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KEYNOTE-756: Phase 3 Study of Neoadjuvant
Pembrolizumab or Placebo + Chemotherapy
Followed by Adjuvant Pembrolizumab or Placebo
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KEYNOTE-756 Study Design (NCT03725059)

All Grade3

_

Eligibility

* Locally confirmed invasive
ductal breast carcinoma

* T1c-T2 (> 2 cm) cN1-2 or
T3-4 cNO-2

 Centrally confirmed
ER+/HER2- grade 3

» Treatment-naive

Stratification factors

1. Eastern Europe — PD-L1 status (CPS =1 or <1)
2. China — No further stratification
3. All other countries —

1. PD-L1 status (CPS 21 or CPS <1)

2. Nodal status (Positive vs Negative)

3. AC/EC (Q2W vs Q3W)

4. ER+ (1-9% vs 210%)

a

-~

Pembro 200 mg Q3W x 4 cycles +
Paclitaxel® x 12 weeks

l

Pembro 200 mg +
DoxoP/Epirubicin® +
Cyclophosphamided x 4 cycles

HIVIRT SF (R U

Placebo Q3W x 4 cycles +
Paclitaxel® x 12 weeks

l

Placebo +
Doxo®/Epirubicin® +
Cyclophosphamide® x 4 cycles

Neoadjuvant Phase m—— g Adjuvant Phase s==p

Pembro 200 mg Q3W
x 6 months
+

Endocrine Therapy®
up to 10 years
Dual Primary Endpoints
« pCR (ypTO/Tis ypNO)
- EFS

EFSEPrimary

Placebo Q3W
x 6 months
+
Endocrine Therapy®
up to 10 years

Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery

(post-treatment included)

Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as

indicated (post-treatment included)

aPaclitaxel dose was 80 mg/m? QW. "Doxorubicin dose was 60 mg/m? Q3W. °Epirubicin dose was 100 mg/m? Q3W. YCyclophosphamide dose was 600 mg/m? Q3W or Q2W.
°Endocrine therapy was administered according to institution guidelines. fRadiation therapy (concurrent or sequential) was administered according to institution guidelines.



Baseline Characteristics,

ITT Population

Characteristic, n (%)

Age, median (range), yrs
ECOG PS 1
PD-L1° CPS 21
Anthracycline schedule
Q3w
Q2W
Not started
Tumor size
T1/T2
T3/T4
Nodal involvement
Positive
Negative
ER positivity 210%

All Participants?, N = 1278

Pembrolizumab Arm
N =635

49 (24-82)
65 (10.2)
482 (75.9)

415 (65.4)
183 (28.8)
37 (5.8)

402 (63.3)
233 (36.7)

570 (89.8)
65 (10.2)
601 (94.6)

Placebo Arm

N = 643
49 (19-78)
55 (8.6)
489 (76.0)

425 (66.1)
187 (29.1)
31 (4.8)

413 (64.2)
230 (35.8)

582 (90.5)
61 (9.5)
600 (93.3)

CPS >1

aAll participants had centrally confirmed grade 3 disease. PPD-L1 assessed at a central laboratory using the PD-L1 IHC 22C3 pharmDx assay and measured using the combined positive score
(CPS; number of PD-L1-positive tumor cells, lymphocytes, and macrophages divided by total number of tumor cells x 100). Data cutoff date: May 25, 2023.



Pathological Complete Response at |IA1

Primary Endpoint Secondary Endpoints: Other pCR Definitions
100 - 100 -
0{  A8.5% 90 -
80 - 80 A
— 70 - __ 70 4
< 60 o 60
5 ] A 8.5 (4.2-12.8)2 2 60 1
> 10 A 11.0 (6.5-15.7)2
< 507 ’ P=0.00005 < 50 1 A 8.3 (4.2-12.4)2 |
& 40 - 2t & 40 1 | 29.4%
< 30 - 70 a 21.3%
Pembrdlizumab Arm
154/635 100/643 Placebq Arm 135/635 82/643 187/635 117/643
ypTO/Tis ypNO ypTO ypNO ypTO/Tis

agstimated treatment difference based on Miettinen & Nurminen method stratified by the analysis randomization stratification factors. Data cutoff date: May 25, 2023.



Pathological Complete Response (ypTO/Tis ypNO) in Subgroups

. . . o pCR
No. with pCR/No. of Participants (%) Rate Difference
Subgroup Pembrolizumab Arm Placebo Arm (95% ClI)
Overall —=— 154/635 (24.3) 100/643 (15.6) 8.5(4.21012.8)
Age category
<65 years —— 135/546 (24.7) 89/567 (15.7) 9.0 (4.3 t0 13.8)
>65 years S . E— 19/89 (21.3) 11/76 (14.5) 6.9 (-5.2t0 18.6)
ECOG PS
0 —— 142/570 (24.9) 91/588 (15.5) 9.4 (4.81014.1)
1 —— 12/65 (18.5) 9/55 (16.4) 2.1(-12.2 to 15.8)
PD-l 1 status
Positive (CPS >1) —— 143/482 (29.7) 96/489 (19.6) 9.8 (4.4 t0 15.2)
Negative (CPS <1) —— 11/153 (7.2) 4/154 (2.6) 4.5 (-0.4t010.1)
Anthracycline schedule
Every 3 weeks —— 97/415 (23.4)
Every 2 weeks -T—— 54/183 (29.5)
Tumor size
T1/T2 —u— 111/402 (27.6)
T3/T4 —— 43/233 (18.5)
Nodal status
Positive —a— 143/570 (25.1) 92/582 (15.8) 9.3 (4.6 t0 13.9)
Neaative — T 11/65 (16.9) 8/61 (13.1) 3.8 (-9.2t0 16.7)
ER positivity
>10% - 135/601 (22.5) 87/600 (14.5) 8.0(3.6t012.4)
<10% 19/34 (55.9) 13/43 (30.2) 25.6 (3.3 t045.8)
I * T * T * T * T * T * T * T * 1
-30 20 10 0 10 20 30 40 50
Difference in pCR rate (percentage points) .
- > ER<10%(3ITNBC-like
Favors Favors
Placebo Arm Pembrolizumab Arm

For the overall population, analysis is based on Miettinen and Nurminen method stratified by the analysis randomization stratification factors. For other subgroups, analysis is based on
unstratified Miettinen and Nurminen method. Data cutoff date: May 25, 2023.



Treatment-Related AEs in Neoadjuvant Phase

100

90

80

70

60

50

Incidence, %

40

30

20

10

64.0

60.9

Pembro Arm Placebo Arm

All Treatment-Related (N =634) (N = 642)
Any grade 98.4% 98.6%
Grade 3-5 52.5% 46.4%
Serious 18.5% 10.3% Pembro Arm
Led to death 0.2%2 0 Placebo Arm
50.0 Led to discontinuation of 19.1% 10.1%
483 any drug

Grade
12 3-5

21.1
20.0 20.2

18.1 168 175
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Treatment-Related AEs With Incidence 220% in Either Treatment Arm

a1 patient from acute myocardial infarction, considered related to QT. Data cutoff date: May 25, 2023.



Immune-Mediated AEs in Neoadjuvant Phase

100 1~
Pembro Arm Placebo Arm

90 1 All Inmune-Mediated (N = 634) (N = 642) crade

80 A Any grade 32.8% 7.0% 12 35

70 | Grade 3-5 7.1% 1.2% Pembro Arm [l
= 601 Serious 6.2% 1.7% Placebo Arm [l
e 50 4 Led to death 0 0
()]
S 40 - Led to discontinuation 7.7% 1.6%
= N of any drug Grade3Bl_ EDIrAE(LX7%

s (KN522(3%13%)
20 A ’
10 50
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Immune-Mediated AEs With Incidence 25 Participants in Either Treatment Arm

Considered regardless of attribution to treatment or immune relatedness by the investigator. Related terms included in addition to preferred terms listed.

Data cutoff date: May 25, 2023.



Summary

e KEYNOTE-756 is the first fully accrued phase 3 immunotherapy study in high-risk,
early-stage ER+/HER2- breast cancer and met its dual primary endpoint (pCR)

e The addition of pembrolizumab to NAC led to a statistically significant increase
in pCR (ypTO/Tis ypNO) of 8.5 percentage points (P=0.00005) in the ITT population,

regardless of PD-L1 status PD-L1(CEH 53 pCROBEDRENIE
e A consistent benefit was seen with pCR defined as ypTO ypNO and ypTO/Tis

e Safety was consistent with the known profiles of each regimen; no new safety signals
were observed

 The study is powered to test EFS as the dual primary endpoint. At this early timepoint,
EFS results are still immature and continue to be evaluated

EFS(Zdual primary endpoint C{EREFS




San Antonio Breast Cancer Symposium®, December 5-9, 2023

Pathological Complete Response at |IA1 by PD-L1
Expression Level

CPS scoregWL\FE&E Pembrolizumab Arm
100 pCRLEEBHEHKE Placebo Arm

20 A 17.4 (5.1-29.1)2

80-
A 13.2 (4.9-21.4)

704

53.6%
60- A 9.8 (4.4-15.2)2
42.3%
50- A 6.4 (0.4-12.7)>
40- A 4.5(-0.4-10.1) ,j 29.7%
15.7%

30- . 19.6%
20+ 7.2% 9.1%
2

10
0-

PCR Rate, % (95% ClI)

36/229 21/230 143/482 || 96/489 107/253 @ 75/259 67/125 47/129

11/153 4/154
PD-L1 CPS <1 PD-L1 CPS 1-9 PD-L1 CPS 21 PD-L1 CPS 210 PD-L1 CPS 220

aEstimated treatment difference based on Miettinen & Nurminen method stratified by geographic region (China vs Eastern Europe vs all other countries). Data cutoff date: May 25, 2023.
This presentation is the intellectual property of the author/presenter. Contact them at Joyce.OShaughnessy@USONCOLOGY.COM for permission to reprint and/or distribute.
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CheckMate 7FL

CA209-7FL study design

Neoadjuvant phase

Screening (double blind) Surgery Adjuvant phase© Follow-up
Key inclusion criteria PTX cycles 1-4 AC cycles 1-4 Adjuvant cycles 1-7
- - b _
+ Newly diagnosed ER+ HER2- breast Tcycle=3wks | |1 cycle=2or3 wks 1 cycle = 4 wks

cancer
» Confirmed ER+ breast cancer
* T1c-T2, cN1-cN2 or T3-T4, cNO-cN2
» Grade 3 with ER > 1% or grade 2

: _10%a NIVO 360 mg Q3W +
with ER 1-10% PTX QW

NIVO 360 mg Q3W +
AC Q3W

NIVO 480 mg Q4W +
of Surgery investigator’s

NIVO 240 mg Q2W +

» Adequate organ function choice ET¢ Safety

 Tissue available for biomarker c AC Q2w follow-up
L 30 days
assessment = y
» ECOG PS 0-1 N 100 days
£
S Long-term
Stratification factors c follow-up
« PD-L11IC (2 1% or < 1%) & NIVO PBO Q3W + (12 months
= AC Q3W . ost-surger
5 Tumor grade (3 or 2) N NIVO PBO Q3W + . . i':II\)/eZt?Isa?or’s p gery)
* Axillary nodal status (positive or PTX QW urgery ChoicegET :

NIVO PBO Q2W +

negative
g ) AC Q2W

» AC frequency (Q3W or Q2W)

ALY (o
igator’s choice: anthracycline dosing| jJ ) l, / \7 7 ; >73\~ b the investigator. cAfter protocol amendment 3, the study was unblinded in
the ad eive NIVO PBO. dAvailable ET agents i tane.
AC, ant astern Cooperative Oncology Group perfdrriarice cve o estrogen receptor-positive; ET, endocrine therapy; HER2-, human epidermal
growth factor receptor 2- negatlve IC 1mmune cell N, lymph node involvement; NIVO, nivolumab; PBO placebo PD L1 programmed death ligand 1; PTX, paclitaxel; QXW, every X weeks; T, size and extent of primary
tumor; wk, week.
14



CheckMate 7FL

Study endpoints and primary endpoint power calculation

Primary endpoint (pCR) power

Primary endpoint

calculation
PCRin the mITT population® pCRO)J} Efficacy population ITT mITT
Secondary endpoints Sample size 521 510
« pCR2in the PD-L1+ population® Accrual duration, 2§
* RCB class (0/1/2/3) frequency and RCB 0-1 rate months
* RCB class frequency and RCB 0-1 rate in the PD-L1+ population Hypothesized rates:
* Safety and tolerability control vs experimental 12 vs 22

[arm B vs arm A], %

Exploratory endpoint Alpha 2-sided 0.05

« EFS (unavailable for this presentation) Power for pCR, % 87 86

apCR defined as no invasive residual disease in breast and lymph nodes (ypTO/Tis, ypNO') by a local pathologist. The pCR rate is defined as the percentage of participants who achieved pCR in the mITT population of all
randomized participants excluding those enrolled at Russian sites with insufficient follow-up to assess pCR at the time of site closure. Participants who did not undergo surgery were counted as non-pCR and included in the
denominator. PPD-L1-expressing tumor-infiltrating IC as percentage of tumor area using the VENTANA SP142 assay, per central assessment.

EFS, event-free survival; IC, immune cell, (m)ITT, (modified) intent-to-treat; pCR, pathological complete response; PD-L1, programmed death ligand 1; RCB, residual cancer burden; RCB-0: no residual disease; RCB-1:
minimal residual disease; RCB-2: moderate residual disease; RCB-3: extensive residual disease; T, clinical tumor size; ypT0, absence of pathological invasive carcinoma in breast following neoadjuvant chemotherapy; ypTis,
pathological carcinoma in situ following neoadjuvant chemotherapy; ypNO, pathological negative lymph nodes following neoadjuvant chemotherapy. 1. AJCC Cancer Staging Manual; 8th edition, 3rd printing, Amin MB, Edge
SB, Greene FL, et al. (Eds), Springer, Chicago 2018. 15



CheckMate 7FL

Patient baseline characteristics in mITT population (n = 510)

« Of 830 patients screened, 521 were randomized in total and 510 were randomized in the primary efficacy population (mITT)
Arm B: PBO + NACT, n = 253

Arm A: NIVO + NACT, n = 257

Median age, years (range) 50 (24-78) 51 (23-79)
ECOG PS, n (%)
0 221 (86) 222 (88)
1 36 (14) 31 (12)
Tumor grade,? n (%)
Grade 2 6 (2) 1(<1)
Grade 3 251 (98) 252 (> 99)
Stage® (TNM classification'), n (%)
Stage 1| 135 (53) 138 (55)
Stage |ll 118 (46) 105 (42)
Not assigned/reported 4(2) 7(3)
PD-L1,¢ n (%)
< 1% 169 (66) 169 (67)
> 1% 88 (34) 84 (33)
L Axillary nodal status, n (%)
Positive 205 (80) 201 (79)
Negative 52 (20) 52 (21)
AC dose-frequency chemotherapy regimen, n (%)
QW 132 (51) 134 (53)
QW 125 (49) 119 (47)

ssessment.
placebo;
anual; 8th

16

pssing tumor-infiltrating IC as percentage of tumg

une cell; mITT, modified intent-to-treat; NACT| SP 142 IC > 1

umor; N, extent of spread to the lymph nodes;

aLocally assessed. PArm B included 1 patient with stage
AC, anthracycline + cyclophosphamide; ECOG PS, Eastq
PD-L1, programmed death ligand 1; QXW, every X wee
edition, 3rd printing, Amin MB, Edge SB, Greene FL, et

(ZF(E 20 Grade3



pPCR rate in mITT population and by PD-L1 IC

CheckMate 7FL

1%

mITT population (primary endpoint)

60

A10.5%

50

A 10.5 (4.0-16.9)ab

40 1 Odds ratio 2.05 (1.29-3.27)b¢

P = 0.0021¢

0. 24.5%
0. 63/257
Arm A:
NIVO + NACT

13.8%

35/253

Arm B:
PBO + NACT

60

10

NIVO + NACT

PD-L1 IC 2 1%¢® (secondary endpoint)

A 24.1 (10.7-37.5)
0dds ratio 3.11 (1.58-6.11)°f

PD-L1B&Z14%
A24 1%

20.2%

17/84
Arm A: Arm B:

PBO + NACT

aStrata-adjusted diTTerence 1n PLR (arm A-arim B) Dased on Cocnran mantel raenszel metnod or werghting. bStratified by PD-L1 by SP142 (< 1% vs > 1%) and AC dose-frequency chemotherapy regimen (Q2W vs Q3W) per IRT.

cStrata-adjusted odds ratio (arm A over arm B) using Mantel-Haenszel method. 4Two-sided P value from stratified Cochran-Mantel-Haenszel test. ePD-L1 ICs and PD-L1-expressing tumor-infiltrating ICs as percentage of

tumor area using the VENTANA SP142 assay. fStratified by AC dose-frequency chemotherapy regimen.

AC, anthracycline + cyclophosphamide; Cl, confidence interval; IC, immune cell; IRT, interactive response technology; mITT, modified intent-to-treat; NACT, neoadjuvant chemotherapy; NIVO, nivolumab; PBO, placebo;

pCR, pathological complete response; PD-L1, programmed death ligand 1; QXW, every X weeks.

17



CheckMate 7FL

Summary

« The primary endpoint of CheckMate 7FL was met; in patients with high-risk, ER+/HER2- primary breast
cancer, the addition of NIVO to NACT resulted in a statistically significant increase in pCR of 10.5% (24.5% in

arm A vs 13.8% in arm B) PCRODBWEMNRENIE

» RCB 0-1 rate (secondary endpoint) was also improved by 9.2% with the addition of NIVO (30.7% in arm A vs
21.3% in arm B)

e NIVO benefit was greater in patients with PD-L1 IC > 1%
PD-L1EZETARI v RRXEL

— ApCR of 24.1% (44.3% in arm A vs 20.2% in arm B)
— ARCB 0-1 of 28.5% (54.5% in arm A vs 26.2% in arm B)

» No meaningful difference in the feasibility of surgery was observed between the two arms

« Safety of the NIVO + NACT combination was consistent with the known safety profiles of the treatment
components, with no new safety signhals reported

« Additional biomarker data will be presented at a future congress

EFSICDWTRSERBL - - -

ER+, estrogen receptor-positive; ET, endocrine therapy; HER2-, human epidermal growth factor receptor 2-negative; IC, immune cell; mITT, modified intent-to-treat; NACT, neoadjuvant chemotherapy; NIVO, nivolumab;
pCR, pathological complete response; PD-L1, programmed death ligand 1; RCB, residual cancer burden; TRAE, treatment-related adverse event. 18



CheckMate 7FL

pCR by PD-L1 status determined by SP142 (IC%) and 28-8 CPS San Antonio Breast

Cancer Symposium®,

(CUtOffS 1-20) December 5-9, 2023

HArm A (NIVO + NACT) ®Arm B (PBO + NACT)

A52.3

n/no 63/257 35/253,2 12/86 7/85 38/94 20/84 15/114 11/107 35/66 16/62 15/34 9/33 20/127 14/121 30/53 13/48 27/145 18/142 23/35 9/27 35/161 23/154 15/19 4/15

100 - ! ! (18.6-72.4)
| | A32.4 —
: | (7.3-52.3)
1 1 A 29.5
1 1
80 - | | A27.2 (10.2-45.8)
: I (10.3-42.0) . 5168 -
— ! | 2N (-5.9 t0 37.3)
O : A24.1 A16.6
2 60 - | (10.1-36.7), (2.8-29.4)
> l :
32 I I
C 40 - : : A5.9 (-1.8t015.3)
e | i A4.2 (-2.5t014.4) E—
3 | (- (-4.5 to 12.8)
I I
20 A | :
1 1
1 1
1 1
1 1
1 1
1 1
0 - | 1
Overall | | 25 and <5
: : < 20
| |
1 1
| |
1 1

28-8 CPS

CPS scoreGUL\FE
pC Rijitfi‘bib“jcé Ly

12



pCR and RCB 0-1 by tumor ER expression

CheckMate 7FL

San Antonio Breast
Cancer Symposium®,
December 5-9, 2023

100 1 B Arm A (NIVO + NACT)
A27.0
(7.0 to 53.1)|
80 — A29.3
(8.2-47.2)
(]
R
B 60 -
S
R
9
E 40 A10.7
o (3.9-17.4)
(®)
o
20 4
O .
Overall ER = 10%] ER < 50%
n/no  63/257 53/253) 10/18 4/14 52/233

BArm B (PBO + NACT)

A21.8

48372
04144 3149)

B iﬁ -

ER > 50% ER < 80% ER > 80%

A7.4 A7.6

0/39 9/41 42/212 26/210 23/56 11/57 39/195 24/194

« ER>50%, ER > 80% and PR > 10
e  NIVO benefit on pCR and RCB 0

mors?

ER<50%
PCRDEAZEL

RCB 0-1

RCB 0-1 rate % (95% Cl)

100 A

[el]
o
1

o)
o
1

N
o
1

N
o
1

0_

n/no

A9.4
(1.8-16.9)

Overall
79/257 54/253: 9/18

ors with low ER (< 50%)

HArm A (NIVO + NACT) B Arm B (PBO + NACT)

A14.3

(-18.8 to 42.8) A22.1

A14.8

(0.541.1)
(-2.9 to 31.4)
(1.1-16.7) 0.7 t0 15.3) (-0.3 to 16.4)

1 iﬁ b

! ER = 10% ER < 50% ER > 50% ER < 80% ER > 80%

A 8.9

A7.4 A8.1

5/14 69/233 49/237 21/39 13/41 57/212 41/210 25/56 17/57 53/195 37/194

Grade 3 tumors?

aTumor grade as per the eCRF. eCRF, electronic case report form; ER, estrogen receptor; NACT, neoadjuvant chemotherapy; NIVO, nivolumab; no, subpopulation total; PBO, placebo;
pCR, pathological complete response; RCB, residual cancer burden.
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Ribociclib and endocrine therapy as adjuvant
treatment in patients with HR+/HER2- early
breast cancer: primary results from the Phase lli
NATALEE trial

Dennis Slamon,' Daniil Stroyakovskiy,?2 Denise A. Yardley,® Chiun-Sheng Huang,* Peter A. Fasching,® John Crown,®
Aditya Bardia,” Stephen Chia,? Seock-Ah Im,® Miguel Martin,'® Sherene Loi,'"" Binghe Xu,'? Sara Hurvitz,'® Carlos Barrios,'*
Michael Untch,'> Rebecca Moroose,'® Frances Visco,'” Rodrigo Fresco,'® Tetiana Taran,'® Gabriel N. Hortobagyi?®
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Melbourne, VIC, Australia; "?Department of Medical Oncology Cancer Hospital, Chinese Academy of Medical Sciences (CAMS), and Peking Union Medical College (PUMC), Beijing,
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Brazil; "®Interdisciplinary Breast Cancer Center, Helios Klinikum Berlin-Buch, Berlin, Germany; '®Orlando Health Cancer Institute, Orlando, FL; '7National Breast Cancer Coalition,
Washington DC; *¥TRIO - Translational Research in Oncology, Montevideo, Uruguay; “Novartis Pharma AG, Basel, Switzerland; 2°Department of Breast Medical Oncology, The
University of Texas MD Anderson Cancer Center, Houston, TX
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NATALEE study design'-2

Adult patients with HR+/HER2- EBC
Prior ET allowed up to 12 mo

Anatomical stage IIA?2
* NO with:
* Grade 2 and evidence of high risk:
+ Ki-67 = 20%
* Oncotype DX Breast Recurrence Score = 26 or
+ High risk via genomic risk profiling
* Grade 3
* N1
Anatomical stage IIB2
* NOor N1
Anatomical stage Ill
* NO, N1, N2, or N3
N =5101b

Randomization stratification
Anatomical stage: Il vs llI

Menopausal status: men and premenopausal women vs postmenopausal women

Receipt of prior (neo)adjuvant chemotherapy: yes vs no

Geographic location: North America/Western Europe/Oceania vs rest of world

* Enroliment of patients with stage Il disease was capped at 40%. * 5101 patients were randomized from 10 Jan 2019 to 20 Apni 2021

R1:1°

Ribociclib
400 mg/day
3 weeks on/1 week off
for 3y

NSAI

Letrozole or
anastrozoled for 25y
+ goserelin in men
and premenopausal
women

NSAI

Letrozole or
anastrozoled for2 5y

+ goserelin in men
and premenopausal
women

¢ Open-iabel design *Per investigator choke

Primary End Point
— IDFS using STEEP criteria

Secondary End Points
— Recurrence-free survival
— Distant disease—free survival
- 0OS
— PROs
— Safety and tolerability
- PK

Exploratory End Points
— Locoregional recurrence—free
survival
— Gene expression and alterations in
tumor ctDNA/ctRNA samples

CT. chemotherapy. CtDNA/RNA, circulating tumor DNAVRNA. EBC, early breast cancer, HER2, human epidermal growth factor receptor 2. HR, hormone receptor; IDFS, invasive disease-free survival; N, node; NSAJ, nonsterokial aromatase inhibitor; OS, overall survival, PAMS0
prediction analysis of microarray 50, PK, pharmacokinetics, PRO, patient reported outcome;, R, randomized, STEEP, Standardized Definttions for Efficacy End Points in Adjuvant Breast Cancer Trials
1. CinicaiTrials gov. htps //cinicaltrials gov/ct2/showNCT03701334. Accessed April 6 2023 2. Stamon DJ. etal J Ciin Oncol 2019.37(15 suppl) [abstract TPS597]

2023 ASCO #ASCO23 presenten By: Dennis Slamon MD, PhD

ANNUAL MEETING

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. ~ AFPRAGBDEAIBERZSHET

Presentation is property of the author and ASCO. Permission required for reuse; contact permmsscas@asco org

" AMERICAN SOCIETY OF
CUNICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



Ribociclib achieved highly significant iDFS benefit

100 1 « Median follow-up for iDFS was 27.7 months
90
2
3 807 + Based on the P value of 0.0014, the IDMC
?; 70 concluded that the results met the criteria to
- - demonstrate statistically significant and
= clinically superior efficacy
& 501
Pt
2 40 . :
g . RIB + NSAI NSAI Alone * Absolute |DFSo benefit with RIB + NSAIl at 3
H niIN (%) 189/2549(7.4)  237/2552(9.3) years was 3.3%
£ 207 3-Year iDFS rate, % 90.4 871
| HR (95% Cl) 0.748 (0.618-0.906) : . ; ;
10 o
Bvaltes 0014 Risk of invasive disease was reduced by
041 : , : : ] : ; : 25.2% with RIB + NSAI vs NSAIl alone
0 6 12 18 24 30 36 42 48
No. at risk Wonths § : g :
RIB+NSAl 2549 2350 2274 2193 1718 1111 31 12 0 *Ongoing patients will remain on treatment and
NSAl alone 2552 2240 2166 2071 1631 1067 286 13 0 fo"ow_up will continue as prespecified
LO(;S _Evd:gv:cl?eme—rreesumval IDMC, Independent Data Monitoring Committee, HR. hazard ratio, NSAI, nonsteroidal aromatase inhibitor, RIB, ribocichb
} presenten 8y: Dennis Slamon MD, PhD ) AMCAN SOCHTY Of
2 ASCO ASCO
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NATALEE iDFS by anatomic stage

Consistent iDFS benefit with ribociclib + NSAI in patients with stage Il or |l disease

Stage I Stage lll
1007 1007
2 o 2
g 80 § 80
Z S
=) =}
(/)] (7]
Q 60 o 60
Q Q
r e
& 5 RIB + NSAI
g | RIB+NSAI | NSAlalone | g " i ke
+
8 - — 65/14 3 nIN 140/1528  172/1512
2,4 2,0 3-YeariDFs 87 84
g 3-Year iDFS rate, % 94 91 g rate, %
£ HR (95% CI) 0.761 (0.525-1.103) £ HR (95% Cl) 0.740 (0.592-0.925)
0- T T T T T T T T T 0~ T T T T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
No. at risk Months No. at risk Months
RIB + NSAI 1011 930 903 884 854 616 168 10 0 RIB + NSAl 1528 1410 1362 1300 855 491 143 2 0
NSAI alone 1034 949 924 893 864 615 160 9 0 NSAIl alone 1512 1287 1238 1174 763 449 126 4 0

iDFS, invasive disease-free survival; NSAI, nonsteroidal aromatase inhibitor; RIB, ribociclib.

2023 Aditya Bardia, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



NATALEE iDFS by nodal status
Ribociclib + NSAI prolonged IDFS regardless of nodal status

NO N1-N3
100 e 100
[
80 80
60 60

40— 40
RIB + NSAI NSAI alone RIB + NSAI NSAI alone

Invasive Disease-Free Survival, %
Invasive Disease-Free Survival, %

n/N 16/285 28/328 n/N 173/2261 208/2219
20 20
3-Year iDFS rate, % 94 89 3-Year iDFS rate, % 90 87
0 HR (95% CI) 0.630 (0.341-1.165) HR (95% CI) 0.771 (0.630-0.944)
B T T T T T T T T 0- T T T T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
. Months
No. at risk Months No. at risk
ng +a Nr:AI 285 262 258 250 239 186 59 3 0 RIB + NSAI 2261 2085 2013 1940 1478 925 252 o
NSAI alone 328 300 203 286 263 191 63 3 0 NSAI alone 2219 1937 1871 1783 1366 874 223 10

iDFS, invasive disease-free survival; NSAI, nonsteroidal aromatase inhibitor; RIB, ribociclib.

ERIESMD ™™
2023 Aditya Bardia, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Conclusions

« NATALEE met its primary end point at the second interim efficacy analysis,
demonstrating a statistically significant and clinically meaningful improvement in
IDFS with ribociclib + NSAI over NSAI alone

« IDFS benefit was consistent across prespecified key patient subgroups

« Results for secondary end points consistently favored ribociclib + NSAI over
NSAI alone

« The 3-year regimen of ribociclib at a 400-mg starting dose in the adjuvant setting
was well tolerated

NATALEE results support ribociclib + NSAI as a new treatment of choice in a broad

population of patients with stage Il or [l HR+/HER2- EBC at risk of recurrence,
including patients with node-negative disease

Ribociclib 400mg 35 fE(dBEFEE U A Ustage II-1IIICX I D
ZHEMNERRETRD

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. ~ AFPRAGBDEAIBERZSHET
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Assessment of Molecular Relapse Detection in Early-Stage Breast Cancer

[E] Follow-up

Isaac Garcia-Murillas, Nicholas Turner et al. -

Lead time 10.7 months

Follow-up
100+ S — W OO
® 80 = L 7= 6ESH!
2 N
>
5 60+ _— _
= v BMEEFE D 30
w ) - —_ s
g s v BPTHEIE R D24
DNA positi - — s
ﬁ 20 it S 51 v QH%GD%M@J
HR, 16.7 (95% Cl, 3.5-80.5) =
0 P<.001 : = =
0 12 24 36 48 60 72 nEeVe— —Unmet needs
Time From Study Entry, mo
No. at risk
ctDNA negative 85 84 68 36 16 7 1 31
ctDNA positive 16 15 12 6 1 1 0 ———
Clinical relapse
Si ——— [ ctDNA detected
= [l ctONA not detected
— Censored (nonclinical relapse)
1] CtDNA detected
— [ ctDNA not detected

[

24 36 48 60 72
Time From Study Entry, mo

[=F
-
N

JAMA Oncol. 2019;5(10):1473-1478. doi:10.1001/jamaoncol.2019.1838



Guardant U —X

Early Detection®®

Residual Disease' 78

Advanced Stage®'°

- GUARDANTREVEZ

Residual Disease and
ﬁ ﬁ Recurrence Monitoring
Do | have Does any cancer remain?

| _u v $ERE
What is the risk of the cancer retumning? B i

therapy for me?

- vV IEZIXRT 4 v IREZE
Sshield

REITDCETREZM L

*Shield launched late spring 2022

A

Methylation *
Plasma ==

isolation from /g

whole blood [~ \Y Target capture

collected in digital sequencing

StreckBCT (500 kb panel)

Genomic
S alterations *
Methylated

cfDNA

https://guardanthealthjapan.com/
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Analysis of ctDNA for the detection of minimal residual
disease (MRD) using a tissue-free, multiomic assay
in patients with early-stage breast cancer

Wolfgang Janni, MD, PhD
Ulm University Hospital, Uim, Germany

This presentation is the intellectual property of the author/presenter. Contact them at wolfgang.janni@uniklinik-ulm.de for permission to reprint and/or distribute




Objectives and Methods

= The presence of ctDNA was retrospectively evaluated in 311 patients with stage I-lll breast
cancer who were enrolled in the adjuvant SUCCESS-A study (NCT02181101).

= cfDNA was analyzed at a single time point approximately 2 years post-adjuvant chemotherapy
(median 29 months post-surgery) using the tissue-free Guardant Reveal assay.

= The objectives were to evaluate the sensitivity and specificity for recurrence prediction and to
determine the prognostic significance of ctDNA in the post-adjuvant treatment setting.

R . R A “ctDNA detected result” is
Methylated = = § . e w processing defined by the de novo
_E SN Ay = o identification of tumor-specific
! l Mothylated Moot SN\ = T T contribution to methylation
TN T Alerations  Nose e |_detected | profile exceeding predefined
E i 2= thresholds.

This presentation is the intellectual property of the author/presenter. Contact them at wolfgang.janni@uniklinik-ulm.de for permission to reprint and/or distribute




Results

= ctDNA was detected prior to distant recurrence in 13/38 (34%) patients overall, and in 9/15
(60%) of patients who had a sample collection within one year prior to distant recurrence. The
specificity was 97.7% (254/260).

= ctDNA was detected up to 28.6 months prior to clinical diagnosis of distant recurrence.

= Detection of ctDNA was associated with a nearly 14-fold increased risk for distant recurrence
and over 17-fold increased risk for death.

Distant Recurrence-free Survival Overall Survival
g 3 i
%_" 100 ] —— ctDNA Not Detected < 100 ~ —— ctDNA Not Detected
Z 80 (N=285) 3 80l (N=292)
>
; 1 —— CtDNA Detected 5 : —— ctDNA Detected
- w A -
s % (N=19) 2 o0 (N=19)
£ 40- 2 40-
8 5
S 20- 8 204
g J HR 13.7 (95% C1 2. 5-75) o JHR 17.4 (95% CI 1.3-227)
o p < 0.0001 a p < 0.0001
o+ 0 A
0 12 24 36 48 60 72 0 12 24 36 48 60 72
No. at risk Months from sample collection No. at risk Months from sample collection
ctDNA not detected 285 289 271 159 35 1 CtDNA not detected 292 292 291 188 46 1
CtDNA detected 19 1 9 5 1 1 ctDNA detected 19 18 15 10 3 1

This presentation is the intellectual property of the author/presenter. Contact them at wolfgang.janni@uniklinik-ulm.de for permission to reprint and/or distribute



Circulating Tumor DNA and Late Recurrence in High-Risk Hormone Receptor-Positive,
Human Epidermal Growth Factor Receptor 2-Negative Breast Cancer

A

@ RaDaR
= ouz
Gazm i ey £
Sufficient DNA :
( .\ tissue extraction and p%:iztrluz::zzfd
—>(10-20 slides)=>  successful RaDaH assay
f w't:;;?% == patient-specific
Initial breast surgery primer panel
&2 5 years
Plasma ctDNA |=
cell-free detected 2V
DNA L b
Buffy AN ctDNA &£
Plasma coat Cpl-ll'ﬁ? 2:: Kom, not =%
erin =
obtained DNA and ciDN Ag detected
il S detection
6-12
months at
routine
visits

J Clin Oncol. 2022 Jun 4;JC02200908.
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G B G ASCO 2023 Annual Meeting, 2-6 June 2023 ASCO

GERMAN ] Background ANNUAL MEETING

GROUP

=1250 Stratification factors rDEN ELO PEP

= HR+/HER2- breast cancer * Nodal status:ypN 0-1 vs ypN2-3
= no pCR after NACT Age: <50 vs >50 yrs
= CPS-EG score 23 or 22 with ypN+ Ki-67:>15% vs < 15%

Region: Asian vs non Asian -
CPS-EG Score: 23 vs 2 and ypN+ Palbociclib

125 mg once daily p.o.
Neoadjuvant - Surgery +/- - R
Chemotherapy Radiotherapy 1:1

d1-21, q28d for 13 cycles
All patients received concomitantly endocrine therapy according to local standards.

Primary Endpoint: iDFS

Placebo
d1-21, q28d for 13 cycles

Baseline Cycle 7 EoT
Samples for ctDNA analysis: | | |

PenelopeB ET + Palbociclib/Placebo

Ashoiiaek Al iy Oncol 201 This presentation is the intellectual property of GBG.

Contact them at Publications@gbg.de for permission to reprint and/or distribute.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Results — baseline ctDNA detection ANNUAL MEETING

GROUP

Invasive disease free survival Distant disease free survival
100% - - 100% - =
80% — 80% - B
2 60% — Median time to iDFS: &3 60% Median time to DDFS:
= — Lt HR=8.8(33-234) | 8 o _ L indher HR=12.0 (4.2-34.1)
p<0.0001 p<0.0001
20% - 20% -
time (months) time (months)
0% l l l T l 0% T I T l l
0 12 24 36 48 60 0 12 24 36 48 60
detected ¥ 4% 3 9 b B detected ¥ 4 3 4 8 ¢

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Signatera™ residual disease test (MRD)

The personalized and tumor-informed approach

Analyze sequencing of tumor Select individual-specific, clonal,
tissue and matched normal blood e somatic variants and design
at initial timepoint custom primers for each patient

» % 200 | Lead time | Fadiographic
H o e
y = 3 i
‘ Em Em Em Em ‘ ¢ xl ;é - § @CIDNA (+)
y ) =
AR [ :
! ! & 8 1
1 2 3 4 & S ]
Timepoints ] 2
J = ND
~
Days after surgery
Obtain whole blood samples at Cell-free DNA extraction Analyze ultra-deep NGS data
e longitudinal timepoints (eg, every Q and patient-specific multiplex in plasma to detect presence
3 months) PCR followed by NGS of ctDNA

natera
9 ©2020 Natera, Inc. All Rights Reserved. Not for Reproduction or Further Distribution .




Personalized Detection of Circulating Tumor DNA Antedates Breast Cancer Metastatic Recurrence: EBLIS
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Clin Cancer Res 2019;25:4255-63
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CDK 4/6 Inhibitor, Ribociclib, With Adjuvant Endocrine Therapy for
ER-positive Breast Cancer (LEADER)
8 natera

Randomized Phase 2

ER+(>10%) HER2- IDC Ribociclib 1y + Endocrine therapy
Stage Il (continuous or intermittent)
Receiving adjuvant endocrine
therapy

ctDNA-positive (pre-screening)
Adjuvant chemotherapy
allowed

Endocrine therapy

Primary endpoint: ctDNA clearance

NCT03285412
NENKREREEC
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DNA-Guided Second Line Adjuvant Therapy For High Residual Risk,
Stage lI-1ll, Hormone Receptor Positive, HER2 Negative Breast Cancer

(DARE) & natera

Palbociclib + Fulvestrant

« ER+ HER2-IDC
« Stage Il
« Adjuvant Al or TAM

Estimated enrollment: 100 ctDNA positive Standard adjuvant therapy
No clinical recurrence

Screening phase Therapeutic phase
Primary endpoint: ctDNA positivity Primary endpoint: Relapse-free survival

NCT04567420
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Hypothesis / Objectives / Methods

San Antonio Breast Cancer Symposium®December 5-9, 2023 | San Antonio, TX | @SABCSSanAntonio

Background: Trial SChema

- The prevalence of stage I-Il breast . .

cancers increased in the past 20 years, Eligible patients: ctDNA Negative: Continue

and despite excellent overall prognosis, ER+ high residual risk for | molecular / screening q6 months

stage |-l cancers account for over 60% Fecurrence on adjuvant screenng

o endocrine therapy q6 months

of annual breast cancer specific death PR —

(Kahn AM et al J Clin Oncol 41 bl e o

(16_suppl) e18855-e18855, 2023). Assess ctDNA l imaging

- ctDNA monitoring during adjuvant prevalence No evidence of M1 disease positivity

endocrine therapy provides an l' when

opportunity to detect molecular relapse turning

before clinically apparent recurrence on R1:1 ctDNA+

imaging. { \

Hypothesis: Change of therapy at Will changing adjuvant therapy Arm A Arm B

the time of molecular relapse might at the time of molecular F“"l'b":::'ia:::: Continue current

) . - pa c adjuvant therapy +
delay or prevent metastatic relapse lmpfOV? me?tasta5|s free X 2 years placebo x 2 years
recurrence. survival: Assuming 80% event rate in the control arm by 2
years, and HR =0.5 with fulvestrant + palbociclib

*adjuvant ET > 6 months t <7 years, risk of recurrence > 15% calculated by PREDICT, RSPC, or CTS5, or >4 N_=100 pat_ients randomized will provide 80% power
+LN, or T>5 cm, or 1-3 +LN/gr3, or > 3 cm tumor, RS > 26, MP high, EndoPredict > 4, Prosigna score > 60 with two-sided alpha of 0.05
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Results

Planned interim analysis: After the first 200 Signatera screening tests, ctDNA positivity rate assessed to determine if
- screening eligibility criteria needs to be adjusted to keep randomization rate at >15%.

Updated results: 15 active sites, 542 patients accrued between Feb 2021- Oct 2022, 474 tests, and 417 ctDNA results

1120 assay results a————p 37 ctDNA+(3.3% of assays, 8.9% of patients with resultS) ———— 22 randomized

\ \
: . >4+LN (47% Not-randomized:
T e felapea rate: 730, lomassss 2T
; () , . ,
insufficient cancer tissue (57/95) Gr3 (47%) 2 withdraw, 1 died, 2 pending

CtDNA dynamics in non- randomized ctDNA detection time relative to time of
ctDNA detection during follow up (n=37) (N=15) and randomized patients (N=22) surgery
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JCOG1204A1

JCOG1204
A randomized controlled trial comparing post-operative
intensive follow-up with standard follow-up in High-Risk
Breast Cancer Patients
(JCOG1204 INSPIRE Trial)

RiaFilh'RiER] HE

. > 3o ) f=

BRERUAVRREAERS

Randomization

MWHMEET : M. ERFEHL. HER2FE. WAl

A8 (N=515)

: B& (N=51
BN I AO—-FV IR

1257220

Signatera”
S al«?mn use only
4 5 6
! '3 J 78 . o
Optimizing oncology clinical ! i 4 » 1
trials with a custom-designed = L “"
ctDNA assay for MRD and | !

molecular monitoring

umor blopsy E Icdert ,pv Nl-poc ‘-—_

sstom 16-plox

Seoetns
-] x i ‘

ne . Analyze
plax PCR of o
dot

of ctDNA

=L0]

JCOG1204 IBHRE'JRAVFAEMEEEODHRENI AO—T VT A 2T 22T I A0—7 v T OLCBEEIIHER
) @Eii*%‘@Dsiﬁmﬁﬁﬂn@ﬁ#@iﬂ&’&?/\f,ﬁr 3‘*3(;3’39\? MFEPDADNAZMEL., BROE

1) JCOG1204DIcERENIEEE tH3.

2) AMBAFRADENICDVNTEALDIRICLZEBEHESNTNS.,
3) BRREOEY. FHEEEEEEUVTAFELATH3 (FHaosEsoR—n8a(38) .
AR (DFS : Disease-free survival) | [CIRETSD

ROPEHNOIRETH S

ASCO2024(CTHRTE !

e H eran H smiER
AU SREHR AT T
[ | [man | [ momm | | e | | B626

SOMA(-)
g 100
g
1+ 3 v
1l 5
U o

JCOGT—atv 53—

DMERPY Nateratt
JCOG1204 DERFR K I8 Z 1R 3% - AR
TF=2oY==2Y




Biomarkers for Adjuvant Endocrine and April 2022

Chemotherapy in Early-Stage Breast Cancer:
~ASCO Guideline Update

Fabrice Andre, MD; Nofisat Ismaila, MD, MSc?; Kimberly H. Allison, PhD?; William E. Barlow, PhD*; Deborah E. Collyar, BSc*;
Senthil Damodaran, MD, PhD®; N. Lynn Henry, MD, PhD’; Komal Jhaveri, MD®?; Kevin Kalinsky, MD, MS!°; Nicole M. Kuderer, MD'%;
Anya Litvak, MD'?; Erica L. Mayer, MD, MPH'3; Lajos Pusztai, MD'*; Rachel Raab, MD'*; Antonio C. Wolff, MD'¢; and

Vered Stearns, MD'®

l.‘)J(I,\‘ O DSV

S9[Oo1)IR |E

Circulating tumor DNA.

Recommendation 1.31.

If a patient has node-negative or node-positive ER-positive, HER2-positive,
or TNBC, the clinician should not use ctDNA test to guide decisions for
adjuvant endocrine and chemotherapy.

(Type: evidence-based; Evidence quality: intermediate; Strength of
recommendation: strong).

J Clin Oncol 40:1816-1837. 2022



Whole-genome sequencing ctDNA

Myriad Genetics and MSK to
assess MRD testing in breast
cancer patients

September 19, 2023

https://www.medicaldevice-network.com/news/myriad-genetics-msk-mrd-testing/?cf-view&cf-closed



(25 ) LAfEITER1T51HE2022]

(M4 £9A308FRE)

7/ LABENSOIHECK > TEIEIERDE

BRAEOBERERBIICHIC, BIBNET—SDEREED, ZNESEMEHS - AR ERET BT
ET BRAE (DA - BBEEORIR EBIETCEN 27 ARMEDHECE > TBIEITERDETHD.
FE. RITEROBELH\DSIPGAD, FLRBRILERDORRIC DOV TEEICHET D,

- 0 Lo DA HESORH
BENDET

OBERRMF(C K BHAEREZDIRM PI, ELSIQ}Eﬁ

ORRERBAZE. JAREADSIIE DR

o= DT/ ATI%’! (CED < FRHE. ggmggqrcu- HEIE
SRR - ZUE. BRESFORM

E%éht?—@%ﬁmr
/‘ HiFE - AU

\, [ BB ] &

TREEBE R DL

‘ oS ) L5T—4
F R ONIFAZVIORT—H
F—IRER ) W ORFKINIRS

ES VPN e

% B - HEEE (Patient and Public Involvement, PPI) | &IPH) - j&f) - = VARE (Ethical, Leéal and Social Issues, ELSI)
¥ ARGEICHITD HA) &@, FEEMH V. LD A INEH AL BEIEHNAFTOLY ) LAFRNFCED EOHRNEBATNDIH R
T(EEAT - BIESGHF BRI AFEAT.




HA2S ) Ltz BULWIEAETR{EFEEEDORE(L
-pCRFHIB KTV non-pCRDFh#M TargetiFzxk- WI0G16822B

v NIRRT TADBA (TNBC)

TNBC
Stage II/III
PS 0-2

N =100
SixHAR2F

=ix

vV ILEF—IADA  TJR—b

HR+/HER2-
Stage II/III
PS 0-2

N = 140
SixHAR 2

=ix

dk—b

| M1 (dd) EC/AC Taxane
- CBDCA/PTX EC/AC

P a2

t Pembrolizumab
e
" BEER | WGS II &S IR AN

Non-

Responder
ms . (dd) EC/AC Taxane (non-pCR)

t Responder |

| EEE® | WGS pCR

---------------------------------------------------

Capecitabine
Pembrolizumab

Olaparib

--------------------------------------------------

--------------------------------------------------------

+ RIVERE

FARISIUTD (2%F)
+ RIVEBUE

ASNUT (1F)
+ RILVEBE

RIVEBE

-------------------------------------------------------------------------------------------------------------------------------------------------------------------------



Background

® |ocoregional recurrence (LRR; ipsilateral breast reconstruction [IBTR], chest wall/skin recurrence,
regional LN recurrence) has poor prognosis

CALOR study did not show benefit of

ac chemotherapy after LRR of HR+HER2- BC
0.8 -
0.6 -
POLAR frial is evaluating the addition of
0.4 - Total: 259 patients, 126 distant events / Palbocliclib after LRR of HR+HER2- BC
e DDFS at 5 years = 0.514
Abemaciclib is the most promising
0 1 2 3 4 5 treatment after LRR of locoregional

Time (years after IBTR) therapy based on monarchE results
J Clin Oncol 24:2028-2037.2006.

® More effective adjuvant therapy after LRR of HR+HER2- BC needs to be established
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JCOG2313 ctDNA

Abemaciclib 2 year

Stanidard ET 5 year

Stanfdard ET 5 year *
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