a b + DTX 84 O/O
a — GroupA 103 18 (18) 81% (72-88)
204 — GroupB 101 15 (15) 84% (72-91) 0-60 (0-28-1-27)
— GroupC 96 19 (20) 80% (70-86) 0-83 (0-42-1-64) :
971 — Growpd 92 22(24)  75%(64-83) 216 (1.08-4:32) e H R( O5904 CI) = 0.60 ( 0.28 , 1.27
O 4
0 1 2'4 3‘6 4‘8 6
Nisiiharat ik Months after surgery
GroupA 103 92 85 79 77 %
GroupB 101 96 92 88 85 %
GroupC 96 91 87 81 75 il
GroupD 92 81 76 72 66 2

« GroupA(TH)RF&ELEE L. GroupB(THP)&FMDDFS(FEIF 72t
« pCROMESNITIEMITIT TR ERYF

Lancet Oncol. 2016;17(6):79%4800
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KEYNOTE-522 TNBC

A Ne0adjuvant Phase P € Adjuvant Phase el T . g T .
Statistically Significant and Clinically Meaningful EFS at 1A4
N juvant Ti 1 N dj T 2 Adjuvant Treatment
(cycles 1-4; 12 weeks) {cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks) 1004 .
1
90 1 84.5%
Hi__d“_-“‘_u
80—
Key Eligibility Criteria Pembrolizumab 200 mg Q3W - m‘”
+ Age 218 years S i
+ Newly diagnosed TNBC of : 5 9 Events  ggycy  Pvalue
either T1c N1-2 or T2-4 NO-2 G g 50 i Pembro + Chemo/Pembro 15.7% 0.63* 0.00031®
SAEGOGIES U-f 3 40~ i Pbo+ Chemo/Pbo 238y (048082
+ Tissue sample for PD-L1 R o | 1
assessment: Y o H
Placebo 20 H
\
Placebo 10— E
Median follow-up©: 39.1 mo H
Stratification Factors: T 1T 1T T 1T T T 7T 1T 1T T T v I 1713
+ Nodal status (+ vs -) 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
* Tumor size (T1/T2 vs T3/T4) bio. af Risk Months
* Carboplatinschedule (QWvs Q3W) Pembro + ChemolPembro 784 T81 769 751 728 718 702 692 681 671 652 551 433 303 165 28 0 0
Pba + Chema/Pbo 390 336 382 368 358 342 328 319 310 304 297 250 195 140 83 17 0 0
Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery (post treatment included) T — v 5500800 P o 000517 ki o

® . . ¥ ] = - r Defined a the Bme from randomization fo the data cutofl date of March 23 2021
Adjuvant phase: starts from the firstadjuvant treatment and includes radiation therapy as indicated (post treatment included)

KEYNOTE-522
° pC Rra te Primary pCR Endpoint at IA1° EFS by pCR (ypToms ypNU)

64 . 8 0/ 0] VS 5 1 . 20/ (0) s W% - pCR Yes

- 3y EFS 1=
84.5 % vs 76.8% 1 o

Eﬁ N = ypTO/Tis ypNO
- BEREEZEHUE o
10N d\ A (- ‘Schmid et al, NEJM 2020 0 5 :s sl; 1|2 115 Js 2; 2|4 2|7 3lo ais 3Ts 3|9 -.|2 4|5 4'3 5Y1

BEMD Wonths
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Event-free Survival (%)

Event-free Survival (%)

KEYNOTE-522

« RCBHOF

1003 . : BATH
90 H

0 92.6%
70

e RCB=0

s0- HR0.70(0.38-1.31) !

40 g

30

20+

10

T T T T T T T T T T T T
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45

Time, months

100
90—
80—

704 !

o o
] RCB=2 [ ssa%
:z_ HR0.52 (0.32-0.82) |

20—

10+
0

Time, months

Event-free Survival (%)

Event-fres Survival (%)

o] RCB=1

50 HR 0.92 (0.39-2.20)

T P ey Tt
0 3 6 9§ 12 15 18 21 24 27 30 33 36 30 42 45
Time, months.

8

Time, months

T ™—TT1 Tt T
0 3 6 © 1215 18 21 24 27 30 33 36 39 42 45 .

[ 1) —BIDEFS

TNBC

Summary of First EFS Events by RCB Category

Event

Any EFS event

Secondary primary
malignancy

PD precluded definitive
surgery

Local recurrence
Distant recurrence

Death

RCB-0
Pembro Pbo
N = 497 N =219

5.2% 7.3%
0.2% 0
0 0
0.6% 1.4%
3.2% 5.5%
1.2% 0.5%

RCB-1
Pembro Pbo
N=69 N=45
17.4% 20.0%
1.4% 2.2%
1.4% 2.2%
4.3% 6.7%
8.7% 8.9%
1.4% 0

RCB-2
Pembro Pbo
N =145 N=79

25.5% 44.3%
1.4% 3.8%
1.4% 51%
6.9% 8.9%
15.2% 22.8%
0.7% 3.8%

RCB-3
Pembro Pbo
N =40 N=26
72.5% 69.2%
2.5% 0
10.0% 7.7%
25.0% 17%
35.0% 53.8%
0 0

The treatment regimen in each arm included chemo. Among all patients (n=1174), 54 patients (4.6%) had missing RCB categorical data: 33 (4.2%)in the pembro + chemo group and 21 (5.4%) in the
pbo + chemo group. Data culoff daie; March 23, 2021.

i dDpembrolizumabdDuwAE 4
Escalation therapydOwE 14

ASCO 2022
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gBRCA1, BRCA2FifZ RN

HER2(-)
F i+ RN PR A
. TNBC

NAC#non -pCR
FMi7eiT:p2T2 or =2N1

+ HR(+)
NAC#non-pCR and CPS+EG

score 23

OlympiA trial

-EENERE
iDFS

‘@R ERE
0S, DDFS, QOL,
RS

Olaparib 300mg

n=1836 2xdaily, 1yr
Placebo
2xdaily, 1yr
ByHEAEF

\ FRIFAT: 248 V> j

-4y iDFS

« HRFERIRR
» AEFFEOENERA
o TSF T RRBIOEREHD - 3L

N Engl J Med 2021;384:2394-2405.

82.7 % vs 75.4 %

-4y OS

89.8 % vs 86.4 %

iDFS. OSDH

BRIER% BT

b)

Invasive disease-free survival, patients (%)

No. at risk
Olaparib 921 825
Placebo 915 807

a)

884
o .
12 18
777 738
765 715

81.4

24

30

Months since randomization

694
656

603
571

827
773 75.4
u .
36 42 48 54
495 382 203 204
459 370 293 187

89.8

& 804 %9 @28 891 86.4
2
i
& .
0 . . . . ; ; .
0 6 12 18 24 30 36 a2 48 54
Months since randomization
No. at risk
Olaparib 921 862 844 809 773 672 560 437 335 228
Placebo 915 868 843 808 752 647 530 423 333 218
N Engl J Med 2021,384:23 2405
Geyer/Tutt; et al: OlympiA OS. AnnOncol.
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» Non pCRIEHITDcapecitabinedwE 4

Meta-analysis

EA1131 trial

3-year iDFS by Treatment in
Patients with Basal Subtype TNBC

=5
= | -
= v
o |
=] e
~
z <
= @
8 °7
8 v
5 ©
oW = |
w o
=
= o]
= Platinum Capecitabine
o~
=3 3-yeariDFS  42% (95%CI, 30%-53%)  49% (95%Cl, 39%-59%)
= HR= 1.06 (95%RCI, 0.62-1.81}
o
2
T T T T T T T T
Q 6 12 18 24 30 36 42
Months Since Randomization
umber at risk
Capacitabine 158 112 74 60 48 24 15 4
Platinum 148 99 68 47 30 20 13 4
yer, MD, MSCI #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO.
wr@vumc.org) Permission required for reuse,

-

=37 vs CAPE
3y IDFS 42% vs 49%
HR 1.06(0.62-1.87)

Subgroup N Hazard Ratio p-Value
patients (95% ClI)

Overall 15457
All trials

HR+/HER2- 8635 —mm— 0.956 (0.854, 1.070) 0.432

TNBC 3854 —_— 0.828 (0.720, 0.952) 0.008

HER2+ 2218 . 0.836 (0.675, 1.035) 0.100
X add

HR+/HER2- 4874 —l— 0.877 (0.740, 1.039) 0.130

TNBC 2953 —_— 0.778 (0.657, 0.921) 0.004

HER2+ 1163 0.888 (0.647, 1.219) 0.462
X instead

HR+/HER2- 3761 —,— 1.020 (0.878, 1.185) 0.794

TNBC 901 e 0945 (0.738, 1.211) 0.655

HER2+ 1055 0.786 (0.587, 1.054) 0.108

I I 1
0.6 0.8 1 1.2
HR
OS better with X OS better without X
AN Y
TNBCTCI(EDFS/OS
AN Y
DRZT v kD

ASC02021, Eur ] Cancer. 2022;166:185-201.
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« Pembrolizumab+AC—TCb—ffif&pembrolizumab
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HER2 DX

« HER2DX SR, U ) CEERE.

« 27 gene expression &clinical featureZFHUN/C
VRORXA7IDOY—)L.

Low-risk |
) B —— - w
0.751 0.75
High-risk High-risk
[
& 0.501 Low-risk vs high-risk HR = 0.28 (85% C1 0.1-0.5) 12 0.50 Low-risk vs high-risk HR = 0.51 (85% CI 0.3-0.8)
=]
Low-risk 5-y DRFS: 85.3%, 95% Cl 92.5-08.2 Low-risk 5~y DFS: 89.3%, 95% CI1 85.3-83.5
0251  High-risk S-y DRFS: 84.3%, 95% C179.6-89.3 0.25 High-risk Sy DFS: 81.1%, 85% CI 76.1-86.5
. 0.001 log-rank test p < 0.0001 0.00 log-rank test p = 0.002
\ x 5 7 3 i 5 & 7 @ &7z 3 i 5 & 7 3§
Time (years) Time (years)
Number al risk Number af risk
Low-rsk 216 213 211 210 206 183 166 128 &5 aask 206 212 206 200 198 192 176 155 130
sk 218 212 207 186 190 176 151 108 78 gk 218 210 203 193 186 178 168 w6 103
c d
1.004 Low-risk 1,004 P, Low-risk
3 MM_‘_\__‘_\—
High-risk High-risk
0751 e § 075 d
-1
-]
[ ] H R -]
E 2 ty p e @ 8 050{ Low-risk va high-risk HR = 0.45 (85% C10.2-0.9) $ 050{ Low-risk vs high-risk HR = 0.21 (85% C10.1-0.6)
[]
Lowe-risk 5-y OS: 95.8%, 95% C193.2-98.5 ] Low-risk 5-y DFS: 97 4%, 95% Cl 84.4-100.0
0251  High-risk 5-y OS: 93.1%, 95% C1 89.8-96.5 £ 025 High-risk 5-y DFS: 84.7%, 95% CI 77.4-926
i
=]

de-escalation®;8EHER SUEAE
/D 27 D 0 1 2 3nm td)' “ms & 1 8 0 i 2 3““.:"“)5 [3 7 []

Number al risk Number af risk
lowiie 216 214 213 212 211 204 189 168 138 Low-risk 136 123 114 98 (1] 55 1 [ ]
218 218 213 208 207 200 192 189 120 High-fsk 132 116 99 8z [ 5] 20 7 4

eBioMedicine 2022;75: 103801
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/ A ciDNA status at 1* timepoint

100

®
> 75
SCREENING PACLITAXEL* ANTHRACYCLINE (AC) SURGERY PRIMARY 3
+/- MK-2206 4 cycles ENDPOINT F |
12 weekly cycles
% T £ w0
. Biopsy I Blood draw  *Patients who are HER2+ may also receive trastuzumab (herceptin) i
3 2
C - CtDNA Negative
pCR and ctDNA status after NAC (T3) 0 ekl
1.0 0 25 50 75 100
pCR and ctDNA status after NAC (T3) _ ' B Months after surgery
by subtype _g CtDNA status at any timepoint
s 087 00
AN e o ) !
LR S ® =
1.00 =5 06 =
— © 3E 2 75
= c Q Z
(=} o Q 3
;< EQ 0.4 @
g HR+HER2- ae ™ 8
] 1] £ 50
a NHER2+ .E g
‘2 BTNBC % 021 _ pCR/CtDNA- HR: reference % 25
o e = Non-pCR/ctDNA- HR: 1.4 (0.15-13.5) ©
I — non-pCR/CIDNA+ HR: 14.7 (1.6-132)
o 0.0 log rank P = 0.0001 IO Neoate
T T T T T T T T 0
0 1 2 3 4 5 6 7 25 50 75 100
Time (years) Months after surgery

No. at risk

& ¥ o Y e kU @ & B Clini’Cancer Res; 25(14) July
Ann Oncol. 2021 Feb;32(2):229-239.

[=]=]

non-pCR/ctDNA- 37 36 33 31 28 15 0
non-pCR/CtDNA+ 6 5 4 3 2 1 0 0

¥hl=7%escalation/de-escalationd~— 11— & 72D oJge%E 70



) Efficacy
Prognosis estimation
estimation

Surgery
Biopsy or biopsy

Preoperative ET

""Tf'

]Q:"' .
Ki67 op
RS (OncotypeDx) Ki67

3 weeks (+ 1 week)
== =

Short preoperative standard
ET (tamoxifen or aromatase
inhibitor)

- . . . ey
[
|
NO RS
N1 T 1225 :
Ki-67 L
> post i
RS <10% ET
S _ |
<12 l alone 1
|_’ RS :
<12 l
e High risk
Intermediate risk
Low risk

« RS11-250DET response

& DRERI (S

L CHEFE]
BRI CHE—

{EFEEEE
R4f
85 UTTia®R

100 - —
[
80 qmni 3% 0.6%
margin 3.3 i 1.3%
_—
a‘.-é 60 T T T T T T T T T T T
bt ~3 -4 -4 -i -3 ] (s e < o< .’
2 ‘,0 }0 ,50 ;‘0 >0 QQ \0 ,\'0 ,50 ‘Q S
e 41
20 «
RSO-M
0 - — RS12 25‘(.67‘,:__,"10':.
L} L] L L] T L
0 12 24 36 48 60
Follow-Up Time (months)
100% -
e
80% —
60% —{ Experimental vcontrol: P=.276
w ET i : _
L nonresponse v experimental: P=.237
E 40% - ET nonresponse v control: P=.032
Control arm
20% — .
Experimental arm
0% ——— RS12-25, ET nonresponse
o
T T T T T T
0 12 24 36 48 60
Follow-Up Time (months)
No. at risk:
Control arm 260 232 194 183 168 114
Experimental arm 330 308 272 247 231 165 7 1
RS12-25 ET nonresponse 447 394 349 318 289 201




Recurrence Hazard Rate

s 9= 9

s MILESRBIREBFEIRY

3
(=]
{ |
o
=
o
o
S -
0 1 2 3 4 5 6 7 8 9 10 11 12
Years
Number at Risk

Pos 2257 2096 1857 1642 1462 1313 1166 961 717 506 319 193
Neg

timated annual HR

0.204

0.154

0.104

0.054

Stage |-l

HR

Negative
=== Positive

- « == Undetermined

ca ey
oLty

N=3,585 N=20,027
10dadjuvant trials SEER database
1978-1988 1991-1997

J Clin Oncol. 1996;14(10):2738-46. .

Cancer Epidemiol Biomarkers Prev. 2012 Sep;21(9):1604-5



AT B

N=3 585 3 2 0.20 Stage I-1ll
i s N=20,027
10Dadjuvant i ¢
trials g o SEER database
1978-1988 ‘- 1991-1997 :
A Tl Stag B T2 Stage
N=62,923 + T2N4—,9,+41
EBCTCG meta-analysis  § « AL ol
1976_2011 E /,f,* Tlril:3/+20 E % e 19 - ”+j:
ASWIESERIRE | ST b T

V TRILEBEY A TIE5EZBX CTEERLTLS
vV N WEESFRZR THhD CEERIUXTIF20EEXTH# I Do
v NOCTdhD> CEBMEIBER X TONRHSNSDB, J Clin Oncol. 1996;14(10):2738-46.

Cancer Epidemiol Biomarkers Prev. 2012 Sep;21(%:1604-5
N Endl J Med. 2017;377:1836-46.
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Recurrence Breast cancer mortality
10645 women (100% ER positive, 44% node positive, 51% chemotherapy) 10645 women
1 Control 1
46-2%
401% oy
40 L
E 3 Control
£ 330% z 3%
£ 30 287% =5 years g 4
2 tamoxifen 2
5 c
5 25.9% g 23.9%
1 3 =5years
= 20 s Y
2 tamoxifen
-3
16-4% =
104 R
RR 0:61 (95% C10.57-0.65) 3.6% RR 070 (95% C10-64-0.75)
Log-rank 2p<0-00001 : Log-rank 2p<0-00001
15-year gain 13-2% (SE1-1) 15-year gain 9-2% (SE 1.0)
0 T T T T T T
(1] 5 10 15 years 0 5 10 15 years
Recurrence rates (% per year) and log-rank analyses Death rates (% per year: total rate minus rate in women
without recurrence) and log-rank analyses
Years 0-4 Years 5-9 Years 10-14 Year 15+ Years 0-4 Years 5-9 Years 10-14 Year 15+
Tamoxifen 374 (891/23819) 2.62(454/17315) 206(220/10657) 175 (88/5034) 1.79 (SE 0-08) 2:25(SE011) 1.54 (SE0-11) 148 (S€016)
Control 671(1466/21862) 3-46 (499/14420) 211(182/8620)  176(71/4045) 2:46(SE010) 323(SE013) 228(SE014)  1.89(SE019)
Rateratio  0-53(SE0-03) 0-68 (SE0-06) 0-97 (SE 0-10) 0-88 (SE0-16) 071 (SEQ-05) 0-66 (SE0-05) 0-68 (SE0-08) 0-88 (SE0-14)
(O-E)v  -343-3/5351 -82.5/2175 -33/933 -4-4/355 -84.4/2448 -95-8/233-2 -38.6/99-4 -57/426
A B
50— 9885 women, 1791 events 50~ 9B885women, 1066 deaths
RR=0-80 (95% €1 0.73-0-88) RR=0-85 (95% C10-75-0-96)
40 40
10-year gain 3-6% (95% C1171054) 10-year gain 2-1% (95% (10510 37)
Log-rank 2p<0 00001 = Log-rank 2p=0-009
— 30+ 304
B Tamasifen
i 227%
-: 2
20 8 A 20
- - 19-1% Tamoxifen
121 . e B
- = f‘./‘ Al
10 el — 121%
- 905
b
-
0 T T T
0 5 10 10
Recurrence rate/year (%), events/woman.years and log-rank statistics Jyear: t statistics

Allocation Ye 1
Al

Tamaaifen 2
Rateratio (95%C1) 06
from (0-EWV 41

c

Vears 24 Allocation
Al

Tamonifen

from (0-EWV

Rate ratio (95% 1)

-136/1294

EBCTTG meta-analysis
TAM 5y vs control

15y RFS 33.0% vs 46.2%
15y BCSS 33.9 % vs 33.1

EBCTTG meta-analysis
Postmenopausal women

Al 5y vs TAM 5y

15y RFS 19.1 % vs 22.7 %
15y BCSS 14.7 % vs 12.2

74
Lancet 2011; 378: 771-84  Lancet 2015; 386: 1341-52
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A WL : Extended therapy

- Extended therapy=5¥ANikU=db & (CIEE

g1~ E-

ATLASEER (n=12,894)

504 —@ Continue tamoxifen to 10 years

—- Stop tamoxifen at 5 years
5-Qyears: RR 0-90 (079-1.02)
40- =10years: RR 075 (0-62-0-00)
Allyears: log-rank p=0-002
£
S 304
=
: )l
z el B 21.4%]
£ " L
14.5% -
.,-.""
!ﬂ'f’!.p.a
|/'
5
iagnosis) I:ATLAS (End of (10yea
treatment) sSinCe en tn..]
I ) 3 o
1 SEERS R COMETUR I 3.7%

B\ U X TEAICH U TR

-2 J1>10¢%

]
g 20—
[+

aTTom:iHER (n=6,953)

Years from s of treatment

1 SEH%,;-F\'COD%S(TUZ’]/FZ 4%

Lancet. 2013;381:805-16.
ASCO 2013, abstract #5



A WL : Extended therapy

7P/, > = — /= Y
e iR’ O~ S —TAERI (Al) ZEE 5% OR 104
MA.17 TAM 5y — Al 5y 5y vs 5187 94% 42% 4.6%(4y)
TAM 5y — placebo 10y 90%
MA.17R TAM 0-5y—AI 5y—=Al 10 vs 15 1,918 95% 34% 4% (5y)
5y 91%
TAM 0-5y—AI 5y
NSABP B-42 Al or Al/TAM 5y—>Al 5 vs 10 3,966 84.7%  15% 3%(7y)
Sy 81.3%
Al or AI/TAM 5y
DATA TAM 2-3y—Al 6y 6 Vs 9 1,660 83% 21% 4%(5y)
TAM 2-3y—AI 3y 79%
AERAS (N-  ANA 5y—>ANA 5y 5 vs 10 1,697 91.9%  45% 7.5%(5y)
SAS BC 05) ANA 5y 84.4%
EBCTCGA%S TAM—AI 5- 11,387 18% 2.1%
FUT X 10y—extended AI
(AERAS[ES “AT—extended Al 3,322 24% 1.2%

FNTLRW)
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AL : Extended therapy

. fiiE7ON S —EERI (Al) LR 2-3%F OR 5%

GIM-4 trial TAM 2-3y—AI 2-3y  5vs 7.5 2,056 67%  22% 5%
TAM 2-3y—Al 5y 62%

ABCSG 6a TAMSy—71U S5y vs 8y 856 38%
TAMS5y—AI 3y

SALSA trial TAM or Al 5y—AI2y 7vs 10 3208 73.9% 0% 0.3%
TAM or Al 5y—AI5y 73.6%

IDEAL TAM or Al or AI/TAM 7.5 vs 87.9% 4% 3%
5y—AI Sy 10 1,824 84.7%
TAM or Al or Al/TAM
5y—AI 2.5y

ABCSG-16 TAM or Al or TAM/AI 7 vs 10 71.1% 1% 0.8%
4-6—ANA 5y 3,484 70.3%

TAM or AI or TAM/AI
4-6—ANA 2y

/8
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B Disease-free Survival in Patients Who Did Not Receive Chemotherapy

« Ovarian suppression
« SOFT/TEXT &t
« TAM vs TAM+OFS vs EXE+OFS

« Chemo’ UEF
8y DFS 87.4% vs 90.6 % vs 92.5%
« Chemod DEFT
8y DFS vs 71.4% vs 76.4 % vs 80.4%

High risk /o E@ERD 3 DAREHC

100+
90
80
70
60
50
40
304
204
10+

Patients (%)

0

No. at Risk
T

T-0S

E-OS

e —

Absolute difference
T-OS vs. T, 3.2 percentage points
E-OS vs. T, 5.2 percentage points

T T T T T T T T 1
0 1 2 3 4 ] 6 7 8 9

Years since Randomization

460 431 398 212 118
453 433 399 276 124
443 419 390 270 132

C Disease-free Survival in Patients with Previous Chemotherapy

10

90
80
3 70
< 604
w
t 50
2
5 40
30
20
0
No. at Risk
T
T-0S
E-OS

“’"&

I

Absolute difference
T-OS vs. T, 5.3 percentage points
E-OS vs. T, 9.0 percentage points

T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9

Years since Randomization

496 427 373 249 102
515 456 396 282 129
513 456 414 291 115

N EnglJ Med 2018; 379:122-137
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« EBCTCG meta-analysis
From ABCSG XII5, TEXT, SOFT, HOBOE

- AI +OFS >TAM +OFS T104
« Mortality, survivall3E T2 UL

A B
50 7030women < 7030 women
10-year gain 2. 8% (95% C10.6-50) 10-year gain 1.9% (95% (10.0-3.8)
RR 079 (95% €10.69-0.50) RRO83(95% (1071-0.97)
40+ Log-rank p=0-0005 o Log-rank p-0.018
-8 Aromatame inhibitor =
z &~ Tamauifen o
& 304 g 1
§ 1
- 2
2 €
s 204 £ 4
2 o3 5% g
U~ -
.
T
] 5 10 o
Recurrence rates per year (% [events/women-yean]) Distant peryear (% [« / years])
and log-rank analyses and log rank analyses
Years 0-4 Years§-9 Years 210 Years 0-4 Years §-9 Years 210
Aromatase mhibstor 146 (237/16276) 1.76(158/8999) 1.89 (9/476) 1.16(190/16 386) 101 (93/9222) 060 (3/502)
Tamoxifen 208 (332115958) 1.74 (150/8639) 044 (2/459) 144 (23316169) 1.08 (97/9016) 0-00 (0/490)
RR(95% C1) 068 (058-030) 098(078-123) 331(099-1106) 078 (065-0.95) 0-91(0-68-122) 786 (072-8591)
from (o-elv 1UMS 3226 248108 43458 14/07
C D
50- 7030 women ~ 7030 women
10-year gain 0 4% (95% 1 -1 2t0 1.9) 10 year gain 0.2% (95% (1 -1 5t0 1.9)
RR 101 (95% C10-82-1.24) RR 104 (95% €10-86-1.27)
404 Llogrankp-094 o Llog-rank p-0.68
& 399 3
g H
¥ E
& 204 ¥
o a
% =
2 2
&
20 7 1 el
30 68% gow
24%
T T
-] 5 10 ] 10
Time since trial entry (yoars) Time since tnal entry (years)
Death rates from breast cancer per year (% [95% (]) Death rates per year (% [events/women-years])
and log rank analyses and log rank analyses
Years 0-4 Years§-9 Years 210 Years 0-4 Years -9 Years 210
Aromatase inhibtor 060 (048-072) 0385(066-103) 076(002-151) 069 (11516663) 101 (96/9515) 076 (4/525)
Tamooofen 047 (037-057) 103 (082-1.23) 057(0-08-122) 051(8516573) 117 (111/9481) 2133(7/525)
RR (95% C1) 25 (093-168) 080 (060-108) 145(033-644) 133(100-1.76) 084 (064-111) 064(018-224)
from (o-e)iv 971434 96/435 o6n7 138/489 86/502 1128
Figure 1: A inhibitors versus ifen in d

(A) Any recurrence, (B) distant recurrence, (€) breast cancer mortality, and (D) all-cause mortality. O-E-observed minus expected. RR-rate ratio. vevariance of o-¢.

K -3%

N Engl J Med 2018; 379822-137
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SOFT+TEXT Chemotherapy Cohorts Virtual Tumor

57% & 66% LN+; 13 years median follow-up

BOARD
Distant recurrence-free Interval Overall survival

S ey e RS -
g » == ol — - :
.9‘3 5!‘: 12yt = H‘ i : } . i ﬂ
? o .y TOXT 84.7 (+2.4%) ’; ™ ap == T sro 200, 1
£ 813 > s SOFY £ ¢ :
£ . SOFT 79.6 (+1.9%) 5. qaide 1
o Datant igs &
5 Rec R (9354 Deat %e 1
B & 86 (0 &6 ) SoFT (X} o6 {0 79 SOF N
086 ) X y 2 ? '
s M‘u-l-:- R R e ) 1 .
e a A lh &
I E+OFS vs T+OFS: reductions in distant recurrence 1.9% SOFT and 2.4% TEXT at 12 years ] :'i.-.. Ta rgeted
overall survival, -0.7% SOFT and +2.6% TEXT at 12 years CF A one ‘()/()5,’ !
; Targeted Ehuipios vl
i Repreond wam peemasion from Mered W Rogan Regen, Vi et sl SABCS 2021 30
D
Joyce O' Shaughnessy, MD Heather McArthur, MD Massimo Cristofanilli, MD, FACP Sunil Badve, MD, FRCPath
Baylor University Medical Center UT Southwestern Medical Center Weill Cornell Medicine Winship Cancer Institute, Emory University
Texas Oncology, US Oncology Dallas, Texas New York, New York Atlanta, Georgia

Dallas Texas

- READAO0—77w JTHER, Chemotherapy cohortsd12y DRFS
. SOFT trial: TAM vs T+OFS E+OFS 75.1% vs 77.7 % vs 79.6 %
« TEXT trial: T-OFS vs E-OFS 82.3% vs 84.7%
- OSICBEERRUL

. 1 .
2021 San Antonio Breast Cancer%ymposmm
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72.9% 11%  6.8% 9.8%
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Breast Cancer Res Treat. 2020;184(2):585-596.
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» 7O0X5—-CRERIND .
o2 (3 wks on/ 1wk off) Nk ilsk
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etrozole Letrozole
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Letrozole

100 —— Fulvestrant plus palbociclib (n=347)
Median progression-free survival 9.5 months)
(95% €19.2-11.0)
_. 8o+ — Fulvestrant plus placebo (n=174)
Pa I bocicl i b B Median progression-free survival 4-6 monthg
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80 1
= 60
E
o 404
Median PFS
204 — Ribociclib + fulvestrant: 20.6 months (95% CI, 18.5 to 23.6 months)
Placebo + fulvestrant: 12.8 months {95% CI, 10.9 to 16.3 months)
Hazard ratio, 0.593 (95% Cl, 0.480 10 0.732); P< .001
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o 2 4 6 8 0 12 14 16 18 20 22 24 26
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MNo. at risk:
Ribociclib + fulvestrant 484 403 385 347 324 305 282 259 235 158 78 52 13
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SONIA trial

-
—
Non-steroidal Al + Primary endpoint:
—> | Fulvestrant ry endpoint:
* HR+/HER2- advanced CDK4/6 inhibitor Progression-free survival
breast cancer after two lines (PFS2)
—bp> —
» No prior treatment for Secondary endpoints:
advanced disease fe
1 Fulvestrant + Quality of life
—P Non-steroidal Al ——p | CDK4/6 inhibitor Overall survivel
Cost-effectiveness
—

Fig. 1 Schematic overview of study design. Non-steroidal Al: non-steroidal aromatase-inhibitor, either letrozole or anastrozole (at the discretion of
the treating physician). CDK4/6 inhibitor: type of CDK4/6 inhibitor according to physician’s choice and reimbursement policies

o
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BMC Cancer 18, 1146 (2018).



PARSIFAL:ER : FUL+PAL vs ANA+PAL
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8

?

Progression-Free Survival (%)
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— Fulvestrant + Palbociclib: mPFS, 27.9 months

8

3

- ~tetrotote~ Patbosicts: - mPFS; 32-8-menths- -

HR 1.13 (95%C), 0.89-1.45) [0.89 < Non-Inferiority Margin {1.21) < 1.45]*

*The Non-Inferiority Margin is included in the Cl, result is inconclusive regarding the non-inferiority hypothesis
o

256 PFS events
Median follow-up of 32 months

o 3 6 9 12 15 18 2

Visceral disease

1 — Letrozole + Palbociclib:

4 — Fulvestrant+ Palbociclib: mPFS, 17.2 months

Two-sided p = 0.143
o

mPFS, 25.6 months

HR 1.27 (95%Cl, 0.91-1.77)

o 3 6 a 12 15 . 21 24 27 3 33 3 29 42 45 48

JAMA Oncol.

24 27 30 33 38 39 42 45 48 51 54
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Two-sided p = 0.871
o

5 3 & 6 12 5 18 21 2 27 3 3 3% W 42 45 48 51 54

2021 Dec 1;7(12):1791-1799. 91




PADA-1 trial
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Figure 2: Progression-free survival in the second step, by treatment group (co-primary endpoint)

92




CDK4 /6 HE D = E R M TP

FAT 1loss/HippofZi& - FGFRIZIEDTTE
(C K BDCDK6FEIRTL
ﬁ EGFR
FGFR
CDK4/60DsFEIH
@) o
= = B ST
D )
&g @
¢ 3 | £ PI3K/AKT/mTOR Raf .
Dogradaion” . ey oL® RERDTTHE / MAPK#EREDTUE
. _
. @3- dpeial - "
4 Vi * Mol. Cancer Ther. 2018; 17, 908-920.
ows  CDK4/6 v, ® « Cancer Res. 2016 Apr 15;76(8):2301-13.
S OFik ' =y (’ -l - Cancer Res. 2017 May 1:77(9):2488-2499.
\. . (22 () . ; .\ - 4Rk (C 51T BCDK4/6PEEFE &
c,cn ~ ' L—ov"-"‘“ y i AN IJAZQ{#E(:J:%
. : o BahEm ECmERARDRER
i * Cyck
ﬂ ) (\“ Cycl|n6m§%ﬁ. L = & 7 4
= ."’"'” u - & CycllnEm%iE S "
e g P =, - & A-O5FF— A%
e ROIZRIC (8 & &= & G s
S Y NUTEHRRS
Gl 2 S 2 G2 > M >N\

Cancer Cell. 2020 Apr 13;37(4):514-529.
Crit Rev Oncol Hematol. 2020 Dec 9;103191. doi: 10.1016/j.critrevonc.2020.103191. 93



CDK4/6i Beyond PD
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Placebo 239 177 109 70 36
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e Sensitivity to prior —] +
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Kaplan—Meier medians
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2nd linel %

SOLAR-1: OS Is a Key Secondary Endpoint

Prospective evaluation of an a-selective PI3K inhibitor in HR+, HER2- ABC

NCT02437318

* Men or postmenopausal
women with HR+, HER2- ABC

* Recurrence/progression on/after
prior Al-based therapy

= |dentified PIK3CA status (in

archival or fresh tumour tissue)
= Measurable disease or 21
bone lesion

M:angress Fulvesir

PIK3CA-

mutant _ . R
cohort 11
(n=341)

Stratified by presence of
liver/lung metastases and prior
CDK4/6 inhibitor treatment

PIK3CA-
non-mutant R
cohort 11

(N=£31)

+ Fulvestrant

+ Fulvestrant 500 mg IM®
n=172

Alpelisib 300 mg QD PO
+ Fulvestrant 500 mg IM®
n=115

Placebo
+ Fulvestrant 500 mg IM
n=116
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Engl J Med. 2019;380:1929-40/Ann Oncol. 2021 Feb;32(2):208-217.

Primary endpoint

» PFSin PIK3CA-mutant cohort
(locally assessed)

Key secondary endpoint

* 0S (PIK3CA-mutant cohort)

Secondary endpoints include
ORR/CBR

Safety

Global health status/quality of life
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v PI3KFHEHI

A Cohort with PIK3CA-Mutated Cancer

Alpelisib 1 fulvestrant

Probability of Progression-free Survival
o
b
I

02
0.1 Hazard ratio for progression or death, 0.65 (95% CI, 0.50-0.85)

1 p<0.001 Placebo +fulvestrant
0.0 T T T T T T T T T T T T T

u ™
2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 31

No. at Risk
Alpelisib+fulvestrant 169 145 123 97 85 75 62 500 38 30 17 14 5 3 1 1
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80
Z
z
& 60|
£
§ 40
E
2 Alpelisits + UL Placsbo o FUL
(n=168) (a=172)
204 No.events, n (%) 87 (515) BT
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—T T T T

T T T T T T T T T T T T T T T T T T T T T
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Time (months)
Mumbar of patients
st at risk
Alpalisib + FUL 169 162 159 1 141138139 126 122 112 111108103102 84 91 85 69 66 47 35 25 9 9 4 1 ©
Placsbo s FUL 172164155750 140 143139126119 115111104 08 92 B 80 74 73 60 40 42 20 20 13 7 6 3 0

Figure 1. Overall survival in PIGGCA-mutant cohort of patients comparing alpelisib plus fulvestrant and placebo plus fulvestrant treatment arms using one-sided




Phase lll, randomized, double-blind, placebo-controlled study (NCT043054

Patients with HR+/HER2- ABC

Men and pre-/post-menopausal women

Recurrence while on or <12 months from
end of adjuvant Al, or progression while on
prior Al for ABC

<2 lines of prior endocrine therapy for ABC
<1 line of chemotherapy for ABC

Prior CDK4/6 inhibitors allowed (at least 51%
required)

No prior SERD, mTOR inhibitor, PI3K
inhibitor, or AKT inhibitor

HbA1c <8.0% (63.9 mmol/mol) and diabetes
not requiring insulin allowed

FFPE tumor sample from the

primary/recurrent cancer available for
retrospective central molecular testing

400 mg twice daily,

Capivasertib 4 days on, 3 days off

500 mg: cycle 1, days 1 &
15; then every 4 weeks

Stratification factors:

* Liver metastases (yes/no)

* Prior CDK4/6 inhibitor (yes/no)
* Region’

Twice daily,

Placebo 4 days on, 3 days off

500 mg: cycle 1, days 1 &
15; then every 4 weeks
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SABCS 2022

CAPItello-291 trial

San ANoNIo Breast Lancer Symposiunt™, Uecember b—1U, 2Uzz

Dual-primary endpoint: Investigator-assessed PFS in the
overall population

Progression-free survival (%)
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Capivasertib + Placebo +
fulvestrant (N=355) fulvestrant (N=353)
PFS events 258 293

Median PFS
(95% Cl); months

Adjusted HR (95% Cl):

7.2 (5.5-74) 3.6 (2.8-3.7)

0.60 (0.51, 0.71); two-sided p-value <0.001

0
0

Number of patients at risk
355 330 266 252 207 199 172 166 138 133 115 98 78 64 55 44 43 25 25 21 8 & 5 2 2 1 0

LECC RNy 353 320 207 182 142 136 106 100 83 81 86 59 51 41 33 24 23 12 11 10 4 “ 3 1 1 0 1]
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Time from randomization (months)
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

Dual-primary endpoint: Investigator-assessed PFS in the
AKT pathway-altered population
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Median PFS
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Adjusted HR (95% Cl): 0.50 (0.38, 0.65); two-sided p-value <0.001
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FARILE > ahRR

Gt SERENA-2 acelERA AMERRA-3 ELAINE-1
FaBREE Elacestrant |Camizestat |GDC-9545 |Amcenestrant |Lasofoxifen
Phase(n) I11(507) 11(240) 11(303) 11(290) 11(103)
ZRIDIERR SERD SERD SERD SERD SERM
Control arm PCET ful PCET PCET Fulvestrant
CDK 4/6i(+) 100% 50% 40% 80% 100%
FUL(+) 30% 0% 20% 10% 0%
Chemo(+) 20% 20% 30% 10% 6%
ESR1IEEGEFER |50% 30% 40% 40% 100%
0]

PFS (ITT) émo PFS 34 %1, 7Mvs3.3M |56Mvs5.4M|[3.6Mvs3.7M *x

vs 20 %
J\B'—RLt, pfili | 0.70, p=0.002 0.67, p=0.0161 | 0.81, p=0.18 1.051, p=0.64 *
PFS (ESR1i&4& [6mo PFS 41%
FLREH) Vs 27% 92Mvs22M |53Mvs35M|3.7Mvs2.0M 6.0 Mvs4.0M
JI\Y—RLt, pf# 0.55, p=0.0005 | 0.55 0.60, p=0.06 0.9* 0.70 p=0.138
fasR positive positive negative negative negative
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HER2[ETEMBC: —IR{EFBEDSRMRER

JCOUGEIL +RNSZIT E2100 347 59.9 369 11.8 267
JXOUBFEIL +RINZRT  TURANDOT 285 78 44 110  30.2
JXIUSFEIL +RINSZIT  CALGB 40502 283 66 38 11.0 266
JXOUSFE)L + RN ZIT  MERIDIAN 239 837 54  11.0  NE
JIUEEE E2100 326 629 212 59 252
NOCES MERIDIAN 242 839 332 88 258
S PIVILET) IMPassion130 451 0 459 56 176
N LTI AVADO 736 78 46 81  31.9
JCOUSEIL/ esFE),  SELECT BC 286 74 NA  11.0  37.2
AC/EC/FAC/FEC SELEC BC-CONFIRM 109 78.9 NA 131 33.7
s Ky, RIBBON-1 622 769 379 57  NA
HRSHE RIBBON-1 615 737 236 80  NA
51 SELECT BC 306 73 NA 9.6 350
51 SELEC BC-CONFIRM 133 81.4 NA 152  30.1

—RAEFEEEFAFT T TOATTAD)S (F2ldS-1)
ZNENE(E30-40%
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« EMBRACE: IUJU> vs. TPC
v TUJY(F0SEBEICEE

.+ Study 301: TUJ'U> vs. ARIHEY
v Co-primary®DOS-PFSEHEBREERU

Overall Survival
(probability)

No. at risk
Eribulin
Capecitabine

0

HR, 0.88; 95% Cl, 0.77 to 1.00
P=.056

.I
. L

L T

Median,
Events/n _months _ 95% Cl
== Eribulin 446/554 1589 15.2t017.6
Capecitabine 459/548 145 13.11t016.0

4 8 12 16 20 24 28 32 36 40 44 48 52 56 60

Time (months)

554 505 423 349 268 214 173 133 99 52 32 22 13 7
548 466 391 308 242 191 156 122 81 42 27 17 12 2

2
1

]
0

B 1.04 Median,
peme ¥ Events/n _months  95% Cl
= | — Eribulin 385/564 41  35t0d.3
; 08-" Capecitabine 360/548 4.2  3.9t04.8
'5 : HR, 1.08; 95% CI, 0.93 t0 1.25
D = P=.30
=
3= 06
=
=l
= a
L 2 044
# a
) ~—
&
=3
=3 0.2
=
o
L S Mt —
0 4 8 12 16 20 24 28 32 36 40 44
Time (months)
No. at risk
Eribulin 554 220 8 44 26 17 12 8 8 5 1 0
Capecitabine 548 220 89 47 28 19 14 8 3 2 1 0

o A/TICLBBEROHIES

Overall survival (%)

20

10

Hazard ratio 0-81 (95% Cl 0.66-0-99), p=0-041
— Eribulin (n=508)

TPC (n=254)
Deaths: 274 (54%), eribulin; 148 (58%), TPC

MST 13.1 m

-

Number at risk

Eribulin 508
TPC 254

491 451 401 320 255
237 206 176 139 111

12 14 16 18 20 22 24 26 28
Time (months)

179 116 69 51 23 11 4 2 0
74 53 34 24 11 7 3 0 0

Lancet 2011;377:914-23/ J Clin Oncol 2015;33:594-601.



IMPassion130: 7FY UX<YJ +nab-PTX

n=902

« TN MBC
MBCIZX LT
FKEE
filTR/fil1&
BTHhB>12m

1

PFYVART
+nab-PTX

1

TS5t

n=451 +nab'PTX

v 77IVIYT +nab-PTX(E
PFSzBE(CER
« mPFS 7.2m vs. 5.5m

v’ PD-L1BZIEHITEIDERD

FEHREL

« mPFS 7.5m vs. 5.0m
« MST 25.0m vs. 15.5m

A Progression-free Survival in the Intention-to-Treat Population

No. of Events/ P

Median
i fr

No. of Patients  Survival (35% CI)

mo
Atezolizumab+ Nab-Paclitaxel 358/451 7.2 (5.6-7
Placebo+ Nab-Paclitaxel 378/451 5.5 (5.3-5

100~

Stratified hazard ratio for
0.80 (95% Cl, 0.69-0.92)
P=0.0025

90+
80+

Percentage of Patients
o
=3
T

104 Placebo+nab-paclitaxel

1-Yr Rate of
F 4 i fir
Survival (95% Cl)
%
.5) 23.7 (19.6-27.9)
.6) 17.7 (14.0-21.4)

progression ar death,

Atezolizumab + nab-paclitaxel

0 3 6 9 1z 15 18 21 24 27 30 33

No. at Risk

Atezolizumab+ 451 360 226 164 77 34 20 1 6 1 NE NE

nab-paclitaxel

Placebo+ 451 327 183 130 57 29 13
nab-paclitaxel

B Progression-free Survival in the PD-L1-Positive Subgroup
Median
No. of Events/  Progression-free
No. of Patients  Survival (95% Cl)

1-Yr Rate of
Progression-free
Survival (95% Cl)

mo %
Atezolizumab + Nab-Paclitaxel 138/185 7.5 (6.7-9.2) 29.1 (22.2-36.1)
Placebo + Nab-Paclitaxel 157/184 5.0 (3.8-5.6) 16.4 (10.8-22.0}

100~
90-
80
70
60-
e

Stratified hazard ratio for progression or death,
0.62 (95% CI, 0.49-0.78)
P<0.001

Atezolizumab+ nab-paclitaxel

Percentage of Patients

Placebo+ nab-paclitaxel

T T T T T T T T T T T T
0 3 6 9 12 15 13 2 24 27 30 33
Months

No. at Risk

Atezolizumab+ 185 146 104 75 38 19 10 ] 2 1 ME NE
nab-paclitaxel

Placebo+ 184 127 62 44 22 11 5 5 1 NE NE NE
nab-paclitaxel

C Qverall Survival in the Intention-to-Treat Population

Median 2-Yr Rate of
No. of Events/ ~ Overall Survival Overall Survival
No. of Patients (95% C1) (95% Cl)
ma %
Atezolizumab+ Nab-Paclitaxel 181/451 21.3 (17.3-23.4) 42.] (34.3-49.9)
Placebo+ Nab-Paclitaxel 208/451 17.6 (15.9-20.0) 39.7 (33.2-46.3)
100

90
80
70

P=0.08

Percentage of Patients
-~
8

Placebo +nab-paclitaxel

Stratified hazard ratio for death, 0.84 (95% Cl, 0.69-1.02)

Atezolizumab+niab-paclitaxel

Months

No. at Risk
Atezolizumab+
nab-paclitaxel

Placebo+ 451 419 375 328 246 145 89 52
nab-paclitaxel

451 426 389 337 271 146 82 48

D Overall Survival in the PD-L1-Positive Subgroup

Median 2-Yr Rate of
No. of Events  Overall Survival Overall Survival
No. of Patients (95% Cl) 195% Cl)
mo %
Atezolizumab+ Nab-Paclitaxel 64/185 25.0 (22.6-NE) 53.5 (42.3-64.6)
Placebo + Nab-Paclitaxel 88/184 155 (13.1-19.4) 36.6 (26.4-46.7)

100
90-
B0-
70
60

Stratified hazard ratio for death, 0.62 (95% CI, 0.45-0.86)

Atezolizumab + nab-paclitaxel

Percentage of Patients
n
3

Placeba + nab-paclitaxel

T T T T T T T T
[¢] 3 [ 9 12 15 18 21 24 27 30 33 136
Months

No. at Risk

Atezolizumab+ 185 177 160 142 113 61 36 22 15 9 5 NE NE
nab-paclitaxel

Placebo+ 134 170 147 129 8 4 27 19 13 6 NE NE NE
nab-paclitaxel

N Engl J Med. 2018;379(22):2108-121.



KEYNOTE-355: AAJ OUAND +{EEFEE

Key Eligibility Criteria
Ag 8 years
Central determination of TNBC and
PD-L1 expression
Previously untreated locally
recurrent inoperable or metastatic Progressive

ggazletion of treatment with disease“cessation
of study therapy

curative intent 26 months prior to
first disease recurrence

ECOG performance status 0 or 1 Placebot + Chemotherapy®
Life expectancy =12 weeks from

Chemotherapy:

Adequate organ function

No systemic steroids

No active CNS metast T =

N: Zzt::g autoinT;jrf::ZZase J Sté?‘tlflc?rt]mn Factorts:d " — n a b PTX / PTX / O r
» Chemotherapy on study (taxane vs gemcitabine/carboplatin
« PD-L1 tumor expression (CPS 21 vs CPS <1) G E M/C B DCA

* Prior treatment with same class chemotherapy in the
neoadjuvant or adjuvant setting (yes vs no)

Pembrolizumab? + Chemotherapy®

H. Ruge KN355 ESMO 2021
H. Rugo KN355 ESMO 2021

Overall Survival: PD-L1 CPS 210 Querall=Samiyal: FB-L1 CESE]

- HR P.val
100 N Events HR Pyalue 199 N EVNS  (g5eCh  (oneesided) \ \ ~ Y =
(os%aly. _{dsE skied) 90 48.4% Pembro«Chemo 3361425  79.1% 0.86 00563 o
901 58.3% PhmbcosChema TSN TS M S g0 5k e bt ek el H I \ I
- 30 A4.7% Placebo + Chemo 84103 81.6% = S '.":. i 37.7% b
S 704 48.2% = 29.5%
= 34.0% E 60
o 60 -] 17.6 months
£ e, O 23.0 months g 50 Y 16.0 months —
& Y o 16.1 months g 404 \ —
£ 404 \_‘_._\_ g \\
o -
8 3049 $ o
& w * 7
20
104
101
4] T T T T T T T T T T T T T T T T
1) T—T T 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at risk Time, months

No. atrisk Time, months
425 406 365 308 271 236 204 175 159 137 120 108 99 80 38 60 21 3 0

220 214 193 171 154 139 127 116 105 91 84 78 73 539 43 3 1 2 0 211 200 187 163 133 110 87 71 62 54 47 40 39 30 15 21 10 2 0

103 98 91 77 66 55 46 39 35 30 25 2 2 17 12 8 6 2 O -
“Prespecified P value boundary of 0.0172 not met
“Prespecified P value boundary of 0.0113 met Hazard ratio (CI) analyzed based on a Cox ragression model with treatment as a covariate stratified by the randomization stratfication factors. Data cutoff: June 15, 2021
Hazard ratio (Cl) analyzed based on a Cox regression model withireatment as a covariate stratified by the randomization stratification factors. Data cutoff: June 15, 2021

ESMO 2021



ASCENT:HER

: Sacituzumab Govitecan vs. TPC

*RFARAED

3REABE

PFS

n=267 Sacituzumab
N=529 - > Govitecan B —
10 mg/kg v z = :l:;:::::‘—mn(ls'hcl) 5.5::'.5355.3) 17(11?:-2.5;
days 1& 8, q3W % i HR (95% CI), P-value 0.41 (0.32-0.52), P<0.0001
-+ TNBC i®
- mgit oo LIS ’
° Eﬁﬁfﬁﬁ(ilZ?]ﬁuW 00 a 6 8 “me(:: ooooo i rls 18
(REME TSR
\
n=262 >

[EAHL : {EFEEE 2-3 vs > 3, iiid, REBOBER

No. of events 155 185
Median 0S—mo (95% CI) 12.1(10.7-14.0) 87 (5.87.7)
HR (95% Cl), P-value 0.48 (0.38-0.59), P<0.0001

v Trop2(IXt9 281k

v TPCtLEEERU TCPFS, OSEEZ UL
v Z3hEIE35%

v Z3hHEAR36.38 3 Tl

v Trop2(FR~EOFEIRAEHI3hERHD

Probability af OS (%)

HE#8 : N Engl J Med

Linker for SN-38
« Hydrolyzable linker for

Humanized

anti-Trop-2

antibody

« Directed toward
Trop-2, an
epithelial
antigen
expressed on
many solid
cancers

payload release
= High drug-to-antibody
ratio (7.6:1)8

SN-38 payload

» SN-38 more
potent than
parent
compound,
irinotecan

. 2021 Apr 22;384(16):1529-1541. 105



TROPICS 02;i5% :
Sacituzumab Govitecan vs. TPC

*RFARAED

3REABE

_ Sacituzumab
N=543 n=272 Govitecan
10 mg/kg IV
. HR+HER?- days 1 & 8, q3w

o ETILSXOBLE, 4%
B>, CDK4/6iEAE | 11

o EERMTLIXBE

A SAH
. RECIST1.1I%EaTAE TPC
IUJU>
\ HARSFEY

ROVSFE
Fh3HEY

[ERHE : WEEERISSH D /1L, ASBEED 6 AL LR LD,
{EFBEE 2 vs >3/4,

v Trop2(X 9 2314k
v’ TPCELEEERUTPFS, OSIEE
v EZNENE35%IFBKIRAN . TR

Overall Survival Probability (%)

PFS

Sacituzumab govitecan Chemotherapy

In = 272) n=271)
No. of events 170 159
) PFS rate
100 6 mo 46% 30%
90 - 12mo 21% 7%
Median PFS
B0 —mo (95% CI) 5.5(4.2107.0) 4.0(3.11t0 44)
70 HR {95% Cl}, P-value 0.66 (0.53 to 0.83), P=.0003
‘;‘.’: 60 1 —6— Sacituzumab govitecan
E;J. Vi Pt s Wy —=— Chemotherapy
L 1
o 40 1
1
30 L
I 1
20 .
| 1
10 4 | |
I 1
T 4 - T T T T T T T
0 3 6 9 12 15 18 21 24
Time (months)
-h"“—-—\ 12 months
N, ; )|
™ \h\ ; Number of events 191 199
B e, E Median OS, mo (95% Cl) 144 (13.0-15.7) 11.2(10.1-12.7)
.' \ Stratified HR (95% CI) 0.79 (0.65-0.96)
. ™ Stratified Log Rank P value P=0.020
) = 12-month OS rate, % (95% CI) 61 (55-66) 47 (41-53)

.

--8G i E l N —L
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J Clin Oncol. 2022 Aug 26;1C02201002. doi: 10.1200/3C0.22.01002. ESM02022 LBA76



Destiny Breast 04

N=557
Trastuzumab
deruxtecan
. 5.4 mg/kg IV
HER2 low days 1, q3w
+ HR+&HR-
o EBBMHTL-2LSXLA TPC
o HR+TIIAD B LRI IUJv>
T hRIHEY

KIUAFEI, nabPTX

Fh3HEY

v’ HER2 lowZXISRICUTz
STLBR

v TPCELEEERUTPFS.,
Rz KU

OS

A Progression-free Survival in Hormone Receptor—Positive Cohort

1.04— No. of Median Progression-free
= r Patients Survival (95% Cl)
5 2 08 R mao
z g T 06 e Trastuzumab Deruxtecan 331 10.1 (9.5-11.5)
@S i Physician’s Choice 163 5.4 (4.4-7.1)
] S
o3 04
E F 03 Hazard ratio for progression or death, ™ e Trastuzumab deruxtecan
a v 0.51 (95% Cl, 0.40-0.64) = Physician’s choice
0.0 P<0.001
i T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

Months
No. at Risk
Trastuzumab deruxtecan 331 324 290 265 262 248 218 198 182 165 142 128 107 89 78 73 64 48 37 31 28 17 14
Physician’schoice 163 146 105 85 84 69 57 483 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1

B Progression-free Survival among All Patients

iy No. of
Patients
% § 0.8+ -
£ g E 0.6 Rt Trastuzumab Deruxtecan 373
3 @E - Physician's Choice 184
B85 04 S
E g 02 Hazard ratio for progression or death, ™ — — — S
a -2 0,50 (95% Cl, 0.40-0.63) ~ae . Physican's choke
0.04P=0.001 —rysidans ciokce
g T T T

Median Progression-free
Survival (95% Cl)
mo
9.9 (9.0-11.3)

5.1 (4.2-6.8)

Trastuzumab deruxtecan

T | L — T T T T T T = T T T T T— 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

Months
No. at Risk
Trastuzumab deruxtecan 373 365 325 295 290 272 238 217 201 183 156 142 118 100 88 81 71 53 42 35 32 21 18
Physician'schow’ce 184 166 119 93 920 73 60 51 45 34 32 29 26 22 15 13 9 5 4 3 1 1 1

A g
£
=
- e mPFS (95% CI), mo 8543 1m 29(14,51)
q % |
% I~| HR (95% C1) 0.46 (024, 089)
=
a -
a
2
w
8 407
=
w
&
o
]
§ =
o
2
a T-DXd (n = 40)
0 v T T T T T T T T T T T T T T T T T T L T L L T T T T T T
0 1 2 3 4 5 & 7T 8 9 10 11 92 13 W 15 16 17 18 10 0 21 N2 21 MU B NN
Mo at Risk Months
TOXG(40)40 39 33 20 28 25 21 0 19 18 13 W M 11 W 8 7 5 5 4 4 4 4 3 1 0
Pryscanschoce(18)18 17 11 7 6 4 3 3 2 2 2 2 2 2 1 1 11 1 %0

107
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HER2 low

« Accuracy » Heterogeneity

« Low score (& « exhibit different HER2
discordanceh K1) expression

E ERBB2 scores in cases classified 350 vs 1, 2+, or 3¢

ERBB2 IHC scores Homogeneous Heterogeneous staining

e @23 stalning I Clustered| Mosaic | Scattered
N (%) 45 (59.2) 26 (34.2) | 5(6.6) [)
HER2 1+ (n,%) 40 (88.9) 26 (100) 4 (80) 0
HER2 2+ (n,%) 5(11.1) 0 1(20) o

Readers, %

b
1A"‘§~* '
Fig.2 HER2 i h h in HER2-low breast cancers. A A HER2-low breast cancer with IHC score of 2+ and

negative FISH (HER2/CEP17 ratio of 1.8 and average HER2 signal copy number per cell of 2.5, showing homogenous staining (x40); B a HER2-
low breast cancer showing heterogeneous staining, clustered pattern (x40); C a HER2-low breast cancer showing heterogeneous staining,

macais nattam fvAN

Cases (n=170)

JAMA Oncol. 2022;8(4):1-4., Mod Pathol 35, 1075-1082 (2022 08
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Human anti HER3 Deruxtecan'™
IgG1 mAb'+

3 N’W\r:\riu’\rnfﬁm"ﬁrnvc’\i

Q
(13 AR RARS LR RS JE S
DARS ¢ ¢ o' . o R

Cleavable Tetrapeptide-Based Linker F

Topoisomerase | Inhibitor Payload
(DXd)

\\\ , l/ Proprietary drug-linker -
. I“’& ;’ o .‘C'MW‘A(EJ/NWQ

' e
W Cysteine residue v

() Drug-Linker

Conjugation chemistry o
The linker is connected to cysteine residue of the antibody
F
]

DA R 7 "8 Payload (l}!tdc;N ’
HER2 i

Sacituzumab govitecan
TROPICS in HR+ HER2- MBC
H Rugo

Tumor cell
Trastuzumab Deruxtecan T-DXd
* Destiny-Breast03 in HER2+

MBC update safety E Hamilton

Destiny-Breast04 in HER2 low
S Modi Plenary session

PAYLOAD: Topo-l inhibitor .
SN38 and DXd exatecan
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OlympiAD: A5J)\UJ vs. TPC

n=302 A Progression-free Survival
- HER2- MBC 100+
gBRCAmM 90+
7“‘/7\5*3‘4’7'?/&94'—?)0)?%51@ Olaparib _ 80
hHpzE \ td 300 mg tablets bid £ 5 Median
MBCICX LA 2L X £ PFS
FT 3 60 20m Ea;a(;glratio, 0.58 (95% Cl, 0.43-0.80)
HR+DIBE, 1LIXBLED g ' '
AT EERN®S. £2EAD 2:1 § 04 4.2 Olaparib (N=205)
IESEDEE AT E randomization -
BRNFEEAL TS -
« MBCICHUTERLTLSIES
(&, S5 PIFBAEZLTL Chemotherapy TPC 7 - — .
2‘_’3}‘—1%_‘? LBl TLBES :g::::::ablm 0cn 1 2 3 4 56 7 8 910111213 1415 1617 18 19 20 21 22 23 24 25 26 27 28 29 30
* PlaRY -1l = = n ince Randomization
(&, BHIESH5120BL L * Vinorelbine . Mo sneeRandomt
BFOoThBBRUTWACE Olaparib 205201177159154129107100 94 73 69 61 40 36 23 21 21 11 1111 4 3 3 2 2 1 1 1 0
Standard therapy 97 $8 63 46 44 29 25 2421 13 1111 8 7 4 4 4 1 1 11 1 1 1 1 0 0 0 0

v A5)WJETPC (FaEERGE) LHRUT, PFSZAERICER
v OSSO TIERE RSNk
+ MST 19.3m vs. 17.1m, HR 0.90, 95%CI 0.66-1.23

N Engl J Med 2017;377(6):523-33
Ann Oncol. 2019;30(4):558-66



EMBRACA: talazoparib vs. TPC

A Progression-free Survival

M BC n=43 ’zz' "‘\h No.of Patients  No. of Events (%)  Median (95% CI)
g % mo
gBRCA1/2 mt mmma Talazoparib o i nE e

Hazard ratio for progression or death, 0.54 (35% C1, 0.41-0.71)

5
£
T
E i P<0.001
— 25 <0,
MBC(L_;(‘:“J_C Eﬂ A ... S RSSO ... R
3 I/ S ~ o8 40
< < )( ER TN
- e 2:1 é 20 """"__H..ﬁ_‘_‘_
& Talazoparib
S 5FEH) o :
A- TR 5k - ey ]
3 ] 9 12 15 18 2 2 27 30 33 3 39 42

= JAY) onths
jj }TTR% q:l 0) No. at Risk (events/cumulative events) "

iEEE \\73:(/\ Talazoparib 287 (0/0) 229 (50/50) 148 (53/103) 91 {34/137) 55 (17/154) 42 (3/163) 29 (9/172) 23 (2/174) 16 (5/175) 12 (4/183) 5 (2/185) 3 (0/185) 1 (0/185) 0O(1/186) 0 (0/186)
Bits q TPC

Standard therapy 144 (0/0) 6B [41/41) 34 (20/61) 22(8/69) G (7/76) B (0/76) 4(3/79) 2(2/81) Z(0/81) 1(1/82) O(1/83) O{0/83) 0(0/83) O(0/83) O(0f83
7 43
(neo)adjuvantf& n
DFI=6m

No. of Patients  No. of Events (%) Median (95% C1)

ma
Talazoparib 287 108 (38) 223 (181-26)
Standard Therapy 144 55 (38) 19.5 (16.3-22.4)

704 ¥ Hazard ratio, 0.76 (95% C1, 0.55-1.06)

Yo P-0.11
\“‘ T,

Overall Survival (%)

v’ TalazoparibldTPCELEERU T,
PFSZERICER -

3 6 9 12 15 18 a 24 7 30 33 36 EL] 42
Manths
No. at Risk [events/cumulative events)
D ﬁ \ Talazoparib 287 (0/0) 278 (5/5) 236 (15/20) 179 [24/44) 132 (16/60) 91 (17/77) 74 (8/85) 52 (§/91)  38(7/98) 30 (4/102) 18 (4/106) 14 (0/106) 8 (0/106) 2 (1/107) O (1/108)
/ W Standard 144 (0j0) 119 (B/8) 92 (7/15) 7R (7/22) S5 (7/29) AL(7/36) 28(6/42) 20 (4/46)  11(349)  B(z/51)  2(4/55)  100/55) OQD/S5)  O(0/55  0(0/55)
BlF% BR7=/d
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50+
40
30+
20
10

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

Hazard ratio, 0.62
(95% Cl, 0.51-0.75)
P<0.001

No. at Risk

Pertuzumab 402
Control 406

A Overall Survival
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5 10 15 20 25 30 35 40
Months
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Overall Survival (%)

No. at Risk

Pertuzumab 402

N Engl J Med 2012;C§tg6:

Pertuzumab, 168 events

40.8
m

Control, 221 events .

1 Hazard ratio, 0.68 (95% Cl, 0.56-0.84)

P<0.001

0

406

109-19/N Engl J Med 2015;375:7%%-
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No. at Risk
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Lapatinib—

capecitabine

T-DM1

Overall Survival (%)

No. at Risk

Lapatinib—

capecitabine

T-DM1

80+
60

40

100+

80+

40

Median No. No. of
of Months  Events
Lapatinib—Capecitabine 6.4 304
T-DM1 9.6 265
Stratified hazard ratio, 0.65
{95% Cl, 0.55-0.77)
P<0.001
] Lapatinib—capecitabine
C T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Months

496 404 310 176 129 73 53 35 25 14 9 8 5 1 0 O

495 419 341 236 183 130101 72 54 44 30 18 9 3 1 0

Median No. No. of
ity 85.296 (95% Cl, 82.0-88.5) of Months Events
L Lapatinib-Capecitabine 25.1 182
T-DM1 30.9 149
64.7% (95% Cl, 59.3-70.2) Stratified hazard ratio, 0.68
| ! (95% Cl, 0.55-0.85)
60 78.4% (95% Cl, 74.6-82.3 T.O0M1 P<0.001
1 " Efficacy stopping boundary,
' - P=0.0037 or hazard ratio, 0.73
51.8% (95% Cl, 45.9-57.7)
H Lapatinib—capecitabine
20 i
4 1
0 —r T T T T 51T
0 2 4 & 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Months
496 471 453 435 403 368 297 240 204 159 133 110 86 63 45 27 17 7 4

495 485 474 457 439 418 349 293 242 197 164 136 111 86 62 38 28 13 5

N Engl J Med 2012;367:1783-91.
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NALA: neratinib

Neratinib: pan-HER TKI Centrally Confirmed PFS
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SOPHIA: Margetuximab
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New anti-HER2 drug

SYD985 Pyrotinib ZW25+
+cape chemo
Drug ADC HER2-TKI ADC ADC Bispecific
antibody
Antibody Trastuzumab Trastuzumab | Trastuzumab
Payload Duocarmycin AS269 Duo-5
(Tubulin inhibitor) (antimicrotubule
agent)
Phase(n) 3(n=437) 3 (267) 1(108) 1(36) 1(24)
vs TPC vs lapa+cape
Efficacy PFS 7.0 mo PFS 12.5mo ORR 66%, ORR 60-70%, | ORR 36%,
vs 4.9mo Vs 6.8 mo DCR 100% DCR 45% mMPFS 7.3mo
HR 0.64, HR 0.39,
p=0.002 p<0.0001
123
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Future perspective

« Response Predictive Subtypes
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