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Trastuzumab + Endokrin Tedavi

TadLe 1 First-line phase w trials incorporating anti-ner? therapy and endocrine therapy for metastatic hormone receptor—positive, HEr2-

positive breast cancer

Reference Fis
(study name) md

Treatmenit arms

Mediarn Response

Hormonal tedaviye

Johnston ef al., 2006'* 263
{EGF30008)

Kaufman er af., 20059 07

{TANDEM])

Huober er ai, 2012

{ELECTRA)

Letrozode 2.5 me with lapatinib 1500 mg dasly
Letrozole 2.5 mg with placebo daily

Anastrozole 1| mg daily, with trastuzumahb
(4 mg/kg loading dose, then 2 mgfkg weekly)
Anastrozole 1 mg daily

Letrozole 2.5 me daily, with trastuzumab
(4 mg/kg loading dose, then 2 mefkg weekly)
Letrozole 2.5 mg daily
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ve PFS katkisi saglar

4.8 8.5 21
{ p=01002) (p=0.325) (p=0.018)
2.4 23.9 7

14.1 7
(p=023) (p=0.002)
33 MR 13

HERZ = human epidermal growth factor receptor 2; Pis = patients; T1F = time o progression; prs = progression-free survival; os = overall

survival; ¥ = not reported.
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Trastuzumab Progresyon Sonrasi Kullanim
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Lapatinib 2. basamak tedavi

1. Seri trastuzumab sonrasi
kapesitabine Lapatinib eklenmesi
ORR ve PFS katkisi sunar
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Lapatinib + Endokrin Tedavi

TadLe 1 First-line phase w trials incorporating anti-ner? therapy and endocrine therapy for

positive breast cancer

Hormonal tedaviye

Reference Fis
(study name) md

Treatmenit arms

Lapatinib eklenmesi ORR ve
PFS katkisi saglar

Johnston ef al., 2006'* 263
{EGF30008)

Kaufman er af., 20059 07
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Huober er ai, 2012
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Letrozode 2.5 me with lapatinib 1500 mg dasly
Letrozole 2.5 mg with placebo daily

Anastrozole 1| mg daily, with trastuzumahb
(4 mg/kg loading dose, then 2 mgfkg weekly)
Anastrozole 1 mg daily
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HERZ = human epidermal growth factor receptor 2; Pis = patients; T1F = time o progression; prs = progression-free survival; os = overall

survival; ¥ = not reported.
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Research

Original Investigation

Neratinib Plus Paclitaxel vs Trastuzumab Plus Paclitaxel in

Previously Untreated Metastatic ERBB2-Positive Breast Cancer
The NEfTERT-T Randomized Clinical Trial
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Randomized Study of Lapatinib Alone or in Combination
With Trastuzumab in Women With ErbB2-Positive,
Trastuzumab-Refractory Metastatic Breast Cancer
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E= w0 e ee
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Cleopatra Calismasi

'
- 56 months
: X
Women with = Pertuzumab, 168 events
previously untreated, Treatmentunti 3
HER-postivelocaly disease progression a
recurrent/metastatic K or unaccepfable T
breastcancer : # foxicly g Control, 221 events
(N=808) Hazard ratio, 0.68 (95% CI, 0.56-0.84) 41 months

P<0.001

40
Months




Cite this article as: BMJ, doi:10.1136/bmj.38314.622095.8F (published 13 January 2005)
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30 years’ follow up of randomised studies of adjuvant CMF in
operable breast cancer: cohort study

Gianni Bonadonna, Angela Moliterni, Milvia Zambetti. Maria Grazia Daidone, Silvana Piloui, LLuca Gianni, Pinuccia

Valagussa
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PERUSE: First-line Pertuzumab, Trastuzumab Plus
Investigator’s Choice of Taxane Therapy

* Ongoing multicenter phase 3b study

HER2-positive
locally recurrent/

Pertuzumab 840-»420 mg every 3 weeks

metastatic breast +
cancer Trastuzumab 8-6 mg/kg every 3 weeks +
N=1500 Taxane (D, PAC, or nab-PAC)

* Primary endpoint: Safety
* Secondary endpoints: PFS, OS, objective response, QoL
* Prespecified interim analysis of 704 patients showed initial taxane was D in

304 (45%) patients, PAC in 331 (47%) patients, and nab-PAC in 45 (6%)
patients

» Safety profile of pertuzumab + trastuzumab + any taxane was consistent
with previous clinical experience of pertuzumab + trastuzumab + docetaxel
Bachelot D, et al. ASCO 2015. Abstract 548.
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PHREXA calismasi

Arm A: IV trastuzumab 8 mg/kg
then 6 mg/kg q3w + oral
capecitabine 1250
mg/m?2 twice daily (2 weeks
on, 1 week off q3w;)
N=224

Patients who received a prior
taxane and progressed
during/after 1st line of

Arm B: IV pertuzumab 840 mg
then 420 mg q3w + IV
trastuzumab per Arm A + oral
capecitabine per Arm A but at
1000 mg/m?=
N=228

trastuzumab-based therapy in
the HER2-positive metastatic
breast cancer setting

N=452

R
A
N
D
(@)
M
|
Z
E

H+ X H+X+P
(n = 224) (n = 228)
Events, n (%) 136 (60.7) 134 (58.8)
Median OS (months) 28.1 37.2
A (months) 9.1
HR (952 CI)* 0.76 (0.60-0.98)

H+ X H+X+P
(n = 224) (n = 228)
Events, n (%) 182 (81.3) 201 (88.2)
Median PFS (months) 11.8
A (months) 28
HR (95% CI)* 0.83 (0.68-1.02)

=
=
=
=
z
=
2
=
2
]
-

Proportion progression-free

0 10 20 40 50 60
Number at risk Time (month)

Sl ¢ B S 224 190 130 64 33 10
= X PEo78 205 163 84 38 21

Time (month)

Number at risk
= H+ X 224 3 i d 12
—— H+X+P 228 31 15




Sy sium, December 6— 10, 2016

PERTAIN Study Design (Phase 1l Trial)

Pertuzumab + Trastuzumab

-
Postmenopausal
patients with HER2- Aromatase Inhibitor
positive and hormone Choice of OoR
receplor positive chemotherapy Docetaxel or Paclitaxel == Aromatase Inhibitor
LA/MBC, not previously must be = (18—24 w Kks)T
treated with systemic specified =
non-hormonal before
anticancer therapy in the randomization
advanced setting
(N = 258)*
-+
Stratification factors: Aromatase Inhibitor
- Chemotherapy (yes/no) OoOR
- Hmesinca adjuvant hormone therapy Docetaxel or Paclitaxel ——# Aromatase Inhibitor
(=12 months/=12 months/no prior therapy) (18— 24 weeks)T

= 165 events to detect significant improvement in PFS from 7 months to 10.8 months (i.e. HR 0.645) with 809 power and a 2-sided log-rank test at an alpha level of 0.05.

T Choice of chemotherapy must be specified before randomization; administered per product labelling. LA, locally advanced: R. randomization.

ertuzumab « Trastuzumab « AJ Trastuzumab « Al
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;i 80 - (95% C1) (14.09, 27.68) (11.04, 18 56)
= T e Y e —
g
w B0 = 2 p-value 00070
£ Median
— S0 o o o o s - ———————————— ——————— ——— - - ———
- ]
B 0 :
S % 1 '
§ ol : :
ai 20 =] w— Ponuzumd:OTusmzumnbOAl: : * 1
10 = Trastuzumab + Al - -
0 - i 1
01 2 3 4567 8 91011121314151617181920212223242526272829303132333435363738394041424344
Months

N at risk

1221121181 10T102 91 89 B4 81 77 T4 71 80 45 42 50 57T S0 55 55 G0 48 4O 0 3T % 322 2 D DY WVOT s - 3 ) L <

ot ¢ s 4 4 ‘ ) » . y e 20 2 " 1 4 2 ' '




Perez et al. Breast Cancer Research (2016) 18:126
DOI 10.1186/513058-016-0773-6 Breast Cancer Research

RESEARCH ARTICLE pen Access

. s " . (!) ———— Patients with HER2-positive
Safety and efficacy of vinorelbine in
combination with pertuzumab and
trastuzumab for first-line treatment of
patients with HER2-positive locally
advanced or metastatic breast cancer:
VELVET Cohort 1 final results

AP T henR BeeSoe Toey Ei Eioschie S i e Ersrac o Kb Fig. 1 Study design. * Sample size was based on assuming a best overall response of 70-80% in each cohort.  Recruitment into Cohort 2 began
Eleonora Restuccia® and Michael Andersson® after Cohort 1 had finished Eﬂm”mg DaﬂemS

Table 3 Sensitivity analyses of best overall response, progression-free survival, and time to progression, intent-to-treat population a

Cohort 1: pertuzumab, trastuzumab, and vinorelbine

Sensitivity analyses

= F
Excluding tumor assessments after intake Including progressive disease due to -
of any new anticancer therapy N =106 symptomatic deterio: n N=106 §
Best overall response ND* =
2
Patients with measurable disease at baseline 89 (84.0%) £
=
Overall response rate 57 (64.0%) [53.2-739] E
ot 20 No. of events Median 14.3 months
Complete response 10 (11.2%) [55-19.7] 10 T4 (95% €1 11.2-17.5)
Partial response 47 (528%) [41.9-635] 0 H
0123456 7 B8 9 101112131415 16 17 18 19 20 21 22 23 24 25 26 27 28 20 30 31 32
Gpat 17 ( %) _28 8] .
Stable disease 17 (19.1%) [11.5-288] Progression-free survival (Months)
Progressive disease 5 (56%) [1.8-126] Numbor at risk 106 105103 97 94 88 87 B0 77 71 69 62 57 52 50 47 44 39 35 32 31 27 27 2 28 24 20 13 T 5 3 3 0
Not evaluable 10 (11.2%) [5.5-197] b
100
Py e - y
rogression-free survival 90
Median 125 months [104-16.8] 138 months [11.0-173] 80
Number of patients with events 65 (61.3%) 74 (69.8%) = 7o
R = &0
Number of patients censored 41 (38.7%) 32 (30.2%) =2
2 s0
Time to progression ; a0
Median 129 months [105-168] 143 months [11.2-1 Zz 30
5
2
Number of patients with events 62 (58.5%) 72 (67 9%) @ 291 no of events
10 23
Number of patients censored 44 (415%) 34 (32.1%) o
Data are reported number (%) [95% CI] for best overall response and median number of monlhs [95% Q] or number (%) for progression-free survival and time to 012345678 910NMI213141516171819202122232425262728293031323334
progression. Best overall response was assessed only in patients of the with ble disease at baseline. Progression-free survival ‘Overall survival (Months)
and time to progression were assessed in the intent-to-treat population Mumbar 8t risk 106 105 105 104 103103 105 105103101 59 55 50 50 59 599 96 54 52 90 B3 57 57 B4 B3 79 69 56 38 28 1913 7 2 O
a N i¢ includ
A y analysis e disease due to was not for best overall response Fig. 4 Progression-free su {a) and overall survival (b), intent-to-treat population (Cohort 1). Median overall survival was not reached. The tick

te censoring
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Trastuzumab-DM1

e Maytansine analogue DM1 (antitubule akin to vincas) conjugated to trastuzumab -

e Omission of separate cytotoxic

T-MCC-DM 1

HER2-mediated
Y internalization

Trastuzumab
T-mMCC-DM1
P l Lysosomal

L degradation

Lysine-
Mcc-DM1

Active metabolite can’t cross plasma
membrane ({1 bystander effect)




MARIENNE calismasi (1. sira)

Duration of Response
HT | TDM1 | TDM1+P

Median, mo.  BREE 207 212
(95% Cl) (105-16.6) (148-250) (15.8-29.3)

Objective Response Rate

-—

= (0] Qo o
o o o o
| 1 1 |

Patients, %

N
o
1

Annual 15
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&
=
=
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e
=
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©
i

T 1 1 |
12 18 24 30
gt Risk Time (mo.)

HT T-DM1 T-DM1+P s .

T-DM1+P 75 44

Error bars depict 95% confidenceintervals.

nnual 15
Meeting

Ellis PA, et SUDES ARE THE PROPERTY OF THE AUTHOR. PERMISSION REQUIRED FOR REUSE. PRESENTED AT: ASC@ A




TDML1 vs Lapatinib + Kapesitabin :EMILIA
¢alismasi (2. sira)

{ HER2+ (santral) LIMK ya da MMK | T-DM1 (3.6 mg/kg) g3w
(N=980) 1
» Daha d6nce taksan ve trastuzumab
» Metastaz tedavisi sirasinda ya da adjuvan tedavi /
\_uygulanan 6 ay iginde progresyon J
Lapatinib (1250 mg/day, days 1-
Pre-treated setting 21)+ Kapesitabin (1000 mg/m2,
1.0 ) days 1-14) q3w
Median (mos) No. events
Cape + Lapat 6.4 304 /

T-DM1 9.6 265
HR=0.650, p<0.001
OS (secondary) 31m vs 25m, p<0.001
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Verma S, et al. N Eng J Med 2012.



TH3RESA Study: 3. basamak

T-DM1
HER2-positive (central) advanced BC? 3.6 m g /kg q 3w IV
(N=600) (n=400)
22 prior HER2-directed therapies for advanced BC
Prior treatment with trastuzumab, lapatinib, and a Treatment of physician’s C
S T-DM1
choice ( ) (optional
(n=200)

crossover)
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T-IDOM1 Activity in Metastatic Human Epidermal Growth
Factor Receptor 2—Positive Breast Cancers That Received
Prior Therapy With Trastuzumab and Pertuzumab

Hannah Dzirmmitrowicz, Michael Berger, Craig Vargo, Annectte FHood, Osarma Abdelgihiary,

Akshara Singareecka Raghavendra,

Raskirrni NMrertizy

Dyebre Tripatiry,

See accompanvying editorial on page 3492

Best Response

Vicerte Valero, Christos Flarzis, Lajos Pisztai, ard
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BOLERO-1/TRIO 019: Study Design

N=719
= Locally advanced or metastatic
HER2+ breast cancer

= No prior therapy for advanced or
metastalic disease (except
endocrine therapy)

* Prior (neo)adjuvant TRAS and/for
chemotherapy allowed?

* Measurable disease or presence
bone lesions (Iytic or mixed)

of

/

Stratification factors:
» Prior neo/adjuvant TRAS
- \isceral metastases

Everolimus (10 mg PO daily) +
Paclitaxel® + Trastuzumab®

Placebo +
Paclitaxel® + Trastuzumab’®

Phase Ill trial: BOLERO-3 (advanced

breast cancer, pretreated)

Trastuzumab 2 mg/kg |V
on days 1, 8. 15, and 22

g Everolimus 10.0 mg orally daily

N Vinorelbine 25 mg/m~ weekly

D Assessment
Trastuzumab 2 mg/kg L.V

S, on days 1. 8. 15, and 22 evory 8 wooks

1 PFS

Z Placebo orally dal Response

A Oty oty o Survival

T Vinorelbine 25 mg/m~ weekly Safety

1

o

N

N =572

Available at: http://www.clinicaltrials.gov/ct2/show/NCTO1007942. Accessed April 1, 2013

o 1004 n/N Median PFS (95% Cl) -l Everolimus
] Hazard Ratio = 0.89; 95% CI [0.73, 1.08]
] Log rank p value = 0.1168 Everolimus  196/284 7.0 (6:74-818) - Placebo
some _: —_— ﬁ‘m.gs months; 95% Cl [14.55, 17.91] (n/N = 271/450) Placebo 219/285 578(549‘690)
E R Placebo: 14.48 months: 95% Gl [12.29, 17.08] (n/N = 154/239)
£ oo "1 cenmeringtmes 80 HR=078 (95% C1 0-65-095)
2 E Log-rank p=0-0067
g aose .
] Tiim hastalar i
] []
e ] 60
o 2 a L] B 10 12 14 16 18 20 22 24 26 2B 30 32 34 36 38 40 42 44 46 48 S0 52 54 S8 a
Time (months) g
Mo of patients. still ar risk =
Everclimus 480 416 365 324 289 260 217 178 151 130 122 107 94 80 72 &3 S8 2 21 17 13 10 5 3 3 o ]
Placebo 238 221 198 166 144 123 106 91 80 69 53 47 43 38 36 3I6 31 24 17 18 12 L] 1 1 o c
- One-sided p-value is. from the e by prior use of (Win) and (YN from VRS g 40
2 il
5
o Hazard Ratio = 0.66; 95% CI [0.48, 0.91] E
1 Log rank p value = 0.0049
B0 —: Median PFS
E ——  Ewerolimus: 2027 months: 95% CI [14.95,24.08] (n/N = 87/208)
= 1 ——  Placebo: 13.08 months; 85% CI [10.05,16.56] (n/M = 66/103) 20
= 8% mes
z ] '1  censaringu HR- hastalar
2 a0
E g
20% C—T—T 7T T T T T T T T T T T T T T T T T T T T T T T T T T T
] 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120 126 132 138 144 150 156 162 168 17
oo 1
O Z 4 & & 10 12 14 16 15 20 2z 24 26 26 30 32 34 35 38 40 42 44 456 48 50 S5z 54 56 Time (weeks)
Mo of R Time (monthe) Number at risk
Eyerclimus 208 133165 151 138 125100 B4 73 &4 62 55 43 40 35 32 30 24 20 19 45 W P 7T s z 1 1 0o Everolimus 284 259 233200161 126 98 78 54 40 35 26 18 14 14 9 § 4 2 2 1 1 1 1 1 1 1 1 1 0
- One-sided e is from the ‘test by prior use of (Y and (YN} from VRS, Placebo 285 253 202 177 138 109 85 64 49 238 26 23 19 16 12 10 7 4 3 3 1 1 1 O O O O O O O




AN EIREL - Study Desicgrm

- Frirmary end point: PFS (nvestigator assessaed)
~==- Second=arny end points: OsSsS, ORI, DO, T 1T - Safety

Stratified by previous (Nneo)adjijuvant ta>x<ane., Treatrment until disease progression
adjuvant trastuurmab, hormone receptor - -
Status, Mmeasurable disease ar unacceptableltox-cuty*

Trastu-uauarmab & rmglri<g i =+

Dhocetax<el TOO0O rmaglirma= +
NN OrTaera wwith Baevaci=urmab 1S rmgri<g.
Previoussiy / =2l givernn g3wiks
uUnNtreated HER = \ Cm — =Z21&S)

Tocally recurrent or
NMEB T (N — 323)

T rastu—=urmab & rmmagaglri<ag i
Doceta>xel TOO rmgslrrm =,
both give rnmn g3wiks
(mh — Z2Oos=)

Medyan PFS (Arastirici degerlendirmesi) 16.5 13.7 il | . ||i .0775
Medyan PFS 16.8 13.9 e 0162

(RC degerlendirmesi) 054094

e .9543

i0.74-1.38‘
Medyan OS 38.5 38.3

0.94

0.68-1.30 .




Tedavi Siralamasi

Firstline Second line . 2 Third Line

® Trastuzumab + pertuzumab Lapatinib + capecitabine
+ taxane CT + trastuzumab

Trastuzumab plus eribulin,
vinorelbine, gemcitabine, or
capecitabine, CMF

Lapatinib + trastuzumab

Hormonal therapy +
anti-HER2 (for HR+)

Trastuzumab/Pertuzumab or T-
DM1, if not received prior

1. Giordano. JCO. 2018;36:2736. 2. NCCN. Breast Cancer. V5.2020. July 15, 2020.
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Trastuzumab Deruxtecan (DS-8201)

Humanized anti-HER2 IgG1 mAb

with same AA sequence as High drug:antibody
trastuzumab e
ratio:~ 8

Stable linker-payload

Tumor-selectable
cleavable linker

High potency,
membrane-permeable
B Cysteineresidue payload with short
©- Drug/linker systemic half-life

Bystander killing effect

Topoisomerase | inhibitor (DXd) payload
(exatecan derivative)

Nakada. Chem Pharm Bull (Tokyo). 2019;67:173. Trail. Pharmacol Ther. 2018;181:126. Ogitani. Cancer Sci. 2016;107:1039.



DESTINY-BreastO1: Phase Il Trial of Trastuzumab
Deruxtecan (T-DXd) in Advanced HER2+ Breast Cancer

T-DXd 5.4 mg/kg

Response (ITT) (N = 184)

ORR* (by ICR; n = 112), %
(95% CI)

= CR(n=11) 6.0

60.9 (53.4-68.0)

PR (n=101) 54.9

SD (n=67) 36.4

PD (n=23) 16
*  Notevaluable (n =2) 1.1
DCR, % (95% Cl) 97.3(93.8-99.1)
6-mo CBR, % (95% Cl) 76.1(69.3-82.1)
Median DoR, mos (95% Cl) 14.8(13.8-16.9)

Median time to response,

mos (95% Cl) 1.6(1.4-2.6)

*Patients who received T-DXd 5.4 mg/kg.

Best Percentage Change From

Baseline in Sum of Diameters

Best Change in Tumor Size (by ICR; n = 168)

Median 6 sira tedavi

Line at 20% indicates PD; line at -30% indicates
PR.

Krop. SABCS 2019. Abstr GS1-03. Modi. NEJM. 2020;382:610.




DESTINY-BreastO1: Survival

PFS

mPFS: 16.4 mos (95% Cl: 12.7-NR)
mPFES in 24 patients with brain mets: 18.1 mos (95% Cl: 6.7-18.1)
1.0.

0.8 4

0.6 4 0.6 4

0.4 4 0.4+

0.2 4 Censored: 68.5% 0.24 Censored: 86.4%
Events: 31.5% Events: 13.6%
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®»  Median follow-up: 11.1 mos (range: 0.7-19.9)

Modi. NEJM. 2020;382:610. Jerusalem. ESMO Breast 2020. Abstr 1380.




DESTINY-BreastO1: Interstitial Lung Disease

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

AE, n (%)

Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any Grade
5(2.7) 15(8.2) 1(0.5) 25(13.6)

Monitor Confirm

Suspected ILD Assessmentsshould include: Hold drug for any ILD events

= High-resolution CT independent of grade

Interrupt drug Pulmonologist consultation and, if indicated, = Grade 1: Hold until fully resolved, then:

ID consultation
. . If resolved <28 d from onset:
Rule out ILD if the patient Blood culture and CBC; other blood tests maintain dose

exhibits: ;
= Radicgraphic changes as needed If resolved = 28 d after onset:
graphic c BE Consider bronchoscopy and BAL if indicated reduce dose by 1 level

suggesting ILD . i
Acute onset of and f-ea5|ble . If grade 1 ILD occurs beyond cycle Day 22
PFTs and pulse oximetry and has not resolved within 49 d from last

new/worsening . e e
pulmonary or related Arterial blood gasses, if indicated infusion: discontinue drug

symptoms (eg, cough, As soon as ILD suspected, c:r_:)llec:t_l blood =  Grades 2-4: permanently discontinue
dyspnea, fever) sample for PK assessment, if feasible treatment and follow toxicity management

guidelines for trastuzumab deruxtecan
AllILD events should be followed until resolution

and after drug discontinuation.

Krop. SABCS 2019. Abstr GS1-03. Modi. NEJM. 2020;382:610.



Trastuzumab Deruxtecan Approval

fam-trastuzumab deruxtecan-
nxki for treatment of patients with unresectable or metastatic HER2+ BC
who have received in the metastatic
setting

— Administration/dose: IV 5.4 mg/kg QW3

— Monitor CBC prior to each administration; assess LVEF prior to initiation and at
regular intervals during treatment as clinically indicated; monitor for ILD and
pneumonitis during treatment

— Management of AEs may require temporary interruption, dose reduction, or
discontinuation

Based on ORR and DoR data from randomized phase || DESTINY-Breast01
trial

— CNS progression was noted in only 8% of patients; including 2 of 40 patients

with no baseline CNS lesions
Fam-trastuzumab deruxtecan-nxki PI. Jerusalem. ESMO Breast 2020. Abstr 1380.
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DESTINY-Breast02: T-DXd vs Trastuzumab/Cape or
Lapatinib/Cape in HER2+ MBC With Prior T-DM1

* Randomized, open-label, active-controlled phaselll trial

Stratified by hormone receptor status, prior
pertuzumab, historyof visceral disease

Patients with HER24,
unresactable and/or
metastatic BC; at least third i Urdls ([:le;:::ic:n 54‘3[:7;&’! IR
. . . D edn=
line; progression on prior / I

HER?2-targeted agents
including T-DM1; no prior Investigator’s Choice of Trastuzumab/Cape
capecitabine; no CNS or Lapatinib/Cape
metastases (Planned n = 200)

(Planned N = 600)

v Primary endpoint: PFS (RECIST v 1.1 by BICR)

v Secondary endpoints: 0S, PFS by investigator assessment, ORR, DoR, CBR
@

NCT03523585. Slide credit: clinicaloptions.com

DESTINY-Breast03: Second-line T-DXd vs T-DM1 in
HER2+ MBC After Progression on Trastuzumab/Taxane

* Randomized, open-label phase lll trial at ~ 160 sites in North America and Europe

Stratified by hormone receptor status, prior
pertuzumab, history of visceral disease

Patients with HER24, unresectable

: ) i
and/or metastatic BC; previous /'

treatment with trastuzumab and a
taxane; no prior HER2-targeted
ADC; CNS metastases allowed \

(planned N = 500)

Trastuzumab Deruxtecan 5.4 mg/kg [V Q3W
(Planned n = 250)

T-DM1 3.6 mg/kg IVQ3W
(Planned n = 250)

v Primary endpoint:PFS {RECIST v 1.1 by BICR)

v Secondary endpoints: 0S, ORR, DoR, CBR, PFS (investigator assessment)
@

NCT03529110. Slide credit: clinicaloptions.com




HER 2 Hedefli Tedaviler
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NALA: Neratinib/Cape vs Lapatinib/Cape in HER2+ MBC
With > 2 Prior Lines of HER2-Targeted Agents

21-day cycle

International, open-label, randomized phase Il trial

Stratified by no. prior HER2-targeted therapies, disease
location, hormone receptor status, geographic location l

l Neratinib 240 mg/day PO continuously +

; ; % 2 _ Li
Capecitabine*® 1500 mg/m?2 PO on Days 1-14 Until PD

Patients with centrally confirmed
/ (n=307)

HER2+ MBC; previously treated

with = 2 lines of HER2-targeted

E_'g?:tslff]': MBC; a.syn-"lp-tolrlnatlc,l Lapatinib 1250 mg/day PO continuously + Survival

stable brain metastases allowed Capecitabine® 2000 mg/m? PO on Days 1-14 follow-up
(N =621) (n = 314)

*BID in 2 evenly divided doses. "Loperamide administered at 4 mg with first neratinib dose followed by
2 mg Q4H for first 3 days, followed by 2 mg every 6-8 hrs through end of cycle 1; as needed thereafter.

=  Coprimary endpoints: OS, PFS (centrally = Secondary endpoints: PFS (locally
determined), ORR, DoR, CBR, intervention

confirmed)
for CNS metastases, safety, PRO

— Study positive if either endpoint statistically
significant (OS, P <.04; PFS, P <.01) No endocrine therapy permitted

Saura. JCO. 2020. [Epub]. NCT01808573.



NALA: PFS and OS

PFS (Prespecified Means Analysis) OS (Coprimary Endpoint)
Mean PFS, Mean OS,
Mos  HR(95%CI) Log-Rank

Mos P Value
— Neratinib + capecitabine 8.8 .00032 — Neratinib + capecitabine 24.0 0.88(0.72-1.07) P Value
— Lapatinib + capecitabine 6.6 1.0 e Lapatinib + capecitabine 22.2 .2086

0.84
0.6 4

Restriction:
24 mos

Restriction:
0.4 48 mos

0.2 4

Probability of OS
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at Risk, n at Risk, n
N+ Cape 307 183 113 69 54 35 20 13 © 7 3 2 2 N+Cape 307 294 275 244220182 142112 82 64 47 34 28 18 15 13 6 4 2 1

L+ Cape 214 183 82 39 24 9 8 3 2 2 2 2 1 L+ Cape 314 303 273 240 208170132107 84 67 47 36 27 22 17 12 8 4 3 1

3 6

Saura. JCO. 2020. [Epub].




NALA: Time to Intervention for CNS
Metastases

Neratinib + Capecitabine Lapatinib + Capecitabine
Intervention, % (n =55/307) (n=75/314)
Radiation therapy 11 15
Surgery/procedure 2 3
Anticancer medication 1 1

o0
<

o)
s

— Neratinib + capecitabine
Overall cumulative incidence (Gray’stest): 22.8% vs 29.2%; P = .043 — Lapatinib + capecitabine
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Saura. JCO. 2020. [Epub].



Neratinib Approval -

 Neratinib approved in combination with capecitabine for
adult patients with advanced or metastatic HER2-positive
breast cancer who have
in the metastatic setting.
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Tucatinib: HER2-Selective TKI

® |ess EGFR-associated toxicity than >CiNH
other HER2-targeted TKls N

H
) @“ﬁ’” NN
CNS penetration NN \@‘/O’Q‘i?

Well tolerated and active in Phase Ib: Tucatinib + T-DM1in HER2+ MBC
combinations (eg, with T-DM1, 60 - W 1 prior HER? agent
capecitabine, or trastuzumab) 40 1 W = Zprior HERZ agents
20
Cellular Selectivity, IC;, (nM) 04

Tucatinib

Neratinib
Lapatinib

Max Change in Sum of Diameter of
Target Lesions (%)

Borges. ASCO 2016. Abstr 513. Borges. JAMA Oncol. 2018;4:1214.



HER2CLIMB: Phase Il Study Design

Randomized, double-blind, placebo-controlled, active comparator phase Il trial at 155 sites in
15 countries (February 2016 to May 2019); data cutoff: September 4, 2019; median f/u: 14.0 mos

21-day cycles

Stratified by brain mets {yes vs no), ECOG PS (Ovs 1),
and region (US or Canada vs rest of world) !
. . Tucatinib 300 mg PO BID +
.F’atlents with HER2+ MBC; v Trastuzumab 6 mg/kg Q3W (loading dose: 8 mg/kg C1D1) +
prior trastuzumab, pertuzumab, / Capecitabine 1000 mg/m? PO BID on Days 1-14

and T-DM1; ECOG PS 0/1; (n = 410)

brain mets allowed*

(N=612) Placebo PO BID +

Trastuzumab &6 mg/kg Q3W (loading dose: 8 mg/kg C1D1) +

*Including previously treated stable mets, untreated

mets not needing immediate local therapy, and Capecitabine 1000 mg/m? PO BID on Days 1-14
previously treated progressing mets not needing (n=202)

immediate local therapy.

= Primary endpoint:PFS (RECIST v 1.1 by BICR) =
among first 480 randomized patients

Secondary endpoints (total population): OS,
PFS in patients with brain mets, ORR in
patients with measurable disease, safety in
— 90% power with 288 eventsata = 5%, HR: 0.67 patients who received > 1 dose of study tx

Murthy. SABCS 2019. Abstr GS1-01. Murthy. NEJM. 2019;382:597.



HER2CLIMB: PFS (Primary Endpoint Population)

l—l

]

o
f

Events, Median PFS, 1-Yr PFS,

n/N  Mos(95%Cl) % (95% Cl)

Tucatinib + trastuzumab/cape 178/320 7.8(7.5-9.6) 33 (27-40)
Placebo + trastuzumab/cape 97/160 5.6(4.2-7.1) 12 (8-21)
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o
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o
o
1

HR: 0.54 (95% Cl:0.42-0.71; P <.00001)
46% reduction in risk of disease progression
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Patients
at Risk, n
Tucatinib arm 320 235 152 98 40 29 15
Placehoarm 160 94 45 27 6 4 2

Murthy. SABCS 2019. Abstr GS1-01. Murthy. NEJM. 2019;382:597.



HER2CLIMB: OS (Total Population)

Events, MedianOS, 2-Yr OS,
: n/N  Mos(95%Cl) % (95% Cl)

Tucatinib + trastuzumab/cape 130/410 21.9(18.3-31.0) 45 (37-53)
Placebo + trastuzumab/cape 85/202 17.4(13.6-19.9) 27 (16-39)

HR: 0.66 (95% CI: 0.50-0.88; P =.0048)
34% reduction in risk of death
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Patients Mos Since Randomization

at Risk, n
Tucatinib arm 410 388 322 245 178 123 80 51 34 20 10
Placebo arm 202 191 160 119 77 48 32 19 7 5 2

Murthy. SABCS 2019. Abstr GS1-01. Murthy. NEJM. 2019;382:597.



HER2CLIMB Intracranial Activity: CNS-PFS and
OS in Patients With Active Brain Metastases

Tucatinib + Placebo +

CNS-PFS Tucatinib + Placebo + os Trastuzumab/Cape Trastuzumab/Cape
Trastuzumab/Cape Trastuzumab/Cape
Events, n/M 35/118 30/56

1.0 = Events, n/N as 05;);1:2134?0 33556 . 1-yr 08, % (95% Cl)  71.7(61.4-79.7) 41.1(255-56.1)

_ 1-yr CNS-PFS, %(95% Cl) o0 t? I | f1(rbse Median OS, mos [95% CI)  20.7 (15.1-NE) 12.0{10.5-13.8)
Median CNS-PFS, mos (95%C1)  9-5(7.5-11.1) 1(2.5-5.6) HR : 0.43 (95% Cl: 0.30-0.80; P= .004)
0.2 4 HR: 0.36 (95% C1:0.22-0.57; P < .00001) o o R

0.6 0.6 4

0.4 4 0.4 4

Probability of 05

0.2 = 0.2 -

0% ]
0 T —T T —T T T L ] 0 —TT — ™
0 3 © 9 12 15 18 21 24 27 30 22 36 0 3 6 9 12 15 18 21 24 27 30 33 3
Patients at Risk, n Mos Since Randomization patients at Risk, n Mos Since Randomization
Tucatinib + 118 83 43 29 12 7 4 3 1 1 10 Tucatinib +118 111 8 66 51 33 13 11 10 &
trastuzumabj/cape trastuzumab/cape
Placebo + 56 26 7 0 Placebo + 56 54 39 29 12 8 6 2 0 ©
trastuzumab/cape trastuzumab/cape

64% reduction in risk of CNS progression or death 51% reduction in risk of death
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Lin. JCO. 2020;38:2610.




HER2CLIMB Intracranial Response Rate
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Confirmed ORR (RECIST 1.1)

P=

47%
(33.7-61.2)

.03

M Tuc + Tras + Cape
M Pbo+ Tras+ Cape

20%
(5.7-43.7)

TUC+Tras+Cape Pbo+Tras+Cape
(n=55) (n=20)

Best overallintracranial response, n (%)

= CR 3 (5.5) 1(5.0)
= PR 23 (41.8) 3(15.0)
= SD 24 (43.6) 16 (80.0)
= PD 2(3.6)

= Notavailable 3 (5.5)

ORR, n 26

DoR of
intracranial

response, mos
(95% Cl)

Response

6.8 (5.5-16.4) 3.0(3.0-10.3)

Lin. JCO. 2020;38:2610.



HER2CLIMB: Most Common Adverse Events
(> 20% in Tucatinib Arm)

Grade Grade Grade
1 2 Z3
Tucatinib + trastuzumab/cape [ ] [ [ |

Placebo + trastuzumab/cape [ ] [ [
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Murthy. SABCS 2019. Abstr GS1-01.



Tucatinib Approval

, the FDA approved tucatinib in combination with trastuzumab/
capecitabine for treatment of advanced, unresectable or metastatic HER2+ BC,
including patients with brain metastases, who have

in the metastatic setting

— Administration: 300 mg taken orally twice daily with or without food
* Reduce dose to 200 mg orally twice daily for patients with severe hepatic impairment

— Tucatinib can cause severe diarrhea; administer antidiarrheal treatment as clinically
indicated

— Tucatinib can cause severe hepatotoxicity; monitor ALT, AST, and bilirubin prior to
starting tucatinib, every 3 weeks during treatment, and as clinically indicated

— Management of AEs may require temporary interruption, dose reduction, or
discontinuation

* Approval based on efficacy data from randomized phase |l HER2CLIMB trial



Devam Eden Calismalar

HER2CLIMB-02: Tucatinib or Placebo + T-DM1 in
Unresectable HER2-Positive Breast Cancer

= Randomized, double-blind, phaselll trial

Stratified by hormone receptor status, prior
pertuzumab, history of visceral disease

Patients with HER2+ unresectable LA or metastatic
BC; previous treatment with trastuzumab and a
taxane; previous pertuzumab permitted but not

required; untreated brain mets not requiring
immediate therapy or previously treated and stable
brain mets permitted Placebo 300 mg PO BID +

(planned N = 460) T-DM1

Tucatinib 300 mg PO BID +
T-DM1 3.6 mg/kg IV Q3W

= Primary endpoint: PFS (RECIST v 1.1 by investigator assessment)

= Secondary endpoints: OS, PFS (BICR), ORR, DoR, CBR, rate of AEs
NG O

NCTO3975647. i it: clini otions.com




Tedavi Siralamasi

Firstline

® Trastuzumab + pertuzumab
+ taxane

Second line

T-DM1

Tucatinib + capecitabine +
trastuzumab

1. Giordano. JCO. 2018;36:2736. 2. NCCN. Breast Cancer. V5.2020. July 15, 2020.

2 Third Line

Lapatinib + capecitabine
CT + trastuzumab

Trastuzumab plus eribulin,
vinorelbine, gemcitabine, or
capecitabine, CMF

Lapatinib + trastuzumab

Hormonal therapy +
anti-HER2 (for HR+)

Trastuzumab/Pertuzumab or T-
DM1, if not received prior

Trastuzumab deruxtecan
Neratinib/Capecitabine

Tucatinib/Capecitabine/
Trastuzumab




v’ Yeni Gelistirilen Tedaviler
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Margetuximab: Novel HER2-Targeted
Monoclonal Antibody

Margetuximab has the same specificity,
affinity to HER2 as trastuzumab with similar
ability to disrupt signaling

However, via Fc engineering with intent to
activate immune responses, margetuximab
has altered Fc receptor affinity

— Trastuzumab: WT IgG1 effector domains; binds
and activates immune cells

— Margetuximab: Increased affinity for activating
Fcy RIIIA (CD16A) and decreased affinity for
inhibitory Fcy RIIB (CD32B)

Nordstrom. Breast Cancer Res. 2011;13:R123. Nordstrom. ASCO 2019. Abstr 1030.

Increased CD16A Affinity:
Enhance Innate Immunity/More Potent ADCC Stimulation

Cancer Cell
Destruction

Decreased CD32B Affinity:
Enhance Adaptive Immunity/Increase Inmune Activation

HER2-specific
Lymphocyte
Proliferation




SOPHIA: Investigator-Assessed OS and PFS

Second Interim OS Analysis (Sep 2019 Cutoff) Investigator-Assessed PFS (Sep 2019 Cutoff)

Events, Median 0S,
n Mos (95% Cl) Events, Median PFS,
Margetuximab + CT (n =266) 131 21.6 (18.86-24.05) n Mos (95% Cl)
Trastuzumab + CT (n = 270) 133 19.8 (17.54-22.28) Margetuximab + CT (n = 266) 208 5.7 (5.22-6.37)
= 4.4 (4.14-5.45
HR: 0.89 (95% Cl: 0.69-1.13; P = .326) Trastuzumab + CT (n = 270) 222 ( )

HR:0.71 (95% CI: 0.58-0.86; P = .0006)
29% reduction in risk of disease progression

Median difference: 1.8 mos

Median follow-up: 15.6 mos

L N

10 20 30 40 10 20
Mos From Randomization Mos From Randomization

Margetuximab + CT 2662592492392302141881591311078064 47 3531 2214 9 3 2 2 0 Margetuximab + CT 266 210 137 100 62 36 25 14 11 6 5 3 2 2 0
Trastuzumah + CT 270260246236218205183160126102 7457 43 30 22 1610 6 2 2 2 1 0  Trastuzumab +CT 270152108 v2 42 20 &8 4 3 2 2 1 O

Rugo. SABCS 2019. Abstr GS1-02.
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Phase | Study: Trastuzumab Duocarmazine in
Locally Advanced or Metastatic HER2+ Breast Cancer

Change in Tumor Size in HER2+BC (nh = 48)*

Best % Change in Tumor Size by
HER2 IHC Status

m HER2 positive
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ORR: 33% (95% Cl: 20.4-48.4)

Trastuzumab duocarmazine: ADC with trastuzumab linked to
duocarmycin prodrug

= Most drug-related TEAEs mild to moderate

= Qcular toxicity reported in 2/3 of patients; most common
reason for treatment discontinuation/dose modification

Banerji. Lancet Oncol. 2019;20:1124.

Dose-Expansion Cohorts (n = 146)
Grade 1/2 Grade 3
Fatigue 43 (29) 5(3)
Conjunctivitis 41 (28) 4(32)
Dry eye 44 (30) 1(1)

Drug-Related AE, n (%)

Increased lacrimation 29 (20)
Dry skin 26 (18)
Decreased appetite 27 (18)
Alopecia 26(18)
MNausea 27 (18)
Stomatitis 24 (16)
Neutropenia 14 (10)
Vomiting 17 (12)
Anemia 13 (9)
Pyrexia a(B)



v' HER2-low: Yeni bir alt grup mu?



HER2 Testing by IHC: 2018 ASCO/CAP Guidelines

HER2 testing (invasive component) by validated IHC assay
Batch controls and on-slide controls show appropriate staining
Circumferential membrane Weak to moderate Incomplete membrane No staining is observed or

staining that is complete, complete membrane staining that is faint/barely membrane staining that is
intense, and in > 10% of staining observed in > 10% perceptible and in > 10% of incomplete and is faint/barely

tumor cells of tumor cells tumor cells perceptible and in < 10% of
tumor cells

IHC 3+ positive IHC 2+ equivocal IHC 1+ negative IHC 0 negative

HER2-low

Must order a reflex test (same specimen using ISH) or order a
new test (new specimen if available, using IHC or ISH)

=  2007,2013/2014, and 2018 guidelines largely ignore both the IHC 0/1+ false-negative and the IHC 3+ false-positives

Wolff. Arch Pathol Lab Med. 2018;142:1364.



Prevalence of HER2-low by HR-status

HER2 IHC examples

HER2-negative

HR+ Disease TNBC

N = 2,485 IHC+2 620

8%

HER2-low

EmIHCO mEIHC+1 OlIHC+2

34% to 63% of breast cancer patientsconsidered
HER2-negative under current guidelines express low
levels of HER2

Schettini. ESMO Breast Cancer Virtual Meeting 2020. Abstr 23P. Slide courtesy of Aleix Prat.



v' HER2-low: Yeni bir alt grup mu?
v’ Anti-HER2 tedaviler bu grupta etkili mi?



NSABP B-47: Adjuvant Trastuzumab in Patients With
Normal/Low HER2 Expression Breast Cancer

Stratified by HERZ2 IHC score, number of positive
nodes, ER/PR status, and intended chemotherapy

Patients with node positive or node

negative high-risk primary breast /' (n=1599)
cancer; IHC 1+ or 2+ for HER2; FISH

Anthracycline + Taxane + Trastuzumab

negative and HER2 copy number < 4
(N =3270) \ Anthracycline+ Taxane
(n=1603)

» Chemotherapy options: docetaxel/cyclophosphamide (6 cycles) or doxorubicin/cyclophosphamide (4 cycles)
followed by paclitaxel

Fehrenbacher. SABCS 2017. Abstr GS1-02. Fehrenbacher. JCO. 2020;38:444.



Invasive Disease-Free Survival Invasive Disease-Free Survival Stratification Variables
No.of No.of

Subgroup Patients Events HR (95% Cl)
IHC score

_ ) ) 1+ 1821 146  p—am 0.87 (0.62-1.20)
;‘Fi [8}598 (95% Cl: 0.76-1.25) 2+ 1379 115 — 1.14 (0.79-1.66)
T Positive nodes, No.
0.2 2328 154 0.86(0.63-1.18)

4-9 610 57 1.17 (0.69-1.99)
Treatment No. Events 210 262 50 [ 1 1.20(0.77-1.41)
= Chemotherapy 1,602 133 HR status

= Chemotherapy + Trastuzumab 1,598 128 Negative 554 g4 0.87 (0.57-1.32)

T T T T T T T T Positive 2648 167 1.04(0.77-1.41)
0 6 12 18 24 30 36 42 48 54 60 |ntended chemotherapy

Mos AC > WP 1784 130 1.00 (0.70-1.41)
TC 1416 131 0.95 (0.68-1.38)

2.5

-

Trastuzumah Better No Trastuzumahb Better

Fehrenbacher. JCO. 2020;38:444.




Efficacy of Trastuzumab Deruxtecan in HER2-Low
MBC

2% Change in Tumor Size by

Best 2% Change in Tumor Size by
HER2 IHC Status

HER2 IHC Status
—_ IHC2+

— |HC1+

Size From BL (%)
Best % Change in
Tumor Size From BL

Change in Tumor

*Hormone receptor negative
10 20 30 40 50 60 70 80 90100110120 . . i .

Wks Line at 20% indicates PD; line at -20% indicates PR.
Efficacy in HER2-Low MIBC
All (N =51)
IHC 2+ (n = 24)
IHC1+ (n=27)
HR+ (n = 45)

Prior CDK4/6 inhibitor (n = 15)

Confirmed ORR, % Median DoR, Mos Median PFS, Mos

Modi. SABCS 2018. Abstr P6-17-02.



HER2-low Trastzumab Deruxtecan
Devam eden calismalar

Randomized, open-label, active-controlled phase lll trial

Stratified by HER2 IHC status, no. of prior lines of CT, HR status (HR+
without previous COKA4/6i vs HR+ with previous CDKi vs HR-)

Patients with HER2-low (IHC1+ or Trastuzumab Deruxtecan 5.4 mg/kg IV Q3W
IHC2+/15H-), unresectable and/or i (planned n = 360)

metastatic BC; progression on

endocrine therapy; 1 to 2 prior

/"
lines chemo/adjuvant in metastatic \ Physician’s Choice of CT:
setting; no prior findings of high Capecitabine, Eribulin, Gemcitabine, Paclitaxel or nab-Paclitaxel
HER2 expression; no prior anti- (planned n = 180)
HER2 treatment
(planned N = 540)

Primary endpoint: PFS (RECIST v 1.1 by BICR)

Secondary endpoints: OS, PFS (investigator assessment), ORR, DoR

NCT03734029.



v' HER2 hedefli tedavilerde direnc



Resistance to HER2 Targeted Therapy

Proposed mechanisms of resistance

v’ Alterations in the HER2 receptor 1]

v’ Hyperactivation of the downstream
signaling pathways (PI3K-AKT, EGFR,
IGFR, mTOR and MAPK/ERK)!1-3]

v’ Variations in host-tumor immune 22
interactions!* P ,

v’ Cyclin D1/CDK4/6/pRB pathway: a s g [ it |
downstream signal activated by HER2 l T B e - > Sl

pathways |
rp

ligand-receptor interaction!®! Gonatih actition °f PIEH ose ot ity ' Kenpiitoatiors | [ B vereornes '

ion
CCR Focus A

1. Vernieri. Crit Rev Oncol Hematol. 2019;139:53. 2. Berns. Cancer Cell. 2007;12:395. 3. Nagata. Cancer Cell. 2004;6:117.
4. Wang. Asian Pac J Cancer Prev. 2015;16:2591. 5. Goel. Cancer Cell. 2016;29:255.



monarcHER: Abemaciclib in Previously Treated
HR+/HER2+ Advanced BC—Study Design

International, open-label, randomized phase Il trial

Stratified by no. prior systemic regimens (2-3 vs > 3),
measurable vs nonmeasurable disease

Abemaciclib 150 mg PO BID + Trastuzumab [V Q21D +

Fulvestrant 500 mg IM on Days 1, 15, 29 of cycle 1, then Q28D

Women with HR+/HER2+ advanced BC; (n=79)

previously treated with = 2 HER2-directed
therapies for advanced BC, including o Until PD or
T-DM1 and a taxane; no prior CDK4/6 Abemaciclib 150 mg PO BID + Trastuzumahb IV Q21D unacceptable
inhibitor/fulvestrant; no untreated or (n=79)

toxicity
symptomatic CNS mets *Investigator’s choice
=23 : SoC single-age
(N=237) Trastuzumab IV Q21D + Chemotherapy* of CT; SoC single-agent

~ CT must include agent
=) approved for BC.

Primary endpoint:investigator-assessed PFS for abemaciclib + trastuzumab + fulvestrant vs trastuzumab
+ CT, then abemaciclib + trastuzumab vs trastuzumab + CT if positive

— Studydesigned to achieve 80% power and 2-sided a = 0.2 with 165 PFS events, assuminghazard ratio of 0.667
Secondary endpoints: ORR, OS, PRO, PK, safety

Tolaney. Lancet Oncol. 2020;21:763.x



monarcHER: Investigator-Assessed PFS
(Primary Endpoint)

Median P Value (vs
90 - ORR, % PFS, Mos HR Trastuzumab + CT)
20 - == Abemaciclib + trastuzumab + fulvestrant 33 83 0.673 .051
== Abemaciclib + trastuzumab 14 5.7 0.94

70 Trastuzumab + CT 14 5.7 - —
60 1
50 - 2-sided

log-rank test
40 -

304

1
1
1
1
20 4 !
10 4 H
1
6

0

L] L] L) L) L] L] L] L) ) L] n L) |
o 2 4 10 12 14 16 18 20 22 24 26 28 30
Patients at Risk, n Mos
Abemaciclib + trastuzumab + fulvestrant 79 63 53 44 36 34 29 21 14 8 2 4 4 2
Abemaciclib + trastuzumab 79 60 43 33 25 23 18 15 11 B8 7 5 3 1
Trastuzumahb + CT 79 54 44 27 22 20 17 15 2 7 5 5 2 1 0

= Median PFS significantly prolonged by 2.6 mos with abemaciclib + trastuzumab + fulvestrant
(prespecified 2-sided a = 0.2); no PFS benefit for abemaciclib + trastuzumab vs trastuzumab + CT

Tolaney. Lancet Oncol. 2020;21:763.




Other Selected Clinical Trials for HER2-Positive

Study Agents

PATRICIAM! Palbociclib + tras +
letrozole

PATINA] Anti-HER2 + endo tx +
palbociclib

EPIK-B2[4 Tras + pertuzumab +

alpelicib
PANACEAL! Pembrolizumab + tras

KATE2!®] TDM-1 + atezolizumab

Ph/N

MBC

Population Results

ER- or ER+ HER2+ MBC w/ > 2 but <6 6-mo PFS: ER-: 33.3%, ER+: 40%,
prior tx 53.3% (w/letrozole)

HER2+ HR+ MBC, no prior tx for adv NR
disease beyond induction

Adv HER2+, PIK3CA mut BC, prior tx NR
w/ taxane/tras/pert 4-6 cycles

Adv BC, HER+, progressionon trasor  PD-L1+vs PD-L1- (median, mos):
T-DM1, sample for PD-L1 screen PFS:2.7v2.5;05:NRv 7.0

HER2+ LABC or MBC, prior tx w/ Median PFS, mos, TDM-1 +
taxane and tras, no progon met tx or  atezolizumab v TDM-1 + pbo: 8.2
w/in 6 mos adj tx v 6.8(ITT);8.5v4.1(PD-L11C)

1. Ciruelos. SABCS 2018. Abstr PD3-03. 2. Tolaney. Lancet Oncol. 2020;21:763. 3. Metzger. SABCS 2018. Abstr OT3-02-07.
4. NCT04208178. 5. Loi. Lancet Oncol. 2019;20:371. 6. Emens. ESMO 2019. Abstr 3050. NCT02924883.






National Comprehen5|ve

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)

Breast Cancer

Version 6.2020 — September 8, 2020

SYSTEMIC THERAPY REGIMENS FOR RECURRENT OR STAGE IV (M1) DISEASE®b.¢

HER2-Positive':*

Preferred regimens Other recommended regimens
« Pertuzumab + trastuzumab + docetaxel (category 1)! * Tucatinib + trastuzumab + capecitabine (category 1)™
* Pertuzumab + trastuzumab + paclitaxel * Ado-trastuzumab emtansine (T-DM1)

* Fam-trastuzumab deruxtecan-nxki"

= Trastuzumab + pachtaxel + carboplatin

- Trastuzumab + docetaxel'

» Trastuzumab + vinorelbine'

» Trastuzumab + capecitabine

* Lapatinib + capecitabine

* Trastuzumab + lapatinib (wﬂhuut cytotoxic therapy)
« Trastuzumab + other agents! 2P

« Meratinib + capecitabine

« See additional targeted therapy options [BINV-E)®




ENEIE ]  Bridging the Gap

Guideline statement LoE/GoR m

v'Anti-HER2 tedavi, HER2-pozitif tim hastalara erkenden baslanmali (1. sira)

v'Anti-HER2 tedavi altinda progrese hastalarda
kontrendikasyon yoksa anti-HER2 tedaviye devam edilmeli.
Tercih;

v'Ulkede ulasilabilirlik

v'Daha 6nceki anti-HER2 tedaviler ve RFS

v Optimal siralama bilinmiyor

v'Optimal stire (ne zaman kesilecek) bilinmiyor

v'CR elde edilmis hastalarda optimal siire bilinmiyor;
v'Toksisite ,Bolge,Fiyat ,Hasta ile tartisilabilir
v’Uzun CR sonrasi (rechallenge imkani varsa) tedavi kesilebilir

Patients who have received any type of (neo)adjuvant anti-HERZ2 therapy should not be

excluded from clinical trials for HER2-positive ABC. These patients remain candidates for anti-
HER2 therapies.



INEIEE

Bridging the Gap

v'Secilmis ER+ hastalarda 1. sirada anti-HER2+ET, dual blokaj tercih edilebilir.

v'ER+ hastalikta KT+AntiHER2 tedavi secildiyse ve yarar saglandiysa
tedaviye ET+antiHER2 tedavi ile progresyona kadar devam edilebilir
(her ne kadar randomize calismasi olmasa da).

v'idame ET ile tek mi dual anti-HER2 mi sorusunun cevabi yok.

In the first-line setting, for HER2-positive ABC previously treated (in the adjuvant setting with DFI
>12 months) or untreated with trastuzumab, combinations of ChT + trastuzumab are superior to
combinations of ChT + lapatinib in terms of PFS and OS.

v'1. basamakta taksan+trastuzumab+pertuzumab (6zellikle daha énce anti-HER2
tedavi almamis olanlarda) onerilen tedavi secenegidir
v'Neo(adjuvan) anti-HER2 tedavi almis hastalarda KT+trastuzumab+pertuzumab

1. sirada en 6nemli opsiyon (CLEOPATRA calismasinda az hasta adjuvan
trastuzmab kullanmis idi.



ENEIE ]  Bridging the Gap

interval >12 months.

v'Progresyon sonrasi Trastuzumab+pertuzumab dual blokajin devami ile ilgili data
yok ve kullanimi 6nerilmez. 1. sirada kullanilmamissa 1. siradan sonra kullanilabilir. T

v'Trastuzumab icerikli tedavi sonrasi progresyonda en iyi secenek T-DM1,

v'Trastuzumab temelli tedavi sonrasi Tratuzumab+lapatinib bir opsiyon.
Pertuzumab ve TDM1 sonrasi veri yok.

/D 90%
v'Neratinib+Kapesitabin rutin kullanimi icin yeterli veri yok .



ENEIME@ S  Bridging the Gap

recommended for routine clinical practice.

ESMO-MCBS: No manuscript publication; precludes scoring.

Additional studies are needed to clearly establish the potential role of this combination in the

treatment of brain metastases, as well as the role of neratinib for ABC.

98%
v'Trastuzumab Derukstekan coklu basamak tedavi alan hastalarda aktif. Pulmoner
toksisiteye dikkat!!!
98%
v'Pertuzumab+trastuzumab+TDM1 kullanmis hastalarda
Trastuzumab+capesitabine Tucatinib eklemenin miitevazi yarari var. Ve bu asamada
kullanilabilir.
Margetuximab + ChT showed only a small PFS benefit (1 month) when compared with 95%
trastuzumab + ChT for patients pretreated with pertuzumab and T-DM1, and cannot therefore be
recommended for routine clinical practice. ESMO-MCBS: No manuscript publication;
precludes scoring.
The role of CD1716A genotype as a predictor of anti-HER2 antibody efficacy and selection of anti-
HER2 agent should be further explored.
"Regarding the ChT component of HER2-positive ABC treatment: /A 88%




ENEIME@ S  Bridging the Gap

v'Pertuzumab verilmeyecek ise 1. sirada trastuzumab ile vinorelbin yada taksan
kulalnilabilir. Diger KT ajanlari ile galismalar yetersiz oldugundan tercih edilmez.

v'ileri basamaklarda Trastuzumab,
v/capecitabine, eribulin, liposomal anthracyclines, platinum, gemcitabine
yada metronomic KT ile kullanilabilir.

v'Trastuzumab + Pertuzumab ile kombine olacak KT ajani docetaxel [I/A] or
paclitaxel [I/B]dir. Vinorelbine [lI/A], nabpaclitaxel [II/B] and capecitabine [I/A] ve
metronomik KT de (ll/B) olabilir.



v Adjuvan trastuzumab almissa;
v > 6 ay TFl var ise P+H+T (dosetaxel/pakil)
v’ <6 ay ise TDM-1 (ulasilamiyorsa H+KT veya L+X)

v Daha 6nce tedavi almamis hastalarda P+H+T 6neriliyor

v’ En iyi cevap alindiktan sonra (6-12 ay) T+P ile devam
edilmesi (optimal stire??)

v HR+ ise KT kesildikten sonra hormonal tedavi eklenebilir



COVID-19 Pandemic Breast Cancer Consortium:
Recommendations for Advanced-Stage Invasive BC

» Adjust dose/schedule of systemic therapy to reduce visits, bloodwork, and serious AEs

= Defer routine staging scans in patients without PD

= Risks of palliative CT may outweigh possible gainsin some cases

ER+ BC HER2+ BC

= Consider potential toxicity risks of oral -
targeted therapy (CDK4/6, mTOR, and
PIK3CA inhibitors)
Dose reduction may reduce toxicity
First- or second-line CDK4/6 inhibitors
can be delayed in patients likely to
maintaintumor control with ET alone

Dietz. Breast Cancer Res Treat. 2020;181:487.

Dosing intervals may be increased for
trastuzumab, pertuzumab, and
antibody—drugconjugates
Considerinterruptingtrastuzumab-
based maintenancein patients with
> 2 yrs of tumor controland minimal
disease burden







