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Clinical subtypes of breast cancer

ER+ HER2+ TNBC

~75% J ’ ~15-20% | [ ~10% ]
Hormane therapy | ar ( ]
) o (B

ER= Estrogen receptor , HERZ=Human epidermal growth factor receptor,
TNBC= Triple negative (ER,PR,HER2 -ve) Breast cancer
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s tharsve NCCN Guidelines Version 5.2021 M
R Concer. Invasive Breast Cancer Discussion

SYSTEMIC THERAPY FOR ER- AND/OR PR-POSITIVE
RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE®

Friday, August 20, 2021

HER2-Negative and Postmenopausal HER2-Positive and Postmenopausal®""
or Premenopausal Receiving Ovarian Ablation or Suppression or Premenopausal Receiving Ovarian

Preferred Regimens Preferred Re Ablation or

rst-Line Therapy Second- and qu e Therapy « Aromatase inhibitor  rastuzumab
. + CDK4/6 inhibitor  Fulvestrant + CDK4/6 inhibitor palbociciib, | |- + lapatinib

palbocicib, o ribociciib) (category 1 o ribociclib) if CKD4/6 inhibitor not previously used « Aromatase inhibitor + lapafinib + trastuzumab
- Selective ER down-regulator (fulvestrant, category 1)° |~ (category 1)° « Fulvestrant # trastuzumab

 non-steroidal aromatase inhibitor (anastrozole, + For PIK3CA-mutated tumors, see additional targeted s Tamcaifon: haabuzumab

letrozole) (category therapy options (see BINV-R)9
« Fulvestrant + CDK4/6 inhibitor (abemaciciib, « Everolimus + endocrine therapy (exemestane,

palbociclib, or ribociciib) (category 1) fulvestrant, tamoxifen)>"
+ Non-steroidal aromatase inhibitor (anastrozole, + Non-steroidal aromatase inhibitor (anastrozole, letrozole)

letrozole) - Steroidal aromatase inactivator (exemestane
 Selective estrogen receptors modulator (tamoxifen or | - Selective ER down-regulator (fulvestrant)

toremifene) * Selective estrogen receptors modulator (tamoxifen or
 Steroidal aromatase inactivator toremifene)

0

CDK 4/6 Inhibitors in endocrine-
sensitive and resistance metastatic
breast cancer

PFS in 15t and 2"¢ line ER+ MBC with CDK 4/6i

PALOMA-2 MONALEESA-2 MONARCH3  MONALEESA-T PARSIFAL

Phase ll placebo

19 LINE TREATME! 220 LINE TREATMENT

Design Phase il Phase iil Phase il control Phase il Phase il Phase il placebo Phase il placebiol
o i openlabel  pl control control
patients enly)
Letrozole (ar T ——
Endocrine partner  Letrozole Letrozole Letrozole  Tamosxifen) + LHRH i Fulvestrant Fulvestrant Fulvestrant
Sonlat Fulvestrant
Palbociclib
COK4 Inhibitor  Palbociclib  Ribociclib  Abemaciclib Ribociclib (contral sy Palbociclib  Abemaciciib Ribosiclib
Patients on study, n 666 668 493 &72 486 s21 669 728
PFS (COKA/G inhi
HR 058 056 0.55 143 045 0.55 0.59
Median PFS, 248va 145 25.3vs 16 28vs 147 238vs13 27.9vs 328 9.5vs 48 1B4vs93  205vs128(77
months (103 mo) (9.3 mo) (3.3 mo) (10.8 mo) (5 mo) (4.8 mo) (74 mo) mo)
Ty 5 Fon gt MM 2016 Mookt ot o WE M 2018 Topoiny of o Lpncst 2010 420020 LI 30V Siamen i Jo0 303 a5

15 AND 2% LINE
TREATMENT

MONALEESA-3
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1st and 2"¢ Line Rx of HR+ MBC with CDK4/6i

" = 1% AND 2 LINE
1 LINE TREATMENT 22 LINE TREATMENT TREATMENT

PALOMAZ MONALEESA-Z MONARGH3I  MONALEESA-7 PARSIFAL
Phase il placebo
s Phase il Phase il Phase il control Phasa Il Phaselll  Phase lll placsbo Phase Ml placsbal
- openlabel  placsbo control ol nirol
patients only)
Latrozols (or
Endocrine partner  Letrozole Letrozole Letrozole  Tamoxifon) + LHRH 2% 2% Futvestrant Fulvestrant Fulvestrant
agonist o
CDKA4/6 Inhibitor Palbociclib  Ribocicllb  Absmaciclib Ribociclib 4:::::::::; Palbociclib  Abemaciclib Ribociclib
Patients on study, n 666 668 403 o2 430 521 669 28
03 (CDK4/6 inhibitor + ET vs. ET)
HR (8] 1 081 078 072
Not yet reported Not yet reported Not yet reported
Median 0, (Aug2023)  (Aug2021)  (Jul2021) Ntvedos' | Sy | Mz 4.7 vs 373 s
months - - (7mo) (9 mo)

Updated OS analyses from PALOMA-3

Final Protocol-Specified Overall Survival Analysis' Updated Overall Survival Analysis

Median Follow-up, 73.

Median Follow-up, 44.8 Months

R the palbor v
Median OS was 34.9 months in the palbociclib arm vs 28,0 months in the placebo arm. 5-year OS rate (95% Cl): 23.3% (18.7-28.2) n the palbocicib arm; 16,8% (11.2-23.3) n the placebo arm.

Cristofanilli M, et al, ASCO 2021, abstract 1000

Overall Survival in Patients with prior CT in ABC

Overall Survival in Patients With Prior Chemotherapy in ABC
Overall Survival in Patients With or Without
Prior Chemotherapy in ABC

2ur vunszess iﬁ

Cristofanilli M, et al, ASCO 2021, abstract 1000
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Overai Survi

utation Status in CIDNA at Day 1 or End of Treatment

Cristofanilli M, et al, ASCO 2021, abstract 1000

ESR1, PIK3CA and TP53 gene mutations by ctDNA analysis

Friday, August 20, 2021

Ovarall Survival by PIKICA Mutation Status in GtONA at Day 1 or End of Treatment

Monalessa 3: Updated overall survival

Ribociclib + fulvestrant

|

4year : 5 year
|
|

I

I

I

- B I

g 1

3 53.6% |

g e ] 46.0%1
3 Wodian i

& " S, No.of 44.5% | ;

I "
o
20  Ribociclb + fulvestrant (n=484) 537 222 | 31.1%1
=242 415 142 ! |
Hazard ratio, 0.726 (85% C, 0.588-0.897) I I
02 4 6 8101214 16 18 20 22 24 26 28 30 32 34 35 38 40 42 44 46 48 50 52 54 56 58 60 62 64

Months.

" 3 25 T 3 a0 v e es A I Mo e M M M I M B e B B W 1o

+ With an extended follow-up of > 4 years, ribociclib + fulvestrant continued to demonstrate a clinically relevant
> 1 year OS benefit compared with placebo + fulvestrant

Data cuof; ctaber 3, 220,

Slamon D, et al, ASCO 2021, abstract 1001

Monalessa 3: Updated overall survival

Overall Survi

Overall Survival in Patients Treated in the Second-line
Setting or who had Early Relapse

Alarger magnitude of enefit of rbociib + ulestrant ove placebo + uestrant n the frstine sating was. “ e
bserved compared wit he pir roported data cutoffor O (HR. 0.7 95% C1. 0 48-1.02)

Slamon D, et al, ASCO 2021, abstract 1001

+ Ribocill + vestantdemanstaled  &:month longer median OS ovr placebo + uvestant i the
0
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Probablilty of PFS

SOLAR-1:Primary endpoint -Locally assessed PFS in the PIK3CA-mutant cohort

Apoiso»
Data cut-off:
e
I -

Number of PFS
events, n (%) 103(609)  129(75.0)
s 99(586) 120 (69.8)
Desth) 424 9(52)
Lonsored 66(39.1) 43(250)
edian PFS 110 57
e (7.5-145) (3774

RRTIS% O TB5 TOS-085T
prvalue Aida

~ 5.5 months benefit in PFS

‘Time (Months) HEmmer
Only ~ 7% pretreated with CDK 4/6i

André F ESMO 2020; Annal Oncol 2020
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Prevalence and Distribution of PIK3CA Mutation in HR+/HER2- Breast Cancer
(CosMIC)

Variant frequency in PIK3CA mutated HR+, HER2- BC (n=194)"

PIK3CA mutation prevalence in HR+,
HER2- BC (N=547 screened in COSMIC)*

Exng

/ Exon20

* PIKACA mutatons

*No mutation cetecac
« Of 547 HR+, HER2- BC patients screened, 194 (35%) cases with PIK3CA mutations were identified in COSMIC database®

+ Among the PIK3CA mutated population (n=194), the most frequent mutation variants were found in exons 9 and 20

B, rsat canar; HERG-. humen skl o e rscpkr 2 g FR, hoxmons rscpkrposiie; PIKICA, phsphaichbnosio 45 bisphosghate e

e hen trm i G of Sonskc Wusshens in Cacer

caiic s st
. 2015, COSMIC 1 e s rose s ot comgeshankivs recourcs o oxioin e Tt of e msions nhuen cnce.

Aot
Pl o M cids R 517 B 4SONETT? DTS

Some patients with OTHERm show sustained rwPFS on alpelisib

36 pts with OTHERm only, any
receptor subtype, treated with

ALP in any combination.

WPFS > 6 months was observed in 5
patients bearing: N345K, Q75E, R38C.
G106_108del (a p85 B indel), and

N345KIN1044K
@p B M@

103 pts with
OTHERm

|

lI||||

524 pis with
SOLARTm

a cinicalreport with alpslisd isted report date after 52019)
1471524 (28%) pis with a SOLARTm were teated wih alelisb

‘compared to
151103 (15%) pts who had OTHERm orly

g

Progressionoo sunil ()

Rugo H, et al, ASCO 2021, poster abstract 1068
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Select Oral SERDs in Development

Elacestrant (RAD1901)  EMERALD Phase Ill NCT03778931 Enroliment complete
Amcenestrant AMEERAL (Ph 1/2 1" line + palbo, 2* ine +alpelisb}* NCT03284957; Campone M, etal. S Clin  Ongoing
(sARa383S) Oncol 2020;38:15_suppl, 1070-1070.

AMEERAS Phase Il am vs TPC NCTOA059484 Ongoing

AMEERALS Phase Il (1 e + palbo) NCTOA478266 Ongoing

AMEERA4 Window of Opportunity Neoad NCTOsto1382 Terminated
Camizestrant SERENA1 Phase | mono or + albo. NCTO3616587 Onoing
(A209833) Baird et al, SABCS 2020, PS11.05

SERENA-2 Phase |l randomized open label vs fulvestrant NCT04214288 Ongoing

SERANA-4 Phase Il randomized in combination ith palbo vs NCTOa711252 Ongoing

anastrozole + palbo
Giredestrant Phase I andomized apen label v fuvestrant or A NCTOAS76455 Ongoing
(GDC-9545)

Phase 11l GDC/palbo vs. letroz/palbo INCT04546009 Ongoing.

TRIO 038/W042133: Phase Il neoadjuvant Al/palbo vs gire/palbo NCT04436744 Ongoing
Hag.6545 Phase /1 NCTO3250676 Ongoing

Hamikton et . SABCS 2020, PD8-06.

ARV-A7L Phase i mono or spalbo. NCTOA072952 Ongoing
Rintodestrant (G1T48)  Phase | mono or +palbo NCT03455270 Enroliment complete

Friday, August 20, 2021

HER2+ MBC - Evolution of available treatments

- T inib* +

lapatinib + Dual blockade: lapati
capecitabine + trastuzumab +cape L2+ T+ cape L2+

2001 2002 2003 2004 2005 2008 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 l Margetuximab

trastuzumab Dual blockade: 1stADC: 2 ADC:
+ taxanes pertuzumab + T b T

trastu + CT  Emtansine deruxtecan*
" FDA approvals only until now T . t at
lamon N EnglJ Med. 2001; Geyer C, N EnglJ/ Med. 2006; Swain's N lars

ngl | Med. 2015; Verma S N EnglJ Med. 2012; Rugo H, JAMA 2017; L

n‘;‘j‘gf; {0EngL) Med.2019: Murttyy RV Engl Med.2019; SauraC, Delaloge. ESMO Breast Cancer Virtual Meeting 2020. Educational session 5: HER2+ MBC

Updated Data from CLEOPATRA Trial:
Docetaxel + Trastuzumab +/- Pertuzumab in First Line

P<0-0001

50/406 (12%) patients crossed over from control to
pertuzumab after 2" interim analysis showed survival benefit

Landmark overall survival at 8 years 37%, 235 events (58%)

— Pertuzumab, trastuzumab, and docetaxel

Landmark overall survival at 8 years 23%, 280 events (69%)
— Placebo, trastuzumab, and docetaxel

0 10 20 30 40 50 60 70 80 ) 100 10 20
Number at risk
(number censored)
Pertuzumab  402(0) 371(14) 318(23) 269(32) 228(41) 188(48) 165(50) 150(54) 137(56) 120(59) 71(102) 20(147) 0(167)
Placebo  406(0) 350(19) 289(30) 230(36) 181(41) 149(48) 115(52) 96(53) 8B(S3) 75(57) 44(84) 11(115) 1(125)

Swain S, et al. Lancet Oncology 2020
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DM1
(Derivative of maytansine)

A A
MCC Trastuzumab

In EMILIA, T-DM1 was superior to lapatinib + capecitabine in HER2+ MBC

* In 991 randomized patients, median PFS was 9.6 months with T-DM1 vs 6.4 months with lapatinib + capecitabine
(HR 0.65; 95% Cl, 0.55-0.77; P <.001), and median OS was 30.9 months vs 25.1 months (HR, 0.68; 95% Cl, 0.55-

0.85; P <.001)

Phase 3 EMILIA: T-DM1 in HER2+ MBC

Verma S et al. N Engl J Med. 2012:367:1783

[,

Friday, August 20, 2021

Antibody-Drug Conjugates:

Trastuzumab Deruxtecan (DS-8201)

New Therapies After Second Line

DS-8201a

Conjugation chemistry

\\\’\Iié/ V=888
] fgse=

Cysteinelinked, a ites of interchain
4 .

Trastuzumab Deruxtecan (DS-8201a):
Structure and Mechanism of Action

Payload (DXd)

Designed with the goal of improving clinical attributes of an ADC

High potency

Topoisomerase-1
Fajiosd nhibitor

Bystander effect

Short systemic half-life payload

orug )
Stable linker-payload antibody | Hon:7e

“Tumorselective cleavable-lnker

Payiosd
High drug-toantibodyatio | Membrane | Pemeatle >
ermeabilty “aeet

Doi T et al. J Clin Oncol. 2017;35(suppl 15): abstract 108.

Tubuininitor B

Drug Design Attributes
DS-8201 TDM1

Clinical
Implications

Validated topo-1
mechanism

More drug

delivery, greater
tumor cell iling

Kills neighboring
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Phase II DESTINY-Breasto1: Response to DS-8201,
According to Tumor Size and Subgroup Analyses

A Changs fom Baseline n Tumr Size
i ORR: 60.9%
é 5 Complete Response Rate: 6%
£ & Duration of Response: 14.8 mos
f o ]
BT ]
i ﬂﬂmnlllllﬂl[lﬂlﬂ“ﬂmm"NMWWM‘W“W
g o
! g Primary
H Endpoint
&
Pationts (-168)

o Dec 2019 - FDA accelerated approval for HER2+ MBC >2 prior lines of antiHER2-based regimens
* Feb 2020 — Added to NCCN Breast Cancer guidelines (V2.2020)

Modi S, et al. N Engl J Med. 2019. DOI: 10.1056/NEJMoa1914510

UPDATE ON DESTINY-BREAST 01
(n=184)
ORR 61.4%
l:g::(i)a:]r;:uration of 20.8 mo
Median PFS 19.4 mo
Median OS 24.6 mo
Pneumonitis/ILD 15.2%
Grade 5 ILD 2.7%
Modi S et al. SABCS 2020. PD3-06.

Incidence of ILD after implementation of toxicity
management guidelines

Updated toxicity management
guidelines implemented
(December 2019)

Incidence of ILD over time ‘/’

2016 2017 2018 2019 2020
(n=74) (n=168) (n=569) (n=179) (n=160)

Any Grade ILD, n (%) 18(24.3)  33(196) 87(153) 28(156)  11(6.9)
Grade 23 ILD, n (%) 2(27) 6(3.6) 21(3.7) 8 (4.5) 3(1.9)
Grade 5 ILD, n (%) 1(1.4) 5(3.0) 12(2.1) 5(2.8) 2(13)

Patients grouped by year of enroliment, based on a data snapshot from December 2020

« Patients enrolled in 2020 (after i ion of toxicity i appear to have had
lower rates of all grade (6.9%), grade 23 (1.9%) and grade 5 ILD (1.3%) compared with those enrolled in
previous years based on a December 2020 snapshot; however, this may be partly due to the shorter
treatment duration

© 2021 Oncology Update Course
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NALA Phase Ill Trial of Neratinib + Capecitabine
™
Inclusion criteria \ Neratinib 240 mg/d +
« MBC Capecitabine 1500 mg/m?14/21 d
« Centrally confirmed HER2+ Loperamide (cycle 1)
disease Follow-up
+ 22 lines of HER2-directed therapy (survival)
for MBC
* Asymptomatic and stable brain n=621
mets permitted /
Stratification variables Endpoints
* Number of prior HER2 therapies for MBC * Co-primary: PFS (centrally confirmed) and OS
* Disease location « Secondary: PFS (local), ORR, DoR, CBR, intervention for CNS
* HRstatus metastases, safety, health outcomes
« Geographic location
a Loperamide 4 mg with first dose of neratinib, followed by 2 mg Q4H, d1-3, then loperamide 2 mg Q6-8H to end of
cycle 1; thereafter as needed.
Saura C, et al. ASCO 2019. Abstract 1002.

Friday, August 20, 2021

NALA Results

* PFS (by restricted means analysis at 24

mos) "™

A G RO o s roke

+ 8.8 mos (neratinib) vs. 6.6 mos (lapatinib) 09 sy omaswom  ams & o
p=0.003 08
R . . Zow
* Cumulative incidence intervention CNS Zo0s

mets fos R 34 i

 22.8% (neratinib) vs 29.2% (lapatinib); 2o
p=0.043 02

« Grade 3/4 diarrhea L et ] -

* 24% (neratinib) vs. 13% (lapatinib) 0 3 6 9w B W 2 24 2 D B[ H

Time Since Random Assignment (months)
Newinbecopeciubine 7 8 ta e s 3 2 1w 8 7 3 2 2
Upsinicpectabne M4 8 @ % s 8 3 2 2 1 2 1

Saura C, et al. Journal of Clinical Oncology 2020:38(27):3138-3149.

NALA: Efficacy in 101 Patients With Baseline CNS Disease

*Prespecified restriction of 24 mos for PFS and 48 mos for OS. Data cutoff: September 28, 2018,
Median duration of study tx: neratinib, 5.7 mos (range: 0.4-28.6); lapatinib, 3.5 mos (range: 0.5-20.8)

Among 3 patients with LMD: n = 2 in neratinib arm had PD after 5.6 and 9.8 mos with an OS of 17.4 and 19.8 mos,
respectively; n = 1 in lapatinib arm had PD after 4.3 mos with an OS of 6.5 mos

202, SABCS 2020 AbSir PD13.00
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Key Eligibility Criteria

*  HER2+ metastatic breast cancer

«  Prior treatment with trastuzumab, pertuzumab,
and T-DM1

«  Active brain mets not needing local therapy
allowed but not required

*  Nolapatinibin past 12 mo

« No prior neratinib, afatinib, or investigational
HER2 TKI

o
&
o
<
=
S
Bl
e
g
&

or rest of world)

Phase Il HER2CLIMB Trial of Tucatinib +
Capecitabine + Trastuzumab: Design

Tucatinib (300 mg orally BID) + capecitabine (1000
mg/m2 orally BID days 1-14 Q3W) + trastuzumab
(8mg/kg loading - 6mg/kg IV Q3W)

Placebo (orally BID) + capecitabine (1000 mg/m?
orally BID days 1-14 Q3W) + trastuzumab (8mg/kg
loading - 6mg/kg IV Q3W)

*Stratification Factors: presence of brain metastases (yes/no), ECOG status (0 or 1), and region of world (US or Canada

Friday, August 20, 2021

Placebo Combination 97/160 5.6 (4.

sell H; istics of Note Primary endpoint:
. o HR+
+ 48% CNS mets PFS by BICR
* 36% de novo MBC
* Median 3 prior lines of therapy in metastatic setting (range 1-14)
https://clinicaltrials.gov/ct2/show/NCT02614794
Phase Il HER2CLIMB Trial of Tucatinib +
Capecitabine + Trastuzumab: PFS
100 Median
90 No. of Events/ Duration
30 No. of Patients  (95% Cl)
70 o
Tucatinib Combination ~ 178/320 78 )

7.1)

Hazard ratio for disease progression or death,
0.54 (95% Cl, 0.42-0.71)

P<0.001

Placebo

Patients Alive and Free from
Disease Progression (%)
8

Months since Randomization

combination —‘_H'—‘—
: 12.3;
T t T

0 33 %6 Primary
Endpoint

* ORR: 41% (tucatinib) vs. 23% (placebo)

Murthy RK, et al. N Engl J Med. 2020;382:597-609. Epub 2019 Dec 11.

HER2CLIMB: Updated Overall Survival

Overall Survival®

10 2year
i EventsfTotal | HRE%C)  Palue | Median OS (36% C)
08 +[TUCHTras+Cape | 2331410 24.7months (21,6, 26.9)
' 073(059,090) | 0004
= | PoosTrassCops | 1377202 16 2months (16.4,214)
Z o0 H -
3 | ! 51%
2 '
& o4 H "
@ H '
8 H 140% Pbo+Tras+Cape
02 : :
TUCH+Tras+Cape
00 | |

0 3 6 9 12 15 18 21 24

Subjects atRisk
TUCHTmseCape 410 T 3% w5 M5 %8 M1 24 1
PootTasiCape 202 191 fs% 8 14 3 @ &

a  Median overal study follow-up: 29.6 months

27 30 33 3 3 42 45 48 51 54

Time (Months)

woom s o® o w1 4 2 0
@ ®m n w8 4 3 2 0 0

Curigliano G et al. ASCO 2021. Abstract 1043,
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HER2CLIMB: Patients With Brain Metastases

PFS per Investigator Assessment in All Patients with BM 0S in All Patients with Brain Metastases

PFS per Investigator and PFS per BICR I patients with

1
oo
H
i 2z
-3
! s
Tia s
e T e T T
oo | nmpnza Bimez | W9 | e | w» | SIS :

Risk of progression or death in patients with brain
metastases was reduced by 5% in the total population

BachelotT, etal. ESMO 2020,
Presentation 2939

HER2CLIMB:
Time to New Brain Lesions or Death in All Patients

Events HR
N=612 | (95%Cl) | PValue
TUC+Tras+Cape | 52/410 0.52 0.005 . .
et | 2o |08 D
by 48% in all patients with or
£ ol without brain metastases in the
'§ 5 o TUCarm
g
53 o, Median new brain lesion-free
H = survival (95% CI)
= e Not reached 11.7 months
(139,-) 95,7
L T R P I T T T
Tftee w w © = “ . . 2 2 2 ' o
it ag L S A | T |

Bachelot T, et al ESMO 2020.
Presentation 293,

HER2CLIMB: Subgroup Analyses

05 in Prespecified
Subgroup Analyses

I b di ol

Patients Without Visceral Metastases (n = 157)

Median 05 )

05 in an Exploratory wswa) | p |
Analysis in Patients
With and Without
Visceral Metastases

Tuc+ Tras + Cape 216 mo (181, 25.6) 32.9mo (27.7, 46.7)

+ + (0.55, 0.89) (0.48, 1.3)
(EDAEL 169 mo (12.3, 19.4) 269 mo (205, NE)

Curigliano G et al. ASCO 2021. Abstract 1043,
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Ongoing Clinical Trials Have Defined Tumors With HER2-
Low Expression as IHC 1+ or IHC 2+ and in-Situ
Hybridization (ISH)-Negative

Al Patients
288550

e s
e st

e 2ensi-
wer

meo

1101 Ongoing Phase 1 Trial With T-DXd Demonstrated Positive Resultsin
Patients With Heavily Pretreated, Advanced, HER2-Low BC

SAFETY RESULTS

o . .
concer o gastridoE) 4 TEAE regarss of
sdenocarcnoma Gy
+ D of puiniscxerienesd
mCRM with EWOC o TEA
i - | 1 ﬂ *50.0% of patients expericnced
Two-partdose escalaion M| rade 3 TEAE
anidoseexpansion phase et
D pamoni
s ey D 833% 205,228 806,339
0 o i ot et e . e, 5 i, < i e s

DESTINY-Breast04; Multicenter, Int’l, Randomized, Open-Label Phase 3 Study of T-
DXd s Investigators Choice in HER2-Low BC

* Unresectable 1
and/or o
metastatic End date of
HER2-low BC hypothesis-

testing Select 20
« (IHC 2+/ISH- or period
IHC 1+) - 08
* ORR
+ Safety
Estimated study completion: January 2023
us [— s oante 725, s s Ot 2,2
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HER2-targeting ADC!
Duocarmycins are
DNA-alkylating agents
composed of a
DNA-alkylating and a
DNA-binding moiety?

Trastuzumab Duocarmazine (SYD985)!2

TULIP: Ph 3 Randomized, Active-Controlled, Superiority Study of SYDS85 vs PC in Patients
'With HER2-Positive Locally Advanced or mBC

Female pis with
unresectable HER2-
positive locally
advanced or mBC

Comparing | Select 20

Efcacy
Progression during or and sakety |+ OS
after at least 2 HER2- - ORR
targeting treatment Nesss + Inestigator-
regimens assessed PFS
« PROS for HRQoL
L tin, P, s cic PR, o cporad e T vt W b

Byondis Announces Positive Topline Results of Pivotal Phase (1l TULIP® Study [n Patients With
HER2-Positive Unresectable Locally Advanced or Metastatic Breast Cancer

- 08iune2021

+ Byondiss.. TULIP® study, 3 mul viabel,
(5¥05:

advanced or metastaic reast cancer (MBC)

+ The Phase I TULIP sudy “SYD9BS vs.
3 PFS),

PFSs defined

survial (05) resuts.

B medical need
advance,” said Byondis Chiet Medical Office Jan Schellens, M.D., Ph.D.
tudies.”
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Summary

* Gold standard of care 1%t line: THP
* Endocrine therapy plus HER2-targeted therapy if HR+, but as would still do induction
chemo in most

* 2" Jine: T-DM1 (Tucatinib may be reasonable in some?)

* New 3 line options
* T-DXD
* Tucatinib/capecitabine/trastuzumab
 Neratinib/capecitabine (benefit after tucatinib??)
* Margetuximab plus chemo (only for FCGRIIIA F-carriers?)

National np— ’
CN Guidelines Index
Comprehensive NCCN Guidelines Version 5.2021 NC Ntimg ;’Cm\‘ems
e Cancer Invasive Breast Cancer Discussion
Network
SYSTEMIC THERAPY REGIMENS FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE*>©
HERZ Negative
SiatE = T 7 e q
+ Anthracyclines - Cyclophosphamide - AC (doxorubicin/cyclophosphamide)
» Doxorubicin - Docetaxel - EC (epirubicin/cyclophosphamide)
» Liposomal doxorubicin « Albumin-bound pacitaxel - CMIF (cyclophosphamide!
+ Taxanes « Epirubicin methotrexatefluorouracil)
» Pacitaxel % - Docetaxellcapecitabine
< AiTdiaboiies <[ Sacituzumab govitecan-hziy (for TNBCE " GT (gemcitabine/paciitaxel)
» Capecitabine - Paclitaxel/bevacizumab™
¥ Gemeilabine; « Carboplatin + paclitaxel or albumin-
= Microtubule inhibitors bound paclitaxel
» Vinorelbine
» Eribuiin
« For germiine BRCA1/2 mutations? see additional
targeted therapy options (BINV-R)®
« Platinum (for TNBC and germiine BRCA1/2 mutation)?
» Carboplat
7
< - For PD-L1-positive TNBC see additional targeted
National NCCN Guidelines Version 5.2021 NCCN Guidelines Index
Gomprehsnsive urcelines: version;»- Table of Contents
INCCN e Invasive Breast Cancer Discussion

ADDITIONAL TARGETED THERAPIES AND ASSOCIATED BIOMARKER TESTING
FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE

Biomarkers Associated with FDA-Approved Therapies

Breast Cancer  Biomarker Detection FDA-Approved Agents NCCN Category NCCN Category of
Subtype of Evidence ~_Preference
BRCAT mutation lapari> Category 1
any Gemine sequencin Preferred
ul BRCA2 mutation = 9 Talazoparib Category 1
HR-positive! PCR (blood or issue
HRESHIS! . pioch scmatng muatin bk Hoodnegae), Apelss + estant Catgory 1 Prfemd sacondin terapy

molecular panel testing

FOLT enpression Atezolzumab +

Y o~ - A albumin-bound pacitaxels Category 1
—_— | oo Perprolzumab + chemotherapy Preferrd st e thrapy”
“Rhreshold for postiy combined (et boulid pacitael Category 1
posive score 210 pachiael, or gemtabine and
Larotrectinio” Category 2A
FISH, NS, POR Usetu 1y certan

Any INTRAG ision {tissue block) Entrectinib! Category 24 circumstances®
VST TG, POR (Fssue o e

any i Pembrolizumab®s Category2a Ysehu i ceray
TMEH @10 muts) Nes
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Immunotherapy: First-Line Rx for mTNBC
N (PD-L1+) 943 (292, 45%) 902 (369, 41%) 847 (332, 38%)
>1% >1% CPS>10
Randomization 2:1 1:1 2:1
and Treatment Paclitaxel 90 mg/m2 nab-Paclitaxel 100  Pac/nab/gem+carbo
Atezolizumab mg/m2 Pembrolizumab
Atezolizumab
de novo 28-30% ~37% (no chemo) 30%
Prior taxane 51-53% 51% 45%
PFSin PD-L1+ 5.7 - 6mo 5+ 7.5mo 5.6 -+ 9.7mo
HR 0.82 HR 0.62 HRO.65
P=0.2 P<0.0001 P=0.0012
0S benefit No YES early
Mills et al, ESMO 2020; Schmid et al, Lancet Oncol 2020 and Emens et al, ESMO 2020; Cortes et al, Lancet 2020

Safety of |0 in Metastatic TNBC

Org pecific related Ad Events in ic TNBC trials (n>1000 patients)
e g0 a3 00 Jomies oo |
. 0 irAE incidence in mTNBC (any grade)
Hypothyroidism 0 + Single agent: 18.5%
Hyperthyroidism 5 01 0

+ Higher in combination trials:
10 3 0.2 - 57% atezolizumab+nab-pac
- 42% nab-pac monotherapy

25 045 0
Prespecified autoimmune
anemia, lymphopenia, -
thrombocytopenia and clotting 4 1 0.2 Management guidelines ASCO/NCCN
abnormalities (Brahmer et al, J Clin Oncol 2018;
Pneumonitis 3 05 041 SITC guidelines)
Adrenal insufficiency, type 1
diabetes, ocular, myositis, « a5 o

neurological/myositis,
nephritislelevated creatinine

D’Abreo and Adams. Nat Rev Clin Oncol 2019

What is the Evidence: 10 in Advanced TNBC

= Combining immune checkpoint inhibitors with chemotherapy
= Improved PFS in two randomized phase Ill trials and continued OS benefit with
atezolizumab
= Benefit is limited to the population of patients whose tumors test positive for PD-L1
= U.S. FDA has given accelerated approval for atezolizumab as well as pembrolizumab
in PD-L1+ mTNBC.
= PD-L1
= An imperfect biomarker although the best to date
= Enrichment in PD-L1 positivity associated with efficacy (SP142 >1% correlates with
CPS >10)
= Different platforms require further evaluation in prospective trials
= Use the right PD-L1 test for the chosen checkpoint inhibitor
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What is the Evidence: |0 in Advanced TNBC (2)

= Chemotherapy partner

= Uncertainty without resolution; difference in unknown biomarkers
= Best partners appear to be nab-paclitaxel, or gemcitabine and carboplatin in
early relapsers; do not use paclitaxel with atezolizumab
= Toxicity
= Provider education is critical for early diagnosis and appropriate management
* IMpassion 132

* Gem/Carbo or capecitabine with atezolizumab or placebo in early relapsers

« Effective therapies for PD-L1- mTNBC: immunotherapy meets only a fraction of
the need

* Despite progress for PD-L1+ mTNBC, median OS still only about two years

Friday, August 20, 2021

ASCENT (Phase 3): Sacituzumab Govitecan (SG)
in Pretreated mTNBC Study Designl?
ASCENT (NCT02574455) was halted early due

o efficacy per psMc
, we report the primary results from ASCENT, including PFS and OS.

Eligibility
Metastatic TNBC (per ASCOICAP)
22 chemot radvanced disease
(no upper limit; 1 of the required prior regimens could
be progression occurred witin a 12-month period Continue
after completion of neoladjuvan therapy)

Stratification
Number of pior chemotherapies (2-3vs >3)
‘Geographic region (North America vs Europe)

2 of known brain metastases

unacceptable
toxicity.

(yesino)

N=520

+ Primary endpoint: PFS<

+ Secondary endpoints: PFS for the full population®; OS, ORR,
DOR, TTR, and safety

Phase 3 ASCENT Survival Outcomes: OS

< T £
[5G (n=191) | TPC (n=167) | oo o e o |
3 Wo.of vents z 3
Median 0S—mo (8% C1) 153 (124N6) 62(56:95)
- HR(05%C1), Pralue 03702200, Proots

No.of avents B
Madian 0S—mo (95%C))  112(09.134) 65
050 (040064 P0.0001

MR (95% ), Pvaluo

Probabily of 05 (%)

+ In patients aged 265 years, improvement in median OS with SG vs TPC treatment was
comparable with that of the overall population (12.1 vs 6.7 months)!

1. Kainsky K et s, ASCO 2021, Absract 1011,
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ASCENT Subgroup Analysis: OS by TROP2
Expression?

* 21
g s
3 B
z 57
3
g
£
o 5 10 15 E) 25
Time, mo
TROP2HIgh | HiScare: TROP2 Medium | H-Score! TROPZ Low [ H-Score:
200300 100-200 <100

SGMm=88) | TPCin=72) SG{n=39) TPC{n=35) SGin=27) | TPC(n=32)
Medlan0S, mo{95%C1) 162(113175) _69(5389) _ 149(69NE__ 69(45101) 93 (75178 76(5096)

Phase 3 ASCENT Recurrence Subgroup Analysis:
Survival Outcomes !

65 patients with metastatic TNBC 01y
without brain metastases 2 "1 ¥
fa
 Recurrence <1 year after i,
(neo)adjuvant chemotherapy } R -
« Patients received only 1 line of "

therapy in the metastatic setting

+ Received SG vs TPC as 2L therapy

* Median 0S: SG 10.9 mo
vs TPC 4.9 mo

1. Carey LA st a. ASCO 2021, Abstract 1080,

Phase 3 ASCENT TPC Subgroup Analysis:
Survival Outcomes *

zw -
fw SG improved OS compared with
z o each TPC agent
8
o ‘ORR 35% with SG and 3%
ERERREREE] W e a t0 6% with TPC agents

8%, 6%, 10%, or 14%) higher

4
with SG s eribuin, vinorelbine, capecitabine, or gemcitabine

+ 10 patients inthe SG arm had a CR vs 2 i the TPC arm (eribuin)

+ Median DOR was 6.3 mo for SG and ranged from 23-3.6 mo for TPC agents

1. 0'Shaughnessy J et al. ASCO2021. Absiract 1077.
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Metastatic TNBC: Algorithm for Treatment 2021

Friday, August 20, 2021

PD-L1+ Future Strategies
}ﬁ- Immunotherapy ———— * Augmenting the
TMB>10 40% impact of 10
I * New ADCs
* T-DXd in HER2
s BRCAL 2+ paRPinhibitor ow
omatic mutations ; . DATO-DXd
) Clinical Trials ‘ MHEM ADC
Other >50% H }H
~—  Chemotherapy

Taxanes, Platinums, Gemcitabine, Eribulin,

Capecitabine

Doxil, Ixabepilone, Vinorelbine

=SECOG-ACRIN

Patients with:
+ Clinical stage II/lll TNBC
at diagnosis
« T+-ANAC
+ >pTicin the breast at
surgery (any pN)
NCT02445391

@Z—zZmmAIO®

Stratification Factors:
+ Clinical stage at diagnosis (Il or lll)

« Anthracycline use (yes or no)
- RTatany time (yes or no)

M s

N
Early -Stage Disease
M ziestern
ER EA1131

Hypothesis: iDFS with Platinum > iDFS Capecitabine in Basal Subtype TNBC

R E

A { I o

Tissue submission N L
PAMS50 Analysis b L
(basal vs. o o
non-basal subtype) M w
! (1:1) -

z Capecitabine 1000 mg/m2 u

E D1-14 every 3 weeks x 6 cycles P

Radiotherapy:
+ Prior to or after treatment (treating provider

+ Tumor diameter at surgery (1-3 or >3 cm) discretion)
+ Planned platinum (carboplatin or cisplatin) * Required for BCS and post-mastectomy if T >5 cm

and/or N3

Ingrid A. Mayer, MD, MSCI
(ingrid.mayer@vume.org)
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. - Potential Outcomes
* At each interim analysis, trial would be stopped due

ER 5t Interim Analysis — January 2021

Alternative hypothesis Null hypothesis
HR=0.754 HR=1.154

Friday, August 20, 2021

HR for Platinum vs.

I Non-inferiority and

tofutility if: superionty o Pltinum —T—
* Lower boundary of the two-sided 95%RCl for

N . Non-inferiority of Platinum ———
platinum/capecitabine > 0.754
* Conditional power < 10% Non-inferiority of Platinum —
Observed outcome in EATI31 o
5th Interim Analysis Results el
« HR for platinum/ capecitabine: 1.09 Inferiority of Platinum °
o .

(95%RCl: 0.62,1.90) Inferiority of Platinum —_—
. iti - 69

Conditional power: 6% e m

1154

DSMC Recommendation (March 25, 2021): Stop the trial Platinum better

Capecitabine better

M eeresten

Ingrid A. Mayer, MD, MSCI (ingrid.mayer@vume.org)

« Unlikely that the trial would be able to show non-inferiority or superiority of the platinum arm

« Grade 3 and 4 toxicities were more common with platinum agents

Basalsubiype

iDFS by Intrinsic Subtype

Nonbasahsubtype.

Basalsubtype 3 ear 0FS

E N 3-year iDFS by Intrinsic Subtype and Treatment

iDFS by Treatment and Intrinsic Subtype

o Norbasa capeciabine
———— Nonbasal plarum

Basalcapeciabine
© - Basalplatium

Platinum Capectatine

Syearioes

IDFS probabilty
0 01 02 03 04 05 05 07 08 03 10

a8 (o501381,532)

5550 (05%01,385,695)

HR= 171 (85%011.10,267)

IDFS probability
00 0102 03 04 05 06 07 08 08 10

Nombasabsubiype 3earlOFs 465 (95%C1 55.65%)
W= 154 (953001, 069:5.65)

EEHCLINESIN) a9 (95HCL 39%59%)
M= 106 (553801, 0621.81)

o 05w asseasn)

o H = m  w = @
Numberat ik Monihs Since Randomizaion Months Since Randomization
Nowowo g T 4w m s g Numberatrisk
Bl 06 I 2 W T W B oo s & T o e a 2
[ T S T T | s s i
i w oW e & A% B b
e % m @ @ w  xw . b
NM Rorthwestern
Medicine Ingrid A. Mayer, MD, MSCI (ingrid. mayer@vume.org)

GeparNUEVO: Phase Il Durvalumab Neoadjuvant Trial

ary endpoint: pCR - ypTO, ypNO

P=0.287"

53.4% [95%C10.82-2.84]

~35% stage 1 P
1 Nab-Pac Primary
N=174 ’ +Durvalumab ‘endpoint:
TNBC 3 £ | perivero,veno)
g 3 ,
statum: e |3 | e ) Main secondary
s Plscabo S endpoints;
low/med/high) DFS, DDFS, 05

1 w1 *

sampl Samples Samples sampl

omab (0.758) 158 m

iy

3yrese% Durvalumab Placebo
3yr7.2%

iDFS between arms
Median FU 43.7 months

periy
St R Durvalumab o Placebo = 0.48 451 124,07), p=0.0398

* Stratified by sTiLs

Time (monins)

75 o “ o Loibl S, et al. Ann Oncol 2019; Loibl et al, ASCO 2021
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Loibl et al, ASCO 2021

DDFS

os
g1 3yr91.7% 100% 4 3yr 95.2%
g 90%
2 wx 5 o
3 g
- 3yr78.4% £ o 3yr83.s%
3 o £ w.
e fa
§ [
£ | scensorea 2 o] scemona
g Placebo 206 events. B ] e g events
2 x| e v § o Do s
% 10| Sotteaosrans proos Sutted Logunk p0.00%
£ 0% St R Durvatmabto Plcabo =031 B5C10.13,074) 0078 19%] S A Dunahim o Pscbo =024 (954510.08,072, 00108
e 12 % 3% . 0 ”? u * “ L
Time (months) Time (months)
Pationts at sk Pationts at risk:
Zracevo e o 5 . pri ® n o N o
— Duraman 88 M e o » o —owvewme w " n " » o
* Stratified by sTiLs
Endpoint || & Durvalumab Placebo HR (durvalumab vs placebo)  Log-rank
ndpol MCEOY 3 vear rates % (95%CI)  3-year rates % (95%CI) p-value
iDFS Non-pCR  76.3% (59.3%, 86.9%) _ 69.7% (53.4%, 81.2%) 0,67 (0.29-1.54) 0.346
‘ PCR 95.5% (83.0%, 98.8%)  86.1% (69.8%, 94.0%) 0.22 (0.05-1.06) 0.038
DDFS Non-pCR _84.3% (68.3%,92.6%) _ 71.9% (55.8%, 83.0%) 0.48 (0.18-1.25) 0124
‘ PCR 100% ( 100%, 100%)  86.1% (69.8%, 94.0%) 0,00 (0.00-)* 0.005
os Non-pCR  92.0% (77.1%,97.3%)  78.8% (63.2% 88.4%) 0.30 (0.08-1.09) 0,053
‘ pCR 100% ( 100%, 100%) 88.9% (73.1%, 95.7%) 0.00 (0.00-.)* 0.024
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Phase lll Neoadjuvant Immunotherapy Trials

KEYNOTE 522 Cra 2w

€5-8;12 wks

Ne1178

TIcNL-2or
T2-4N0-2

IMpassion 031

R J—
Lisa 840ma IV q2w
- TNBC, vith primary tumour > 2 om

+ CT2.CT4, CNO-GN3, cMO

+ Known PD-L1 stalus (IHC)

*+ No prior therapy fo treatment
or preventon of BC
- ECOGPSDor

12 weeks

— 2
enbrotzzmas 0w | U ol
Q3w R

Pembrolizumab for Triple-Negative Breast Cancer

RANDOMIZED, DOUB!

1174
Patients

Pembrolizumab  Placebo
+chemotherapy, +chemotherapy,

€ 1.8:27 wanks withpreviousy

51.2%
85.3%
50,8

3891
72.2%

£16.5% (5.9, 27.1)
P=0.0044°

57.6%

wezolzumat
1200 mg 1V q2w
X1 dosss

PCR (95% C1) %

AEs leading to D/C of any drug: %
2.6v19.8% 2
AEs requiring corticosteroids: 10

LA 69/168

| chmid et ol NEIM 2020

etal lancet 2020

12.8v9.6%

KN 522 FDA ODAC Analysis
Data presented at the FDA ODAC meeting February 9, 2021
Pembro + Chemo Placebo + Chemo Pvalue
n/N %(95% Cl) n/N %(95% Cl)
Primary analysis at 1A1(n=602)
Patients with pCR 260/401  64.0(60.2,67.6) 103/201 51.2(44.1,58.3)
Stratified delta®, %(95% Cl) 136 (54,21.8) 0.00055
Supportive analysis at I1A22(n=1002)
Patients with pCR 428/669 64.0(60.2,67.6) 182/333 54.7 (49.1,60.1)
Stratified deltab, %(95% Cl) 9.2(2.8,156) 0.00221¢
Descriptive analysis at IA3¢ (N=1174)
Patients with pCR 494/784  63.0(59.5,664)  217/390 55.6 (50.6, 60.6)
Stratified deltab, %(95% Cl) 7.5(1.6,134)
142 datacuteoftdta: Api 24,2075,
Pro-alculatod PYlue boundary or sgifcanceof 00025
Mo 20,2020
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ESMO VIRTUAL PLENARY \

KEYNOTE-522: Phase 3 Study of Neoadjuvant
Pembrolizumab + Chemotherapy versus
Placebo + Chemotherapy, Followed by Adjuvan
Pembrolizumab versus Placebo for Early-Stage
Triple-Negative Breast Cancer

Peter Schmid?, Javier Cortes?, Rebecca Dent?, Lajos Pusztai’, Heather McArthurS, Sherko
Kiimmel®, Jonas Bergh’, Carsten Denkert?, Yeon Hee Park®, Rina Hui'°, Nadia Harbeck?!,

Masato Takahashi'2, Michael Untch®3, Peter A. Fasching!, Fatima Cardoso?®, Yu Ding?¢,
Konstantinos Tryfonidis'’, Gursel Aktan®’, Vassiliki Karantza'’, Joyce O’Shaughnessy®

1.Centre for Experimental Cancer Medicine, Barts Cancer Insttute, Queen Mary University London, London, UK; 2. International Breast

Cancer Center, Quirén Group, Madrid and Barcel Barcel National

4. Yale School of Medicine, Yale Cancer Centaf, News
Mitte s

Haven, T, USA: 5 fes, CA, USA; 6. Breast U ssen, German)
7.0ep: ancer Centre, Cancer th | Solna,
Sweden; 5. By Marb, 9 Samsung,
Medical Medi ] rea; 10. ancer | stmead
dney, N lia; 11. Breast Center, LMU University Hospital, Munich, Germany; 12.
Department of Breast Hokkaido Cancer Cen Japan; 13 v Berl
Germany; 14 Compreh: Center Erlangen-EMN, 15. Breast Unit, i
Champalimaud Clinical Cent Lisbon, Portugal; 16. Bostat rih, i, USA; 17,

fics, Merck
Merck Research Laboratories, Merck & Co, Inc, Kenilworth, J, USA; 18. Baylor University Medical Center, Texas Oncology, US Oncolog)
Dallas T, U
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Statistically Significant and Clinically Meaningful EFS at I1A4
100
90 84.5% )
aT—
80— - 11T%
ey PR
7 76.8%
60— HR
= Events  (od) P-value
g 50 (95% 1)
I Pembro + Chemo/Pembro _ 15.7% _ 0.63° _ 0.00031°
Pbo + Chemo/Pbo 238y (048082
30—
20
10 8.1% difference in EFS events
Median follow-up*: 39.1 mo 5.4% difference in distant recurrence
T T T 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
No. atRisk Months
Pembro + Chemo/Pembro 784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 0 0
Pbo + Chemo/Pbo 390 386 382 368 358 342 328 319 310 304 297 250 195 140 83 17 0 O
s b —— Fr———
eir s s o tn 1.1 i s 6t 33,001

No. Events/No. Patients (%) Mazard Ratio
Subgroup Pembro + ChemolPembro. Pbo + ChemolPba (95% CN)
Overal —- 123784 (15.7) 93/390 (238)  0.63(04810082)
Nodal status
—— 801408 (19.6) 57/196(291)  065(04610091)
Negative —— 430376 (1.4) 36/194 (186]  0.58 (037 100.91)
Tumor size
TIm2 —— 641581 (11.0) 591290 (203]  0.51(036100.73)
TaT4 —e 691203 (29.1) 34/100(340) 084 (05510 1.28)
Carboplatin schedule
1y 3 weeks —o 501334 (15.0) 37167(222)  0.65(04210099)
Weekly —— 711444 (16.0) 561220(255) 060 (04210086)
PDL1 status
Positive ——| 981656 (14.9) 63317(215)  067(049t0092)
Negative — 25128 (195) 25/69(362)  0.48(02810085)
Age category
<65 years —— 1037700 (14.7) 791342(231)  061(0451082)
265 yoars — 20184 (23.8) 14148(292)  079(04010156)
ECOGPS
[l — 101/678 (14.9) 80/341(235) 0,60 (04510 0.80)
1 —t— 22/106 (20.8) 13149 (26 5] 0.81(0.4110162)
—
0 10
-—
Favors avors
Pembro + ChemolPembro Pbo + ChemolPbo
For overal population and PDALT subgroups, anayses based on Cor regresion model wih Efto's method of te handiing wih trestment a5 covariate and statfied by noda satus posicive vs
negativ), tumor sie (T1/T2 vs T3/T4). and frequency of carboplatin {once weekly vs once every 3 wees); for other subgroups, analyss based on unstratied Cox model. Data cutof date: March

© 2021 Oncology Update Course




Updates
William

in Breast Cancer
J. Gradishar, MD

EFS by pCR (ypTO/Tis ypNO)

100 94.4%
imnay e ;| [PCR Yes
90+ 92.5%
80— oy
704
o T CRN
;> 60| L PCRNo
o .
& “—“fuu\u.w
2 50 56.8% i
B
2 40
i
30—
20—
10—
T T T T T 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
No. at Risk Months
Pembro + Chemo/Pembro Responder 494 494 494 489 483 482 478 477 472 470 460 387 307 220 122 18 O 0
Pbo + Chemo/Pbo Responder 27 217 217 216 214 207 206 203 200 200 197 165 130 87 5 9 0 0
Pbo + ChemolPbo Non-Responder 73 169 165 152 W4 135 122 116 MO 104 100 85 65 53 27 8 0 0

Data cutolt 32001
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Distant Progression- or Distant Recurrence-Free Survival

100
87.0%
80 —
80— i 111
80.7%
70—
=
o]
@ HR
g
£ L Events  odircy)
5 Pembro + N 0.61°
g 40 Chemol/Pembro 128%  (0.46-0.82)
30-{ Pbo + ChemolPbo 20.3%
204
10—
T T 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
No. at Risk Months
Pembro + Chemo/Pembro 784 782 773 758 741 728 711 702 692 685 663 561 439 308 167 29 0 0
Pbo + Chemo/Pbo 390 389 387 379 367 352 337 330 321 317 312 259 202 143 84 17 0 O
Northwaestern
Medicine’ * *Hazard ratio (Cl) stratffication factors. Data

No. at Risk

Overall Survival

WM
80| 86.9%
704
60— HR
- Events  odifc)  Pvalue
8 Pembro + Chemo/Pembro _ 10.2% _ 0.72° _ 0.03214
407 Pbo + Chemo/Pbo 1819 (051102
304
204
10
R e e e e e e
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Months.

Pembro + ChemolPembro 784 762 777 770 759 752 742 729 720 T12 701 586 461 323 178 30 0 0
Pbo + Chemo/Pbo 390 390 389 386 385 380 366 360 354 350 343 286 223 157 89 17 0 0

Northwestern - Sprespecified -
Medicine
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Immune-Mediated AEs and Infusion Reactions in Combined Phases

B Pembro + Pho +

2 3 Chemo/Pembro  ChemolPbo
20 Pembro + Chemo/Pembro [l (N =783) (N =389)
1 Pbo + ChemolPbo | N Any grade 436% 21.9%
1 Grade 35 14.9% 2.1%
1 Led to death 0.3%: 0

Led to discontinuation of 10.9% 2.6%
any drug

Incidence, %

0
e £ & & N © S5 & S
s F Fe e & & S &
& S NN S 3 st
& & et N W < $
\&“ﬁ\ <oF &q“' &

Immune-Mediated AEs and Infusion Reactions with Incidence 210 Patients

e, f
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Immune-Mediated AEs and Infusion Reactions in Adjuvant Phase

Pembro + 0 +
Grade Chemo/Pembro  ChemolPbo
18 12 35 (N = 588) (N =331)
16| Pembro + Chemorpambro I Ay grode T00% S 0%
1] PO ChomolPbe I Grade 3-5 2.9% 0.3%
25 Led to death 0.2%2 0
£ Led to discontinuation 1.4% 0.3%
$
2s A total of 4 deaths occurred in the pembro arm compared to one death in the
6 placebo arm. TRAEs included sepsis, pneumonitis, PE, and autoimmune
. ,encephalitis vs septic shock

Immune-Mediated AEs and Infusion Reactions with Incidence 22 Patients

u or b terms included in aciton to
Data cutoff date; March 23,2001

ferred terms lsed,

e fonformaton Apprved D / EDARg embroizumab for btk at-tage il negatve breastcaner

FDA approves pembrolizumab for high-risk
early-stage triple-negative breast cancer

= n o | @ emad | B pree

On July 26, 2021, the Food and Drug

d
Resources for nformaton |

Approved Drugs

ative breast cancer (TNBC) in combination Comten ot e o
oz

nt, and then continued as a single agent as
Yo adjuvant treatment after surgery Regulated Product(s)

Northwestern
Medicine
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Updates in Breast Cancer
William J. Gradishar, MD

A New SOC for Early TNBC! Now the Questions.....
[vorile [ kspy | dewworesz2 | IMPASSIONG3L | NeoRP | GeparUEVO |

Total patients 69/180 1174 (602)

Type of CPi PD1 PD1 PD-L1 PD-L1 PD-L1
Pembro Pambro Atezo Atezo Durva

Stage Stage II/1ll Stage Il/ill Stage /Il Included N3 disease 35% stage |

Anthracycline pre-op yes yes yes no yes

Included carboplatin no yes No (nab-pac) Yes (nab-pac) no

2wkson, 1 wkoffx8
Improved pCR yes yes yes no yes
Improved EFS NR: Yes NR NR yes

pCR>nonpCR 76.8 vs 84.5%

* Results from GeparNUEVO raise question of optimal duration of 10 therapy for early TNBC
* With pCR - Is neoadjuvant sufficient or is one year needed?
« Optimal chemotherapy backbone? Carboplatin/anthracycline?

« Selection of those who benefit — stage? TILS? — balancing cost and toxicity in high-risk disease

Nanda et al, JAMA Onc 2020; Schmid et al, NEJM 2020 & ESMO 2021; Mittendorf, Lancet 2020; Gianni et al, SABCS 2019; Loibl et al, Ann Oncol 201!

Friday, August 20, 2021

Ongoing Phase Il Trials with 10 in TNBC

Neoadjuvant/adjuvant Adjuvant
* Atezolizumab * Atezolizumab
 NSABP B59/GeparDouze (n=1520) * Impassion 30 (n=2300)
+ Pac/carbo * AC/EC * PacAC/EC
* EFS NeoTRIPaPDL1 (n=272) * Avelumab
* EFS Impassion 031 (n=333) * A-Brave (n=335)
. * Adjuvant and post NAC high risk:
* Pembrolizumab avelumab alone
* EFS Keynote 522 (n=1174) * Pembrolizumab
* NeoPACT (n=100) * SWOG S1418/NRG BR0O06 (n=1000)
* Docetaxel/carbo/pembrox 6 * Post NAC: Pembro vs Obs x 1 yr

OlympiA: Trial schema

+ Local genetic testing or

Neoadjuvant Grou
on-study central screening - Tg6- non pOR Olaparib
o o )

+ Hormone receptor-positive: 300mg
non-pCR and CPS+EG score > 3 twice dally
likely pathogenic BRCA1/2 2 6 cycles. : v
mutation Neoadjuvant —> Surgery = +/- Radiotherapy . (IDFS) by STEEP system:
Chemotherapy 11

Secondary End Points

Randomization
- HER2-negative

- Distant disease-free survival'
Adjuvant Group eiss

N=1836 "
(hormone receptor-positive |+ TnBC: 2 pT2 or 2 pN1  Overal sunival (05)
or TNBC) - Hormone receptor-positve ' S e e
> 4 positive lymph nodes ' L e i
» Stage IIIll Breast Cancer 26 cycles | twice daily
or lack of PathCR to NACT ~ Surgery —> _ Adjuvant — +/- Radlotherapy | for 1 year

Chemotherapy. .

Stratification Factors Concurrent Adjuvant Therapy

+ Hormone receptor—positive vs. TNBC + Endocrine therapy
+ Neoagjuvant vs. acjuvant + Bisphosphonates
Prior vs.no) - No hemoth

plor +1e defied as ER anclor PR posive (IHC staing = 1%)
Triple Negatie defned as ER and PR negatve (IHC stanng < 1%)
Hudis CA,J Gin Onc 2007

e By A T M A P S Sasctnt ot s S mpree s tondnntcs. 2021 ASCO

ANNUAL MEETING
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Hormone receptor status*
Hormone receptor 2 1% / HER2-"
Triple Negative Breast Cancers

Menopausal status (female only)

168 (18.2%)
751 (81.5%)

:
OlympiA: Patient characteristics
Olaparib Placebo
(N =921) (N =915)
Age, years, median (interquartile range) 42 (36-49) 43 (36-50)
BRCA gene affected in germline
BRCA1 657 (71.3%) 670 (73.2%)
BRCA2 261 (28.3%) 239 (26.1%)
BRCAT and BRCA2 2(0.2%) 5(0.5%)
BRCA testing available
Local and central BRCA result* 550 (59.7%) 540 (59.0%)
Local testing only 130 (14.1%) 141 (15.4%)
Central Myriad testing only 240 (26.0%) 234 (25.6%)
No local or central Myriad testing available 1(0.1%) 0 (0.0%)
Primary breast cancer surgery
Mastectomy 698 (75.8%) 673 (73.6%)
Conservative surgery only 223 (24.2%) 240 (26.2%)
Missing 0(0.0%) 2(0.2%)
Present 5. Ancrew Tut MB ChE PD FifedSc ARG | Contck o vt b oy mmite ommad iy ics, 2021 ASCO'
T ANNUAL MEETING
:
OlympiA: Patient characteristics
Olaparib Placebo
(N =921) (N 15)

157 (17.2%)
758 (82.8%)

Premenopausal 572/919 (62.2%) 553/911 (60.7%)
Postmenopausal 347/919 (37.8%) 358/911 (39.3%)
Prior chemotherapy
Adjuvant (ACT) 461 (50.1%) 4565 (49.7%)
Neoadjuvant (NACT) 460 (49.9%) 460 (50.3%)
Anthracycline and taxane regimen 871 (94.6%) 849 (92.8%)
Neo(adjuvant) platinum-based therapy 247 (26.8%) 239 (26.1%)
Concurrent endocrine therapy " o
(HR_positiva only) 146/168 (86.9%) 142/157 (90.4%)
e by loca st esis
“Folowiy 2 prtoo| amende n 205 the 1t patnt i omone esepor-posie disease was nroled i December 2015
Tl PSS ar CWeE 1o 0 Sty o e W_NEgathe oastsancer Subst acause ey oo 1o v confimed FERCZ-negate tais
= ANNUAL MEETING

m
OlympiA: Invasive disease-free survival (ITT)
100
80
g
2
iy
2 60
£3
=% ——— Olaparib (106 events)
25 40 P
8 —— Placebo (178 events)
E
20 -
Stratified hazard ratio 0.58 (99.5% Cl, 0.41-0.82); P<0.0001
0 Difference: 3-year IDFS rate 8.8% (95% Cl, 4.5-13.0%)
0 6 12 18 24 30 36 42
s B Time since randomization (months)
Olaparib 921 820 737 607 477 361 276 183
Placebo 915 807 732 585 452 353 256 173
o ANNUAL MEETING
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m
100
£
IDFS 5 80
P<0.005 ;
DDFS and 5
oy 3 60
tested if IDFS 4
significant o
9 % a0 - Olaparib (89 events)
. —— Placebo (152 events)
PDET& Recycling of 2 -
< £
e & Stratified hazard ratio 0.57 (99.5% Cl, 0.39-0.83); P<0.0001
e O Difference: 3-year DDFS rate 7.1% (95% Cl, 3.0-11.1%)
0s analyses 0
e : T T : . T T ;
0 6 12 18 2 30 36 42
i Time since randomization (months)
Olaparib 921 823 744 612 479 364 279 187
Placebo 915 817 742 594 461 359 263 179
il B i T B PO 0 B . 2021 ASCO
T ANNUAL MEETING

OlympiA: Overall survival

100 98.1

80
g
T 60
H ——— Olaparib (59 deaths, 55 due to breast cancer)
a
3 4 Placebo (86 deaths, 82 due to breast cancer)
s

20 Stratified hazard ratio 0.68 (99% CI, 0.44-1.05); P=0.024
not significant based on level of P<0.01 in IA alpha spending plan

Difference: 3-year overall survival rate 3.7% (95% Cl, 0.3-7.1%)

0
0 6 12 18 24 30 36 42
No. at risk Time since randomization (months)
Olaparib 921 856 801 659 531 400 310 205
Placebo 915 865 801 659 516 397 92 199
st ;Ao Tt MB B, P1D P ah8c021 | Gt ety muter o iscs. 2021 ASCOY

ANNUAL MEETING

NCCN Guidelines Now Recommend Olaparib as a Category 1 and Preferred
Treatment Regimen in Patients With Early TNBC

PREOPERATIVE/ADJUVANT THERAPY REGIMENS D5481
HER2-Negativet"

Prd:mdnukmns

followed by paclitaxel mny : weeks'
* Dose-dense AC (doxorubicin/cyciophosphamide) followed by weekly pa
|2 TC (docetaxel and cyclophosphamide)

f triple-nega (TNBC) and fier preop Therapy with taxane-, alkylator-, and anthracycline-based
chemotherapy:!

» Capecitabine; or

+ Olaparib, i high risk and germiine BRCA1/2 mutations.

Useful In Certain Circumstances: Other Recommended Regimens:

+ Dose-dense AC * AC followed by docetaxel every 3 weeks'

+AC (doxorubicinicyciophosphamidel every 3 weeks (categry 25) |- EC [spirublcinicyciophosphamide)
- CMF

* AC followed by weekly pi

itaxel' - Sela patients with TNEC In the praopérative sattng onty!
¥ Waekiy paciliaxel + cibopiati
+ Docetaxel + carboplatis

The recimens isted in the table for HER2-nacative disaase are al caecory 1 (exceot where indicated) wihen used in the adjvant setting
"Considar addiion of adiuvant olagarb for 1 v ater aduvant chemotheraoy for those with aermin BRCAT/2 mulations and efher 1) TNBC and 20T2 ar2 oN1 disease (cateqory 1
7 2) HR.nsifivn HFR?.nacaiiva 24 nosifiva kmnih rdas. For hsa wiih aamine RRCAL? miialions and HR-posiive. HERJ.neaaiiv disaasn who resived praoneraiive
chemotheraou. olaari for 1 v a cinical st A

The aients in OkmoiA s thers is or the other

Hiahrsk arouo includes those with o oCR and and

and estrogen receplor status and histologic grade (EG).

ideines®) for Breast Cancer V.5.2
sion ofthe gudsine, 3 onine to NCC»

> National Comprenensive Cancer Networt,
o

pe NCCN Ciical in Oncology (NCC!
Ic. 2021, All s reserved. Accessed Juy 15, 2021, To iewthe most recen and comp
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Olaparib Recommended in ASCO guidelines as Adjuvant Therapy
in gBRCAm High-Risk Earlv Breast Cancer

2021 Updated Recommendation: The updated
recommendation for June of 2021 Is -- For patients with early-

stage, human epidermal growth factor receptor 2 (HER2)-

negative breast cancer with high risk of recurrence and

germline BRCAT or BRCA2 pathogenic or likely pathogenic

wariants, one year of adjuvant claparib should be offered after completion of (neo)adjuvant chemotherapy and
local treatment, including radiation. For those who had surgery first, adjuvant olaparib is recommended for
patients with TNBC and tumeor size > 2 ¢m. or any involved axillary nodes. For those with hormene receptor-
positive disease, adjuvant claparib Is recommended fer those with at least four Involved axillary lymph nodes.

For patients who had neoadjuvant chemotherapy, adjuvant olaparib is recommended for patients with TNBC
and any residual cancer; for patients with hormone receptor-positive disease, adjuvant olaparib is
recommended for patients with residual disease and an estrogen receptor status and tumor grade (CSP+EG)
scorez 3,

Asco

deine. Accessed June 29, 2020. hips:/ 9 cancer#/ 143725,

Thank You
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