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Ten different molecular subtypes of
Breast Cancer with therapeutic implications

ER+ and/or PgR+ (70% of pts)

ER+ and/or PgR+ and HER-2+ (triple positive)
ER+ and/or PgR+ and PI3K-mutated (40% of pts)

ER+ and/or PgR+ and BRCA-mutated

TNBC * BRCA mutation

TNBC + PD-L1 positive
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Proposed therapeutic algorithm
for luminal subtype MBC in 2020

Postmenopausal ER+ mBC
| |

Prior endocrine therapy as

. Prior en rine ther for
adjuvant treatment only I E O U E

mBC

1 |
[ 1 v v

No Yes PD on NSAI PD following first-

line TAM or
i i fulvestrant

«De_ novo» mBC ER+ Fulvestrant + CDK4/6 inh. &
with r/‘TO prior HER2- Fulvestrant + alpelisib* NSAI + CDK4/6
Al/Tam (PI3K- mutated} NSAI*
¢ Exemestane + everolimus¥

NSAI + CDK4/6 inh.

; Adj: Relapse on or within
*
Fulvestrant® (bone) 12 months of completing NSAI

) Adj: Relapse >12 months of
completing NSAI

*SOLAR-1,¥ BOLERO-2

*Pts with very limited bone disease
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Trials in advanced luminal disease of interest for
clinical practice

Aim: Best endocrine partner Aim: Does Alpelisib work after
with CDK4-6 inhibitor ? CDK4-6 inhibitor ?
Parsifal BY-lieve
Fulvestrant (F) +
First line — palbo (F) Prior —  Lohori AT . .
« End. sensitive » _®_ CDK4-6 N = 112Fulv + alpelisib
N = 486 L, Letrozole (L) + inh — > CohortB
palbo N =112) etrozole + alpelisib
Median PFS 28m (F) vs 33m (L) * Median PFS 7.3m
- Failed to show superiority or Clinical benefit 45%
non inferiority of F ! Discontinued for AE 20%
- Same dose intensity Benefit of prophyl antihistaminics
(70% w/o rash)

Results cohort B pending
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CDK4/6i in HR+/HER2+ Disease
MonarcHER Study

|||||||||
JJJJJJJJ

TTTTTTTTT

DET



San Antonia Braast Cancar Symposum®, Dacembar 10-14, 2019

monarcHER STUDY DESIGN

Stratification Factors: Continue until PD
« number of previous systemic
regimens (2-3 vs. >3)

* HR+, HER2+ 7 mﬁ"a:ﬂ:a'g’; abemaciclib 150 mg PO BID +
ABC trastuzumab IV LI+
. z?wp;o;HERZ —— fulvestrant® IM g28d Eﬂmgmﬁndl%lm
irecte: * PFS< (Avs.C,
theraples for ABC 5 Og > then B vs. C)
+ prior T-DM1 and o
taxane required = 1:1:1 M mﬂm
« CDK4&6 abemaciclib 150 mg PO BID + Endpoint
. s ") 1/
inhibitor/ Sample Size Calculations: baeieiond (g * ORR, safety, OS,
:J:z::';:::::f - 165 PFS events give 80% PRO, PK
* power at 2-sided alpha of
symptomatic 0.20, assuming a HR of 0.667 Arm C

CNS metastases trastuzumab IV q21d +

investigator's choice
chemotherapy®

Abtrewations: ARC = adhanced breust cancer, W4 = hormone receptor-posihive. MERZ2[+) = fuman epidermal growth foctor reveptor-2 [postae), n = number of potienty, PD = progres:
disease, iD= twice daly, 210 every 21 doys, PFS = Progression Free Survival, ORR = Onjective Responie Rate, G5 = Owevall Sorwval. PRO « Patient Repovted Outcomes, PX = aharma:
‘Daungper fulvestrant label

“Standardof-rore sngle-agent chemctherapy should Inchude approved drug In Dreast cancer,
“Inwstgatoessasied

0ngress
Tolaney S et al.
This presentation is the lntelggaagprooerty of the author/presenter. Contact them at shurviz@mednet.ucla.edy for permission to reprint and/or distribute.
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San Antonia Breast Cancer Symposum®, Dacembar 10-14, 2019

MONARCHER PRIMARY ENDPOINT:

Arm A= abemaciclib + trastuzumab + fulvestrant
PFS Arm B= abemaciclib + trastuzumab
Arm C= trastuzumab + chemotherapy

100% - median HR  2-sided Log-rank test
- ArmA 832 0673 0.0506 (A vs. C)
0% -+ ArmB 565 0843 0.7635(Bvs.C)
- ArmC 569
30%
'-g 70%1 . ——
3 « Statistically significant
g " improvement (A = 2.6 months A
L % mesmmmemmests vs. C) in PFS at prespecified 2-
o] ] .
3 : sided alpha of 0.2
g aom : : No PFS benefit observed for B
© 0w 5 i i
10% § é
0% 1 : :

0 2 4 [ g 10 12 14 16 18 20 22 24 26 28 0
Time (months)
Numzer at risk

am A n 6l 53 - a6 a4 29 21 4 d 13 G -4 4 b a
arm B 9 ol 49 33 20 23 18 1 i1 a ] £ 5 3 1 0
P 79 54 a4 27 22 20 17 15 e 7 S 3 2 1 o 0

Tolaney S et al. i
This presentation is the Intelieci2d) B&eny of the author/presenter. Contact them at shurnviiz@mednet.ucla.edu for permission to reprint and/or distribute. ‘l
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San Antonia Breast Cancar Symposum®, Dacembar 10-14, 2019

CONFIRMED BEST OVERALL RESPONSE RATE A - toemacit + sumsmap o™

Arm C= trastuzumab + chemotherapy
35.7%
40% 40%
@ n= 25
n=26
0% 30%
‘ 16.2% 15.9%
20% 13.9% % n=11 n=11
n=11 n= 11
10% 10%
Measurable
ITT Population 0% Disease 0%
Total N = 237 Total N = 207
ArmA ArmC Arm A ArmB Arm C
N=79 N=79 N=79 N=70 N=68 N=69
95% ClI (%) (22.5-43.3) (6.3-21.6) (6.3-21.6) 95% Cl1 (%) (24.5-46.9) (7.4-24.9) (7.3-24.6)
Stratified 2-sided p- 0.0042 1.0000 - Stratified 2-sided p- 0.0111 1.0000 -
value (vs Arm C) value (vs Arm C)
Duration of 125 95 not reached Duration of 10.4 9.5 not reached
Response, months - Response, months
ongress

Tolaney S et al.
This presentation s the Intetie2il Bopeny of the auther/presenter. Contact them at shurvitz@mednet.ucla edu for permission to reprint and/or distribute.
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ALPELISIB + Fulvestrant in HR+, HER2- MBC
Results of the phase Il SOLAR-1 Trial Qisolar1

André F. et al
ESMO 2018 - NEJM 2019

ALP 300 mg QD PO Primary endpoint
+ FUL 500 mg IM* * PFSin PIK3CA-mutant
Men or postmenopausal PIK3CA- n=169 cohort

women, with HR+, ~» mutant cohort PBO
- =341
HER2- ABC (n=341) + FUL 500 mg IM*

» Recurmrence/progression n=172

on/after prior Al
Identified PIK3CA status (in

100 =

archival or fresh tumor tissue)
Measurable disease or

Median PFS, months:

80 = " ; _
- - Alpelisib + fulvestrant (n=169) 11.0 (95% CI: 7.5-14.5)

=

>1 Pre«d-:?mmanll‘s‘Ir lytic 2 ———— Placebo + fulvestrant (n=172) 5.7 (85% Cl: 3.7-7.4)

bone lesion 5 60~
» ECOG performance status <1 S

(N=572) g 07 +5,3Mo
o P = 0,00065 _1ﬂ_h

20 - ‘-H_A_k ]_l

0= i

IIIIIIIIIIIIIIIIIIIII L L L L L L L L L
A e o1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 35 26 27 28 25 30 31

* Time (Months) e
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Overall Survival Results From

SOLAR-1, a Phase 3 Study of

Alpelisib + Fulvestrant for HR+,
n HER2- Advanced Breast Cancer

100+
804
£
£
S 60+
o
©
a
&
£ a0
= 40 Alpelisib Placebo
S + FUL + FUL
w (n=169) (n=172)
No.events,n(%)  B7(515)  84(347)
204 | censored, n (%)  B2(485)  78(453)
,u:d'm i — (?!‘%91 (268413)
HR(95%CH 086 (0.64-1.15)
04 | Pvalue (one-sided) 0.15 O V Censoring times
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
’ Numbhar nf natiante <till at rick Tlme (“onths)
23
L s
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CONgress
ERESMD
Overall Survival Results From
SOLAR-1, a Phase 3 Study of
Alpelisib + Fulvestrant for HR+,
n HER2- Advanced Breast Cancer

SOLAR-1: OS by Subgroups

No. of No. Patients with : ~
Subgroup Patients — Hazard Ratio (95% Cl)
All subjects 34 181 —0— 0.86 (0.64-1.15)
e LUNG/liver metastases? Yes 170 105 o 0.68 (0.46-1.00)
No 1 76 — ———— 1.18 (0.74-1.86)
Bone-only disease Yes 77 K} T ¢ 1.74(0.83-3.68)
Prior CDK4/6 inhibitor 100
treatment®
ER status
PR status ' - 80 -
ER and PR status Both §
Positive - | 5
60
Line of advanced e
anti-cancer treatment Sex g'
Endocrine status Primary re, & 404
Secondory € 5
ECOG status 20 - |_No. events, n (%)
Cemsoted, 0% Visceral Mets .
Full Analysss Set, PIK2CA-mutant cohort mo(gs%ci) 9 +14.4 m
o - [HRiss%C) ’ O V Censoring trmes?
.u. L e B P PR L 0 e Y I B I T N T R e A IR O S Y B R A R T O L P R R BRI RN S R e A R R B A ] )
* NS 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 -
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MonarchE and PALLAS : Study characteristics

CHARACTERISTICS MONARCHE PALLAS
Study drug (2y) Abemaciclib Palbociclib
Inclusion period 07/17 — 08/19 09/15-11/18
Stratification factors Previous chemo Stage Il A vs 1IB/III

Menopausal status Chemo yes/no
Region Age (50), Region

Pts eligibility LN + (24) or LN + (1-3) +

T=5cm or gr3 or ki67 2 20%

Statistics 85% power for HR 0.73 85% power for HR 0.75
5y IDFS 82,5% in control (IDFS)
Arm (390 IDFS events)

Interim analysis 50% of required events 1st futility (167 events)

2d futility (313 events)
469 IDFS for final analysis

¢
’1:1‘ Johnston et al, JCO, 38, 2020 ®
T Mayer et al, ESMO 2020
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Abemaciclib (MONARCHE) and Palbociclib (PALLAS) in the Adjuvant Setting:
Primary end point results

MonarchE IDFS (med FU: 15,5 mo.) PALLAS IDFS (med FU: 23.7 mo)

E oo 1030 —
E an KL_-I— m_-\gc-“k;_ﬂ—h
o Abema+ET ET "] Palbo+ET  ET alone
e | . £
'E 22_ iDFS (Zy) 92.2% 87% Em- iDFS 88.2% 88.5%
@ &
40+
§ =l HRO0.75,95% Cl 0.60 — 0.93 (P=0.01) g HR 0.93, 95% Cl 0.76 — 1.15
@ 20 ]
§ 1Dd “ Event
= 0 PatoacteET 17
°% 3 B g 12 15 18 21 24 27 30 33 ey o
Mumber at risk Time (months) 1 & o o P o %
abemaciclib + ET 2608 2676 2613 2543 1996 1371 018 566 245 3 1 0 _ Menths frem randomization
ET Alone 2829 2699 2640 2562 2013 1405 032 586 262 7 B 0 *A:;.:‘;E.L.E; sy asas 2 128 3 e 5
Johnston SRD et al, JCO 2020, LBAS Mayer, EL et al, ESMO 2020, LBA 12
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Why do MonarchE and PALLAS results differ?

MONARCHE PALLAS

Selection of pts More selective (100% high Less selective (60% high risk
risk pts) pts)
CDK 4/6 inh. features Continuous therapy; Intermittent therapy
Pan CDK inhibitor CDK4/6
CDK4/6 discontinuation 16.6% 42%
CDK4/6 reduction 41% 89%
Sites of recurrence Bone: 30 (Abem.) vs 53% (ET NA
alone)

Visceral: 69 (Abem.) vs 59% NA
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Is abemaciclib a standard of care in EBC?

The decision to use adjuvant CDK4/6 inhibitor (Abemaciclib) therapy is more
complex than the obtained results of iDFS with a median FU of only 15
months.

- OS data are important (awaited)
- More mature data of iDFS are important (at SABCS?)
- Qol and PROs are important

- Financial aspect is important

QuO
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HER-2 Positive Breast Cancer:
Understanding the present,
Moving to cure this disease ?!
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Biomarkers (early FDG—-PET) in HER2+ early disease :
who can forego chemotherapy ?

« Excellent responders » to

|
Trastuzumab + Pertuzumab

{
identified by

FDG-PET

}

« Phergain » neoadjuvant trial
PET response (SUV 4, by > 40%)
after 2# (= 80% of pts)

|
PCR = 40%

ASCO 2020, abst 503

QuO

* |NSTITUT -
JULES BORDET ]
INSTITUUT am

Iris




HER2+ BC: Optimizing neoadjuvant therapy
Anthracyclines needed?

« Train 2 » Dutch trial
N = 423 patients with stage Il/Ill disease

,, (® ]

Pac carbo HP x3 F E(%O) Cx3
¥
Pac carbo HP x6* Pac (I:arbo HP x6*
v v
PCR 68% sSurgery PCR 67%
| |
H continued H continued
3y EFS 93.5% 3y EFS 92.7%

3y EFS HR 0.90 (0.50 — 1.63)
More , in LVEF with 11% stopping H early

* Paclitaxel weekly d1+8; carbo AUC 6 q3wks and 2 acute leukemias ASCO 2020 — abst 501
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KATHERINE STUDY: Role of T-DM1 in residual
disease following neoadjuvant therapy
= Standard of care
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HER2+ BC: Results of Adjuvant T-DM1
replacing taxane

« Kaitlin » : N = 1846 « high risk patients » (90% N+)
Median fup 57 months

® .

AC | THP AC | KpP
3y IDFS(94%) HR 0.97 3y IDFS©2.8%)
(0.71-1.32)
88% <«——— Completed therapy —_— 65%*
4% — Withdrew for AE — 28%

Patient reported outcomes —— Improved...
HR 0.71 (0.42-0.80)

* 118 cycles of T-DM1 planned T = ta Xane, K=T-DM1 ASCO 2020 - abst 500
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Treatment of HER2-positive MBC

Progress Over Time

OS

First-Line'2

Second-Line3#4

CT+H 25.1 months

_ 40.8 months

Cape 16.2 months
2010

Cape-Lap 18.8 months

10 20 30 40 50 60

M Onth S Courtesy of Pierfrance Conte and Valentina Guarneri

v

Cape, capecitabine; CT, chemotherapy; D, docetaxel; H, trastuzumab; Lap, lapatinib; OS, overall survival; P, pertuzumab; T-DM1, trastuzumab emtansine

1. Slamon D, et al. N Engl J Med. 2001;15(1);344:783-792. 2. Swain S, et al. N Eng/ J Med. 2015;372(8):724-734. 3. Geyer C, et al. N Engl J Med. 2006,355:2733-2743.
4. Verma S, et al. N Engl J Med. 2012;367(19):1783-1791.
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Progress on the clinical Management of HER2
Positive advanced Breast cancer in 2020

* New HER2 agents in ABC
* Neratinib (NALA)

(s Tucatinib h
* Pyrotinib
* Trastuzumab Deruxtecan (DS-8201)

* Perspectives
* Antibody drugs conjugates (high and low HER2
expressors!)
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New HERZ2-TKIs for advanced disease

Potent HER2 TKI with Potent Pan-ErbB
minimal EGFR inhibition receptor TKI (HER1-2-4)
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HER2CLIMB Trial Design

Key Eligibility Criteria
HER2+ metastatic breasl cancer
Prior treatment with trastuzumab,
pertuzumab, and T-DM1
ECOG performance status 0 or 1
Brain MRI at baseline

« Previously treated stable brain
metastases

« Untreated brain metastases not
needing immediate local therapy

» Previously treated progressing brain
metastases not needing immediate
local therapy

* No evidence of brain metastases

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

San Antonio Breast Cancer Symposium®, December 10-14, 2019

Tucatinib in HER2+ MBC * Brain metastases

Tucatinib + Trastuzumab + Capecitabine
{21-day cycle)

Tueatinib 300 mg PO BID

+

Trastuzumab 6 mg/kg Q3W (loading dose 8 ma/kg C1D1)

+

Capecitabine 1000 mg/m? PO BID (Days 1-14)

Placebo + Trastuzumab + Capecitabine
(21-day cycle)

Placebo
-+

Trastuzumab 6 magl/kg Q3W (loading dose 8 mg/kg C1D1)

+

Capecitabine 1000 mg/m? PO BID (Days 1-14)

htlps:Vclinicaltrials govici2/show!/NCT026 14734

This presentation is the intellectual property of the author/presenter, Cantact them at rmurthyl @mdanderseo org for permission (o reprint and/or distritutle
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San Antonio Breast Cancer Symposium®, December 10-14, 2019

HER2 CLIMB
Key Baseline Demographics and Disease Characteristics

Total Population, N=612

TUC+Tras+Cape Pbo+Tras+Cape
Characteristic, n n=410 n=202
Female 407 (99) 200 (99)
Age (years), median (range) 55.0 (22, 80) 54.0 (25, 82)
204 (50) 94 (47)
ECOG performance status 206 (50) 108 (54)
Stage 1V at initial diagnosis 143 (35) 77 (39)
Bt To P Eint ER and/or PR-positive 243 (60) 127 (63)
ER and PR-negative 161 (40) 75 (37)
Prior lines of therapy, median Overall 4.0(2,14) 4.0(217)
(range) Metastatic setting 3.0 (1, 14) 3.0 (1, 13)
IPresence/history of brain metastases 198 (48) 93 (46) I
Treated, stable 118 (59.6) 55 (59.1)
Untreated 44 (22.2) 22 (23.7)
Treated, progressing 36 (18.2) 16 (17.2)

Baseline characteristics were balanced between endpoint populations and treatment arms

This preseniation is the intellectual property of the author/presenter, Contact them al rmurthyl @mdandersoen org for peemission (o reprint andlor distribule
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San Anlonia Breast Cancs Symposum®, Dacembar 10-14, 3015

Progression—free Survival

A Kaplan-Meier Estimates of Progression-free Survival

1004 ' Median
904 T Mo. of Events/ Duration
%0 No. of Patients (95% CI)

mao
70 sz G "

Tucatinib Combination 1787320 7.5 (7.5-9.9)
60 ; Placeba Combination a7/la0 5.6 (4.2-7.1)

A . Hazard ratio for disease progression or death,
40 i 0.54 (95% C1, 0.42-0.71)
L Tucatinib P0.001

Ay combination

Placebo
combination

i 12.3

Disease Progression [%6)

5
=
4]
3]
£
[
=
E
m
w
i
<
=
=
3]
'E

i T T T
6 8 12 15 18 21 24 27

Months since Randomization

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

e NEYW ENGLAND
i JOURNAL of MEDICINE

REK Murthy et al. NEngl J Med 2018, DOIL
10,1056 'MEJMaal91 4600

This presentatan s e intelechsal |:::-|'|_':-|:|{e-rtf,' of the authon presenier Co Amednet ucla edy for per 1o repnnt and/or distrbute
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San Armonia Breast Cancar !'-::,-n'mr.-'-.-ln'.' Deicembar 10=14, 2015

Progression—free Survival among the Patients with Brain Metastases

A Kaplan-Meier Estimates of Progression-free Survival among Patients with Brain Metastases

100 - Median
904 1 Mo. of Eventsf Duration

50— Mo. of Patients (95% Cl)
o

M Tucatinib Combination 10&6/1498 Lo {62-9.5)
60 Placebo Combination 51/93 5.4 (41-5.7)

304 Hazard ratio for disease progression or death,
40 0.48 (95% CI, 0.34-0.69)

304 s

20+

Disease Progression (35)

Tucatinib
10— e combination
l"} 1 | 1 |
1 1 24 27 30 33 1ie

Patients Alive and Free from

Months since Randomization

the NEW ENGLAND

JOURNAL of MEDICINE
RK Murthy ot al. NEngl J Med 20158, DO
10,1058 NEJMaa1914608

* This presentation is the intellectual property of the authon'presenter. Contact them at ghundizi@mednet ucla edy for per af b reprnt and/or distribute
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San Antonio Breast Cancer Symposum®, Dacembar 1014, 2019

Overall Survival in the Total Population and Prespecified Subgroups.

A Kaplan-Meier Estimates of Overall Survival

1001~ Median

90 i No. of Deaths/ Duration
80 p No, of Patients (95% Cl)
S Tucatinib

wLombination - yycarinib Combination 130410

60 " Placeba Combination 85/202
oy
"‘\.‘ \
—-“ T ™ —— ————y
Placedo L 0.66 (95% CI, 0.50-0.88)
combination %, - — P=0.005

44.9 ] g -
1 2 Hazard ratio for death

Patients Alive (%¢)

T JUUPFUUD ATHIFA L U0 RNTEE STl
No. of Deatesy >
Subgroup Totad Mo Hazard Ratio for Death 95% CI)

B3N
Race
ahre
Nonadiiic
Hnsmwens receapia satne
Yemaw bt R, 9, oo both s - SN )
Negtve [ 2R anc PR 0 0521032 08}

Hverlor Bonis metvsbus

f 8 : 0351020085

e

o L

DRFAUELES Bt

0310033 080
DETRUE TS Bt
"« NEW ENGLAND Seograpten ngun
JOURNAL of MEDICINE Jnie3 Sotes n Conidy it . bon s 0o

e vzl == w wcelsd Y153 DESHLHETS B (1]

RK Murthy et al. NEngl J Med 2018, DOL:
10,1056 /NEJMoa1914609

Turzetinid Combhinatinn Plarwhe Cembhiration
fntter Netter

.u This pr tation is the intellectual property of the author/pre
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San Antonio Breast Cancer Symposium®, December 10-14, 2019

Most Common Adverse Events (220% in the Tucatinib Arm)

Grade Grade Grade
7 1 2 23

TUC + Tras + Cape |} = m
Pbo + Tras + Cape i [} ]

Frequency
0 0% OZ 0f O¥ 0S 09 0L 08 06001

PPE: palmar-plantar erythrodysesthesia, AST: aspartate transaminase, ALT: alanine transaminase

\/ This presentation is the intellectual property of the author/presenter, Contact them al rmurthy @mdandersen org for permission (o reprint and/or distribute
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New Antibody drug conjugates (ADCs) targeting HER2

Agent Target Phase of Initial Phase | Main Side
development Results Effects
. 0,
Humanized HER2 ) s . .
antibody + Ongoing phase Il PFS:10.4 mo. Gastrointestinal
Dss201a' | Oisome‘:ase_l (DESTINY-Breast0l)and and
_toPo 111 (NCT03529110) (heavily pre- haematological
inhibitor exatecan treated patients)
Ophthalmologic
SYD9852 Trastuzumab + Ongoing phase lli RR: 33%2 effects
duocarmazine (TULIP) PFS: 9.4 mo. (conjunctivitis and
keratitis)
. . Transaminases
RC48- ADC3 HER2 antibody + Ongoing phase Il RR: 36.7% elevations
MMAE (NCT03500380) .
Neutropenia
0O 5
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San Antonio Breast Cancer Symposiufyp December 10-14, 2019

Trastuzumab Deruxtecan (DS-8201) is a Novel ADC Designed to

Deliver an Optimal Antitumor Effect

Trastuzumab deruxtecan is an ADC composed of 3 components:

« A humanized anti-HER2 IgG1 mAb with the same
amino acid sequence as trastuzumab

+ A topoisomerase | inhibitor payload, an exatecan derivative

« Atetrapeptide-based cleavable linker

Humanized anti-HER2 Deruxtecan'?
1gG1 mAb*?
Tetrapeptide-Based Claavable Linker :
Topeisomerase | Inhibor payioad
(Dxd}

The cirmcat red e of thase § n under 1
ADC. antibody drug confugate; MOA, mechanism of action.

3. Mekada T, wtal. Chmm Pharm Bul {Tokyo|. 20096N35173-135 2 Ogeani ¥, ot o Oin Cancur Bes. 2006 22020)5097-5304. 3. Trasl PA, wt al. Prarmacol Thee, 2008:162:126-142. 4. Optare ¥, at al. Cancer Sd. 2016;30717|:1039- 1096

Payload MOA:
topoisomerase | inhibitor

High potency of payload

High drug to antibody ratio = 8
Payload with short systemic half-life
Stable linker-payload
Tumor-selective cleavable linker

Membrane-permeable payload

Thes presentation is the mtellectual property of the author/presenter. Contact them @roofpartners orgfor parmission to reprint and/or distribute.
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DESTINY-Breast01 Study Design:
An Open-Label, Multicenter, Phase 2 Study

PART 1 PART 2

Population
PK Stage Dose-Finding Stage Continuation Stage
+ 218 years of age

* Unresectable and/or

metastatic BC . OM1

> HERZ'DOS“‘VE (centrally Resistant/Refractory
confirmed on archival (n=249)
tissue)

=P« Prior T-DM1
* Excluded patients with

history of significant ILD
=P« Stable, treated brain ]T‘:)"l'” !
nioleran
metastases were (n=4) * Primary: confirmed ORR by independent central imaging
allowed facility review per RECIST v1.1
5 : 7 184 patients
::;og:a;yx nar:\\:ieztaifgea;or assessed ORR, DCR, DOR, CBR, enrolied at 5.4 mg/kg
* 53% HR positive
* HER2 IHC 3+ 84%; 1+/2+ (FISH+) 16%
* 92% visceral disease; 13% h/o brain metastases
* Median 6 prior lines of therapy (range 2-27)
.1;' Thes presentation is the nteflectual property of the author/presenter. Contact them @roofpartiners orgfor parmission to reprint and/or distribute.
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Response to Trastuzumab Deruxtecan,

Subgroup Analyses.

A Change from Baseline in Tumor Size
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According to Tumor Size and

ORR: 60.9%
Complete Response Rate: 6%
Duration of Response: 14.8 mos

Patients (N=168)

ﬁ})ﬁ e NEW ENGLAND
%%¥ JOURNAL of MEDICINE

S Modi et al. N Engl J Med 2019. DOL 10.1056/NEJMoal1814510
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Trastuzumab Deruxtecan

Adverse Events of Special Interest: Interstitial Lung Disease

Patients who received T-DXd 5.4 mg/kg (N=184)

| .Préferredv ferm, Any Grade/
n (%) Gradel Grade2 Grade3 Grade4 fGrade5 Total
Interstitial
lung disease 5(2.7) 15 (8.2) 1(0.5) 0 25 (13.6)
Drug related; ILD was determined by the Independent ILD Adjudication Committee based owed terms.

Among the 25 total events:
+ Median time to investigator-reported onset was 193 days (range, 42-535 days)
« Of the 4 fatal cases, onset was from 63-148 days, 3 received steroids as part
of treatment, and death occurred 9-60 days after ILD diagnosis

Recommendations: Monitor for symptoms. Hold T-DXd and start steroids as soon as
ILD is suspected

LD, interitid b disesse
Thes presentation is the intellectual property of the author/presenter. Cantact them @roofopartiners orgfor parmission to reprint and/or distribute.
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Ill. Triple Negative Breast Cancer Disease
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Progresses on the management of Triple
Negative Breast Cancer in 2020

 More on the benefit of adjuvant capecitabine in TNBC
* Checkpoints inhibitors-based combination on the
neoadjuvant setting

* Update on the role of CPIs in the metastatic setting

* Perspectives
* Antibody drugs conjugates (Sacituzumab Govitecan)
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SYSUCCO1 Adjuvant capecitabine trial in early TNBC

Chinese group trial = N = 443 st lIb->llic

after completion of « standard » adj CTX/RT
Median follow-up =57 m

i ® l

« Metronomic » Capecitabine* Observation
650 mg/m 2 continuously
X1ly

83% «— 5yDFS —

HR 0.63 (0.42 — 0.96)
DDFS
HR 0.63 (0.37 — 0.90)

* Completed therapy 91%, med dose intensity 85%, H&F syndrome 45% (17% gr3)

ASCO 2020 - abst 507
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Neoadjuvant Chemo-Immunotherapy in TNBC

A summary

KN 522
Pembro / Placebo

Patients

Carboplatin

N+

T3/T4

PD-L1 pos.
Primary Endpoints

pCR ITT
pCR PD-L1pos.
pCR PD-L1neg.

LN+
LN-

n= 602 (pCR Anal.)

yes

51.7% /51.3%

26.0% / 25.6%

83.3% / 81.6 % (CPS=21)
pCRin ITT, EFS

64,8% / 51;2% A13;6%>

68.9% /54.9% A 14%
45.3%130.3% A 15%

64.8% /44.1% A 20.7
64.9%/358.6% A6.3

Impassion 031
Atezo / Placebo

n= 333 (after Amendment)

no

33.9% / 42.9%

29.7% | 26.8%

45.2% 1 47.3%( IC = 1%)

Co-Primary: pCR in ITT and PD-L1 pos.

57;6%/41.1%
68.8% /49.3% A 19.5%
47.7% 134.3% A 13.3%

57.1%130.6% A 26.5%
97.8%1/49.0% A 8.8%

*

*
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Current standard-of-care treatments in metastatic
triple-negative breast cancer and future perspective
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Chemo * CPIs in metastatic TNBC: A summary

EFMD  EEEMDTT ASCO20 Virtual
PDL1+ subsets IMpassaon 131 IMpassnon 130 KEYNOTE 355

323 (2:1)
Minimum DFI 12m 12m 6m (20% < 12m)
> 3 involved sites 15% 20% 43% (> 3)
Chemo backbone | _paclitaxel _n_a_b_p_a_dnaxgﬂ nab paclitaxel, paclitaxel,
gem/carbo
Prior chemo for EBC 52% taxane 51% taxane 22% prior same class
No prior chemo 29% de novo 35% chemo-naive 32% de novc
PDL1+ rate 45% (SP142,IC>1%)  41% (SP142,1C>1%)  38% (22C3, CPS>10)
PFS = PFS /b PFS 1
0Ss £ w05 P ow
Question de corticoides?
Type de chimiothérapie ? Taxol vs Nab PacliT ?
L J L
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Sacituzumab Govitecan

Sacituzumab Antibody-Drug Conjugate (ADC)

Humanized RS7 antibody
+ Targets Trop-2, an epithelial antigen expressed on many solid cancers, including mTNBC

:,; Linker for SN-38
SN -38 payload * High drug-to-antibody ratio (7.6:1)
+ Targets 136-fold more SN-38 than . »  pH-sensitive linker for rapid
the parent compound, irinotecan payload release at or inside the
(topoisomerase | inhibitor) tumor
«  ADCs unique chemistry avoids low "
solubility and selectively delivers
SN-38 to the tumor

.u’ This presentation is the inteliectual property of the auther/presenter. Contact them at shurvitz@mednet.ucla edu for permission to reprint and/or distribute
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’ASCENT

Clinical Trial

ASCENT: A Phase 3 Confirmatory Study of
Sacituzumab Govitecan in Refractory/Relapsed mTNBC

Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints

er ASCO/CAP) 10 mg/kg IV _
" days 1 & 8, every 21-day cycle e Primary

— i
22 chemotherapies for (n=267) ot until + PFst

advanced disease [+ progression —» Secondary
. T . ﬂ .
[no upper |Ir‘|"!lt, 1 of the required p e PFS fﬂr_ tht;: full
prior regimens could be Treatment of Physician’s "'m“ o population
== progression occurred within a Choice (TPC)* «+ 08, ORR,
12-month period after (N=2672) DOR, TTR,
completion of (neo)adjuvant All TPC* (eribulin, capecitabine safety
therapy)] gemcitabine, or vinorelbine)
. =262
N=529 Stratific el Data cutoff: March 11, 2020
* Number of prior chemotherapies (2-3 vs >3)
NCT02574455 = Geographic region (Morth America vs Europe)
+ Presence/absence of known brain metastases (yes/no)
R
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SCENT (Sacituzumab Govitecan)

Clinical Trial

Progression-Free Survival (BICR Analysis)

100 +
80 - No. of events 166 150
E Median PFS—mo (95% CI) 5.6 (4.3-6.3) 1.7 (1.5-2.6)
E 60 - HR (95% CI), P-value 0.41 (0.32-0.52), P<0.0001
°
2
E 40 -
a
2091 — SG
— TPC
+ Censored — L Lt
u T T T T T T T 1
0 3 6 9 12 15 18 21 24

Time (months)

0: :0
® INSTITUT

JULES BORDET
INSTITUUT


https://www.google.fr/url?sa=i&url=https://tnbctrial.com/&psig=AOvVaw3g_ex5epNxuf6Gd394Al2B&ust=1601393618480000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCOCd1qCWjOwCFQAAAAAdAAAAABAD

’ASC ENT (Sacituzumab Govitecan)

Clinical Trial

Overall Response and Best Percent Change
From Baseline in Tumor Size

3 SG TPC

% (n=235) | (n=233)

a ORR—no. (%) 82(35) 11 (5)

.g. P-value <0.0001

@

g CR 10 (4) 2(1)

- PR 72 (31) 9 (4)

- CBR—no. (%) 1os z
P-value <0.0001
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’ASCENT

Clinical Trial

(Sacituzumab Govitecan)

Overall Survival

100

No. of events 155 185
80 - Median OS—mo (95% CI) |12.1(10.7-14.0) 6.7 ]5.8-7.7)
g HR (95% Cl), P-value 0.48 (0.38-0.59), P<0.0001
S w- Y 5o
(o]
£
S 404
3
e
o
204 — SG
— TPC
+ Censored
0 L] i L ] | T L J§ I 1 1
0 3 6 9 12 15 18 21 24 27
Time (months)
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’ASC ENT (Sacituzumab Govitecan)

Clinical Trial

TRAESs (All Grade, >20%; Grade 3/4, >5% of Patients)

SG (n=258) | TPC (n=224)
TRAE* Aligrade % Grade3,% Graded4,% Aligrade,% Grade3,% Graded4, %
Neutropenia’ 63 46 17 43 27 13
Hematologic Anemia’ 34 8 0 24 5 0
Leukopenia$ 16 10 1 1 S
Febrile neutropeni 8 ) 1 2 2 <1
Diarrhea 59 10 0 12 <1 0
Gastrointestinal | Nausea 57 2 <1 26 <1 0
Vomiting 29 1 <1 10 <1 0
Other Fatigue 45 3 0 30 5 0
kAlopecla 48 0 y 0 16 0 0

— Arrét=4,7%
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Algorithme mTNBC - ABC5

Cardoso F, Annals Oncol online
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Breast Cancer with mutations in
DNA damage response pathway genes
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Progress on the management of gBRCA
mutated Breast Cancer in 2020

* Role of PARP inhibitors
* as single agents (olaparib, talazoparib)
* in combination (veliparib)

* Therapeutic strategy in gBRCA-mutated breast tumors?
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BC with mutations in DNA damage response genes

|—> Embraca trial (Talazoparib vs CTX of physician’s choice)
Little impact of any mutation beyond gBRCA1-2 mutation

P53 mut (gBRCA1) : do worse
* PIK3 CA mut (gBRCA2) : no difference

|:> TBCRC 048 « Olaparib expanded »

Cohort of germline or somatic mutations beyond gBRCA

PALB2 ATM/CHEK2 | BRCA1-2
(N = 13) (N = 17) (N = 17)

Germline 82% RR 0/13
Somatic Too few 0/4 50% RR

ASCO 2020 — abst P1018, 1002
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Proposition for a clinical trial design
including platinum compounds and PARP
inhibitors in BRCA+ metastatic breast cancer

o PARP inhibitor PD Platinum-based

BRCA+ MBC ®
Platinum-based PD_ prpp inhibitor

* Progressive disease
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Proposition for a clinical trial design including
platinum compounds and PARP inhibitors in
BRCA+ metastatic breast cancer (2)

PARP
inhibitor as
maintenance

BRCA + MBC — —

Platinum-based DcC* ®
4-6 cycles

No treatment

*Disease Control
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Genomic Aberrations in Breast Cancer That Guide
Precision Medicine: An Evolving Field

Gene Aberration Aberration, % Targeted Drug(s)
Evidence based (from phase Il or Il
trials)
HERZ2 Amplification 20 Trastuzumab, pertuzumab, T-DM1, lapatinib,
neratinib
HERZ Activating mutations (nonamplified 2
HERZ2)
PIK3CA Activating mutations 30-40 Alpelisib
BRCALZ Inactivating germline mutations 5 Olaparib, talazoparib
NTRK Gene fusion =1 Larotrectinib
PD-11 Expression by IHC 40 Atezolizumab + nab-paclitaxel
Emerging
ESR1 Mutations 30-40 Fulvestrant, other SERDs
PTEN Inactivating mutations or methylation 20 PI3K, AKT, and mTOR inhibitors
MYC Amplification 16 BET inhibitors
C-MET Amplification or mutation 15 MET inhibitors (cabozantinib)
FGFR1-4 Amplification 10 FGFR inhibitors
CDH1 Inactivating mutations 7 Wt inhibitors
AKT Activating mutations 2 AKT and mTOR inhibitors (MK-2206, everolimus
Q3o §
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