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Current Treatment Algorithm for Metastatic Breast Cancer*®

*Always consider clinical trial options
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FIGURE 1. Current Treatment Algorithm for MBC
Abbreviation: MBC, metastatic breast cancer.



CDK4/6 Inhibitors + Endocrine Therapy Improve PFS in the 15¢/2"d line MBC
Setting

Study/Arms | 'Palomal | ?Paloma2 | *Monaleesa 2 SMonaleesa 7 Spaloma 3 ‘Monarch 2 | ®*Monaleesa 3

Phase 2 3 3 3 3 3 3 3
CDKA4/6i Palbo Palbo Ribo Abema Ribo Palbo Abema Ribo
ET partner Al Al Al Al Al/Tam + OS Fulvestrant  Fulvestrant Fulvestrant
N 165 666 668 493 642 521 669 726
Median PFS
(months) 10.2 145 16 14.7 13.0 4.6 9.3 12.8
Placebo
Median PFS
(months) 20.2 27.6 253 28.1 23.8 11.2 16.4 20.5
CDK 4/6i
HR 95% CI 0.48 0.56 0.54 0.55 0.55 0.50 0.553 0.593
0.31-0.74 0.46-0.69 0.41-0.69 0.44-0.69 0.44-0.69 0.40-0.62 0.45-0.68 0.480-0.732
P value <0.01 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01

'Finn R, et al. Lancet Oncol. 2015; 16:25-35; "Rugo H, et al, et al, SABCS. 2017; 'Hortobagyl GN, et al. ASCO; “Goetz MP, et al. ) Clin Oncol, 2017 Nov 10;35{32):3638-3646; *Tripathy D, et al. Lancet Oncol, 2018
Jul;19(7):904-915. “Turner NC, et al. N Engl J Med. 2015;373:209-219; "Sledge GW, et al. JCO, 2017;35:2875-2884; *Slamon DJ, et al. J Clin Oncol. 2018 Aug 20;36(24):2465-2472



CDK4/6 Inhibitors + Endocrine Therapy Improve OS in the 15t/2"¢ line MBC

Cattina
Study/Arms 'Monaleesa 7 ‘Monaleesa 3
Phase 3 3 3 3
CDK4/6i Ribo Palbo Abema Ribo
ET partner Al/Tam + 0S Fulvestrant Fulvestrant Fulvestrant
N 642 521 669 726
ITT Median OS (mo) 409 28.0 373 400
Placebo Fark: 9.4 ay
ITT Median OS (mo)
COK 4/6i NE 34.9 46.7 NR
0.71 0.81 0.757 0.724
T e e 0.54-0.95; p=0.00973 0.64-1.03, p=0.09 0.606-0.945,p=0.01  0.568-0.924, p=0.00455
0S: Primary resistance, 20.2vs 26.2 38.7vs31.5 40.2 vs 32.5
early relapse, 2L HR 1.14, NS HR 0.686, 0.451-1.043 HR 0.730, 0.530-1.004
o5 ss::‘s"'t':?” :f"r‘i::’r"“' 39.7vs29.7 48.8vs 40.7 NR vs 45,1 mo
i HR 0.72, 0.55-0.94 HR 0.787, 0.606-1.021 HR 0.700, 0.479-1.021
therapy, 1L
HR Time to :
oty 0.60, 0.46-0.77 0.58, 0.47-0.73, p>0.001 0.638, 0.527-0.773 NR

YIm et al, NEIM 2019; *Turner et al, NEIM 2018; *Sledge et al, JAMA Oncol 2019; “Slamon et al, ESMO 2013




Current Treatment Algorithm for Metastatic Breast Cancer*®
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FIGURE 1. Current Treatm 2 interim analiz
Abbreviation: MBC, metasicue wicao varowr.



PEARL: Palbociclib + Endocrine Therapy vs Capecitabine in
Postmenopausal Women With HR+/HER- MBC and Previous Al Therapy

»  Phase lll, international, randomized study with 2 cohorts; 4 countries, 37 sites (GEICAM-ispanyol, CECOG-orta
Avrupa-Avusturya, Macaristan, israil)

kinci kohort eklendi gtinkil MMK.de ESR1 mutasyonlar Al direnci mekanizmalarindan ve SERD fulvestrant ESR1 mutasyon + tm.de etkin olabilir

Each cohort stratified by country, prior CT for MBC (Y/N), prior Exemestane 25 mg QD + Palbociclib 125 mg QD
3 wks on/1 wk off
28-day cycles
(n=153)

sensitivityto HT (Y/N), presence of visceral mets

HR+/HER2- MMK,
adjuvan NSAIl altinda veya
tamamlanmasindan sonraki 12 ay
icinde, veya
ileri evre hastalikta palyatif NSAI

Cohort 1 (N =296)
Capecitabine 1250 mg/m? BID* 2 wks on/1 wk off Treatment until

21-day cycles objective PD,

/

altinda veya tamamlanmasindan l (n=143) symptomatic
sonraki 1 ay icinde niiks/progresyon; deterioration,
MMK icin < 1 basamak KT izin; Fulvestrant 500 mg D1 & D15 of Cycle 1 then once Q28D + toxicity, death, or
MMK icin kapesitabin veya Palbociclib 125 mg QD 3 wks on/1 wk off withdrawal of
exemestan/fulvestran almamig / 28-day cycles consent
- n=149
(n=601) Cohort 2 (N = 305) o)
Capecitabine 1250 mg/m? BID* 2 wks on/1 wk off
ESR1 mutasyonel ctDNA analizi 21-day cycles
tedavi baglamadan Once yapilmis (n=156)

*1000 mg/m? BID if > 70 yrs of age.

Martin. SABCS 2019. Abstr GS2-07.

Viseral hast %67, ESR1 wild type %68, dnceki hormonal tedaviye hassasiyet % 70-78, dnceden met.ik igin 1 basamak KT %68-70



PEARL: PFS

Median .
Objective Comparison F/U alzelIn Ay - Ll
J P ’  Mos (95% Cl) cl)
mos
Coprimary objective FULV + PALBO (n = 149) vs 13.47 = (5;/75_10'9) 1.09 537
1: Cohort 2 (n=305) CAPE (n=156) 10.0 (6.3-12.9) (0.83-1.44)
Coprimary objective ET + PALBO (n = 206) vs 18.89 8.0 (6;/55_10'9) 1.08 526
2: ESR1 WT (n=393)  CAPE (n = 187) 101617 215.0] (0.85-1.36)
ii;‘:;falréozbz:c_t“’e: ET + PALBO (n = 302) vs ea 7405993 vs 1.09 280
- CAPE (n = 299) ' 9.4 (7.5-11.3)  (0.90-1.31) '

601)

= 2 coprimary endpoints not met

— PFS with PALBO + FULV not superior to CAPE in patients with MBC resistant to Als

— PFS with PALBO + ET not superior to CAPE in patients with ESR1 WT tumors

Martin. SABCS 2019. Abstr GS2-07.




PEARL: PFS by Subgroup for Cohort 2 (n = 305)

FULV + PALBO CAPE HR
Subgroup Events/N (%) Events/N (%) (95% CI1) P Value*
Visceral 72/97 (74.2)  68/102 (66.7)  1.04(0.75-1.45) P S 0.811
Nonvisceral 36/52  (69.2)  26/54 (48.1)  1.19(0.72-1.98) ] 0.497
Yes prior sensitivity to HT ~ 84/119 (70.6)  72/122 (59.0)  0.99(0.73-1.36) ey 0.974
No prior sensitivity to HT ~ 24/30  (80.0)  22/34 (64.7)  1.79(0.98-3.28) ———— 0057
Yes prior CT for MBC 31/41 (75.6)  28/41 (68.3)  0.93(0.55-1.56) ey 0.784
No prior CT for MBC 77/108 (71.3)  66/115 (57.4)  1.15(0.82-1.59) —-— 0.419
Age <65 yrs 73/93 (785)  63/103 (61.2)  1.10(0.79-1.55) —t— 0.566
Age 2 65 yrs 35/56  (62.5)  31/53 (585)  1.06(0.65-1.72) — 1t 0.814
Onesite 38/56 (67.9)  15/35 (42.9)  1.54(0.85-2.81) —_H— 0.155
Multiple sites 70/93 (75.3)  79/121 (653)  1.05(0.76-1.44) — 0.786
Measurable lesions 81/116 (69.8)  78/126 (61.9)  1.08(0.79-1.47) —fe— 0.630
Nonmeasurable lesions 27/33 (81.8) 16/30 (53.3) 1.20(0.65-2.24) —_ 0.558
Treatment line: 1% 26/38  (68.4)  25/42 (59.5)  0.83(0.47-1.45) ——t 0.503
Treatment line: 2% 54/76 (71.1)  50/78 (64.1)  1.14(0.77-1.67) —t— 0.515
Treatment line: 2 31 28/35 (80.0)  19/32 (59.4)  1.09(0.60-1.96) —_— 0.786
ESR1:WT 76/102 (74.5)  60/98 (61.2)  1.03(0.73-1.44) — 0.880
ESR1: Mutated 25/38 (65.8)  30/48 (62.5)  1.10(0.64-1.87) —_— 0.734 . ( - )
All 108/149 (72.5)  94/156 (60.3)  1.08(0.82-1.42) —f— 0.599 PEARL PFS by SUbgroup for ESRI WT n= 393
025 05 15 2 3
*Unadjusted Cox P-value comparing FULV + PALBO vs CAPE in each subgroup. FUL\é;rQ_LBO BceAt:eEr 2 ET + PALBO CAPE HR
up Events/N (%) Events/N (%) (95% Cl) PValue*
108/137 (78.8)  81/115 (70.4)  1.00(0.75-1.34) —a— 996
. . eral 53/69 (76.8)  45/71 (63.4)  1.33(0.89-1.99) H—— 165
. rsensitivity toHT  111/148 (75.0)  84/132 (636)  1.07(0.81-1.42) —— 634
PEAR L' PFS by Intrl nsic Brea St Ca ncer Su btype ‘sensitivity toHT ~ 50/58  (86.2)  42/55 (76.4)  1.22(0.81-1.85) ——— 335
£ CT for MBC 44/57 (77.2)  33/46 (71.7)  1.16(0.74-1.83) —_— 516
-CT for MBC 117/149 (785)  93/141 (66.0)  1.06(0.81-1.39) —t— 678
syrs 111/130 (85.4)  84/125 (67.2)  1.16(0.87-1.54) —-— 302
Cohort 2 syrs 50/76 (65.8)  42/62 (67.7)  0.98(0.65-1.48) —_— 927
: 54/74 (73.0) 29/45 (64.4)  1.30(0.82-2.07) —t—— .260
: sites 107/132 (81.1)  97/141 (68.8)  1.10(0.83-1.45) —e—t 514
FULV + PALBO CAPE HR able lesions 128/169 (75.7)  102/149 (68.5)  1.02(0.79-1.33) —— 878
Subgroup Events/N (%) Events/N (%) (95% CI1) PValue* asurable lesions 33;37 (89.2) 24137 (64.9)  1.63(0.95-2.80) i I — 078
; | —_— 914 int line: 1+ 37/49 (755)  36/57 (63.2)  1.21(0.76-1.95) ————t 423
oS Sas(e7) s (e8] 193(075409 - meer. [F w2 g e ipos = =
Luminal A+B 75/101(74.3)  68/110 (61.8)  1.07(0.77-1.48) —— 681 e 164/205 17312} 12{3/187 ;6714; 1:10}0:37:1:39; P ‘225
Nonluminal 11/11 (100) 4/9 (44.4) 5.87 (1.60-21.6) .008 oo o e % 3
*Unadjusted Cox P-value comparing FULV + PALBO vs CAPE in each subgroup. 0‘15 0.5 15 é ‘5’ 5 } 20 <+— ET+ PALBO CAPE —
<+— FULV+ PALBO CAPE Better —— Better Better
Better justed Cox P-value comparing ET + PALBO vs CAPE in each subgroup.
ESRI WT ABCS 2019. Abstr GS2-07. Reproduced with permission.
ET + PALBO CAPE HR
Subgroup Events/N (%) Events/N (%) (95% CI1) P Value*
Luminal A 71/97 (780)  49/70 (70.0)  0.94(0.65-1.35) —r 731
Luminal B 45/59  (76.3)  48/68  (70.6) 1.14(0.76-1.72) —— .519
Luminal A+B 116/150 (77.3)  97/138 (703)  1.01(0.77-1.33) —— 930
17/17  (100) 4/8 (50.0) 7.36(2.05-26.4) — .002
T T T
*Unadjusted Cox P-value comparing ET + PALBO vs CAPE in each subgroup. 0.25 05 152 3 57 20
4= ET + PALBO CAPE Better
Better ESR1IWT
Martin. SABCS 2019, Abstr G52-07. Reproduced with permission.
Odds Odds
o FULV + PALBO CAPE : :
Response, % Ratio Ratio
(n = 149) (n = 156) 0 o
(95% C1) (95% C1)
0.73 0.67
+ 27 2 7
ORR (CR PR) 33 (0.42-1.27) 8 3 (0.42-1.08)
1.06 1.03
.0 48.1 50.5 50.3
CBR 49 (0.67-1.66) (0.69-1.53)




PEARL: Safety

Adverse Events, n (%)

EXE + PALBO
(n=150)

FULV + PALBO
(n=149)

Palbociclib + fulvestrant
demonstrated similar PFS vs
capecitabine in women with
MBC resistant to Als
Palbociclib + endocrine therapy
demonstrated similar PFS vs
capecitabine in women with
ESR1 WT tumors

No differences in efficacy
comparisons in subgroup

Any AE 147 (98.0) 148 (99.3) 286 (99.0)
= Related 133(88.7) 128 (85.9) 275(95.2)
= Leading to discontinuation 3(2.0) 8(5.4) 37(12.8)

Serious AEs, % 24 (16.0) 19(12.8) 63(21.8)
= Related 6(4.0) 5(3.4) 30(10.4)
® Leading to discontinuation 5(3.3) 2(1.3) 12 (4.2)

On study treatment deaths w/n 30 days of last dose 2(1.3) 5(3.4) 5(1.7)
= Related 0 0 3(1.0)

Most common grade = 3 AEs, %
= Decreased neutrophil count 86 (57.3) 83 (55.7) 16 (5.5)
* Febrile neutropenia 2(1.3) 1(0.7) 4(1.4)
» Palmar-plantar erythrodyesthesia syndrome 0 0 68(23.5)
® Diarrhea 2(1.3) 2(1.3) 22 (7.6)
= Fatigue 2(1.3) 1(0.7) 16 (5.5)
* Anemia 1(0.7) 3(2.0) 10 (3.5)

Martin. SABCS 2019. Abstr G52-07.
PEARL: Grade = 2 AEs per Patient
Most Frequent Therapy-Associated Signs and Symptoms in Both Arms
Palmar-plantar erythrodysesthesia syndrome 44 L4 H —_—
Diarrhea 4 2 ——
Fatigue 4 a e ——i
Mucositis 4 ae )—o—u
Nausea/Vomiting 4 Ae ——
Febrile neutropenia 4 » —_———
Nail disorder 4 e P ——
Leading to study drug discontinuation 4 Ae f———i
0 20 40 02505 1 2 468 . 25 50 1000
% Relative Risk of CAPE vs ET + PALBO with 95% CI

@ CAPE (N = 289)
AET+ PALBO (N = 299)

analyses including patients with
luminal breast cancer

Improved safety profile with
palbociclib with endocrine
therapy vs capecitabine,
including fewer treatment
discontinuations 3.7% vs
12.8%) and fewer treatment-
related serious AEs (3.7% vs
10.4%)




HER2(-) MMK Durvalumab vs I[dame KT: randomize faz Il

SAFIR-02 BREAST : Study Design
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Sam Antonio Bresst Cances Symposium, 10-14
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0.00
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20 Antonio Breast Cancer Symposium, 10-14 decerber 2019

: : OS for patients with TNBC or PDL1+ tumors
PFS in subgroups of interest P
e ke TNBC (N=82) PDL1+BC (N=44)

MoEm acon [ro—
st - P 1ec-
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= Durvalumab

IHC subtypes defined on primary tumor (n=192)
TNBC < 47 (37.6%) 35 sz.z%; >
HR+/HER2- - 8% "
Sicon by « Tum grupta
PDL1 expression (= 1% IC, SP142) (n=133) 28 ( 32.6%) 16 ( 34.0%)
1st Line CT 118 ( 90.1%) 61 (89.7%)
PDL1+ PDL1-  Esplaratuar
TNBC n=61 32(524%) O | 29(47.6%)
Non-TNBC n=67 10 (14.9%) 57 (85.1%) .

PDL1 status was assessed by IHC using SP142 antibody, on a metastatic
tumor sample and on tumor-infiltrating immune cells as a percentage of tumor

area (= 1% [PDL1-positive]
For N=5 tumors. we don’t have the HR status

== Maintenance CT

San Antonio Breast Cancer Symposium, 10-18 december 2019

durvalumab idame KT den

ustun degil (PFS, OS)

analiz; U¢li neg veya PDL1

pozitif altgrupta OS yarari
Sonug: idame KT > durva monotx (PFS)
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Current Treatment Algorithm for Metastatic Breast Cancer*®

*Always consider clinical trial options |— Visceral Crisis? — Chemotherapy
. v v .
HER-2 Overexpressed Hormone Receptor Positive ——— Germline BRCA Mutated Triple Negative
* \ . v r—;v
Pertuzumab + Endocrine Monotherapy Endocrine + CDK4/6 Inhibition PD-L1 Inhibitor + Chemotherapy
Trastuzumab | Palbociclib + Letrozole (PALOMA-2) Chemotherapy Taxane
+ Docetaxel v v Abemaciclib + NSAI (MONARCH-3) Atezolizumab+ Anthracycline
@ Ribociclib + Letrozole (MONALEESA-2) b-Paclitaxel Capecitabine
5 ((EORSIRAY  SHOMOGUG F“l"ecsga"t Ribociclib + Fulvestrant (MONALEESA-3) e (iarisch
= Inhibitor (Al1)/ E AL' N) Ribociclib + Al/Tamoxifen + OFS PARP Inhibitor
v Tamoxifen (non-visceraldiseaseonlv) \, o x pesa 7) Olaparib (OlymplAD)
T + Ovarian Function Talazoparib (EMBRACA)
Suppression (OFS)
- . (May considerin any
l line for HER-2 negative
breast cancer patients
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Oral Paclitaxel With P-Glycoprotein Pump Inhibitor Encequidar
vs Intravenous Paclitaxel in Metastatic Breast Cancer

= Open-label, multicenter study, randomized phase Il study
6 3-wk cycles

}

Patients with histologically or Oral Paclitaxel 205 mg/m?+
Encequidar 15 mg daily

cytologically confirmed MBC
and a metastatic target lesion

measurable by RECIST v1.1; D1-3 Q3W Extension
ECOG PS 0/1; (n=265%) Phase:
> 1 yr since previous taxane Continued
(adj/metastatic) (%30 dnceden IV Paclitaxel 175 mg/m? through 9 or
taksan almis); no CNS mets D1 Q3W more cycles

%50-56 HR+, tripl + %8-9, tripl - %8-15

" Primary endpoints: confirmed tumor response by Wk 19 (mITT) identified
as 2 consecutive scans of PR/CR (RECIST v1.1) by blinded, adjudicated
central independent review; safety/tolerability

= Secondary endpoints: PFS and OS

Umanzor. SABCS 2019. Abstract GS6-01




Oral Paclitaxel in MBC: Response (mITT; Primary Endpoint)

(0] IV Paclitaxel
o H o,

Outcome, % (n = 235) (n = 125) Treatment Difference, % (P value)
Confirmed response rate 40.4 25.6 14.8 (P = .005)

= PR 39.1 24.8

= CR 1.3 0.8
SD 23.8 39.2 --
PD 16.2 21.6 --

=  Primary endpoint also significant for ITT analysis

= Responses favored oral formulation across most patient groups
evaluated, including age (< 65 vs > 65 yrs of age), ECOG PS (O vs 1), HR
status (HR+/HER2- vs HR+/HER2+ vs triple negative vs HR/HER2
unknown), and prior CT (taxane vs anthracycline)

Umanzor. SABCS 2019. Abstract GS6-01




Oral Paclitaxel in MBC: Ongoing Survival Analyses (mITT)

OPE IV Paclitaxel
Outcome (n=235) (n=125) HR (95% Cl) PValue
Median estimated PFS, mos 9.3 8.3 0.760 (0.551-1.049) 0773
*» Censored summary, % 58.3 48.0
» Patients with event, % 41.7 52.0
® Patients d/c with no event (censored), % 40.4 36.8
* Ongoing patients with no event (censored), % 17.9 11.2
Median estimated OS, mos 27.9 16.9 0.684 (0.475-0.985) 0353
» Censored summary, % 68.9 58.4
» Patients with event, % 311 41.6
® Patients d/c with no event (censored), % 17.9 18.4
* Ongoing patients with no event (censored), % 51.1 40.0

Median estimated OS for ITT: 27.7 mos with OPE vs 16.9 mos with IV paclitaxel; HR:0.762 (95% Cl: 0.540-1.077

Umanzor. SABCS 2019. Abstract G56-01




Oral Paclitaxel in MBC: Investigator Conclusions

= |mproved ORR confirmed with oral paclitaxel and encequidar vs IV paclitaxel
in MBC

— Centrally confirmed ORR in mITT: 40.4% with OPE vs 25.6% with IV paclitaxel
(P =.005)

— Responses with oral formulation were durable, reaching past 200 days in
33.7% of patients

=  Similar PFS, but extended OS with oral formulation in mITT

= Neuropathy and alopecia reduced, but low-grade Gl effects increased with OPE vs
IV paclitaxel

= |nvestigators concluded that OPE represents a meaningful clinical improvement in
paclitaxel clinical profile and provides an important oral therapeutic option for
patients with MBC

Umanzor. SABCS 2019. Abstract GS6-01




SOPHIA: Second Interim OS Analysis of Margetuximab + CT vs
Trastuzumab + CT for HER2+ MBC After Previous HER2 Therapy

* Trastuzumab and pertuzumab + CT and T-DM1 are current SoC for first-line and second-line treatment
of HER2+ MBC, respectively!:?!

— No established SoC beyond second-line therapy

»  Margetuximab: HER2-binding antibody with Fc portion engineered to have increased affinity for

activating Fcy receptor RIIIA (CD16A)and decreased affinity for inhibitory Fcy receptor RIIB (CD32B)

compared with trastuzumab®!
— Intent is to enhance innate and adaptive immunity, respectively®4

" Phase Il SOPHIA trial designed to evaluate efficacy and safety of margetuximab + CT vs trastuzumab +
CT in patients with advanced or metastatic BC who received > 2 previous lines of anti-HER2 therapy!

— First interim analysis reported improved PFS and response rates with margetuximab + CT®!
ASC02019

1. Swain Lancet Oncol. 2013;14:461. 2. Dieras. Lancet Oncol. 2017;18:732. 3. Nordstrom. Breast Cancer Res. 2011;13:R123. 4. Clynes. Nat Med. 2000;6:443. 5.
Rugo.SABCS 2019. Abstr G51-02. 6. Rugo. ASCO 2019. Abstr 1000.




SOPHIA Second Interim Survival Analysis: Study Design

Randomized, open-label phase Ill trial (data cutoff: September 30, 2019)

Stratified by CT, no. of prior lines of tx (> 2 vs < 2),
no. of metastatic sites (>2 vs < 2)

H *
Patients with HER2+ advanced BC with Margetuxmil:l; ivskr:\fc/lti QW+ T
> 2 previous anti-HER2 therapies, including / (n = 266]
pertuzumab;
1-3 prior lines of tx for metastatic disease; '
prior brain metastasis allowed if \ Trastuzumah 8 mg/kg loading = 6 mg/kg Q3W +
treated/stable +monoterapi CT* in 3 wk cycles
(n=536) (n=270)
%62 HR(+)

*Investigators choice of CT: capecitabine, eribulin, gemcitabine, or vinorelbine.

»  Sequential primary endpoint: PFS, OS
Secondary endpoints: ORR by central blinded analysis, investigator-assessed PFS

Tertiary and exploratory endpoints: investigator-assessed CBR, DoR, safety, and effect of
CD16A, CD32A, and CD32B alleles on margetuximab efficacy

Rugo. SABCS 2019. Abstr GS1-02.




SOPHIA Second Interim Survival Analysis: Patient Population

Characteristic

Median age, yrs

Female, n (%)

ECOG PS 0/1, n (%)

Metastatic/locally advanced unresectable, n (%)
Patients with measurable disease by CBA, n (%)

Number of metastaticsites, n (%)
= Patientswith <2
= Patientswith > 2

Hormone receptor positive/negative, n (%)

Backbone chemotherapy, n (%)
= (Capecitabine

= Eribulin

= Gemcitabine

= Vinorelbine

Margetuximab + CT (n = 266)
55
266 (100)
149 (56)/117 (44)
260 (98)/6 (2)
262 (99)

138 (52)
128 (48)

164 (62)/102 (38)

Trastuzumab + CT (n = 270)
56
267 (98.9)
161 (60)/109 (40)
264 (98)/6 (2)
262 (97)

144 (53)
126 (47)

170 (63)/98 (36)

72(27)
70 (26)
33(12)
95 (35)

Rugo.SABCS 2019. Abstr G51-02

SOPHIA Second Interim Survival Analysis: Previous Therapy

Characteristic, n (%)

Settings of previous therapy
= Adjuvantand/or neoadjuvant

= Metastaticonly

Previous metastatic lines of therapy

= <2 lines
= >2lines

Type of previous anti-HER2 therapy

= Trastuzumab
=  Pertuzumab
= T-DM1

= lapatinib/other anti-HER2 therapy

Previous chemotherapy

" Taxane
= Anthracycline
= Platinum

Previous endocrine therapy

Margetuximab + CT (n = 266)

158 (59)
108 (41)

175 (66)
91 (34)

266 (100)

266 (100)

242 (91)
41(15)/6 (2)

252 (95)
118 (44)
34 (13)

126 (47)

Trastuzumab + CT (n = 270)

145 (54)
125 (46)

180 (67)
90 (33)

270 (100)

269 (100)

247 (92)
39 (14)/6 (2)

249 (92)
110 (41)
40 (15)

133 (49)

Rugo. SABCS 2019. Abstr GS1-02.




SOPHIA Second Interim Survival Analysis: PFS

Margetuximab+ CT  Trastuzumab + CT

Outcome (n = 266) (n = 270)

HR (95% Cl)

PFS: primary analysis by Central
Blinded Analysis*

* No.of events, n 130 135

= Median PFS, mos (95% CI) 58 (5:52:6:97) 4918175590 476 (0.59-0.98) 033
PFS: primary analysis by investigator

assessment*

= No. of events, n 160 177

= Median, mos (95% Cl) 5.6 (5.06-6.67) 4.2 (3.98-5.39) 0.70(0.56-0.87) .001
PFS:2nd interim analysis by

investigator assessment’

= No.of events, n 208 222

= Median, mos (95% Cl) 5.7 (5.22-6.97) 4.4 (4.14-5.45) 0.71(0.58-0.86) .006

*Data cutoff: October 2018, after 265 PFS events. "Data cutoff: September 2019, after 430 PFS events.

PFS her analizde Margetuximab kolu lehine anlaml
Rugo.SABCS 2019. Abstr GS1-02.




SOPHIA Second Interim Survival Analysis: Response (ITT)

Outcome Margetuximab + CT Trastuzumab + CT Nominal
(n =266) (n=270) P Value

ORR¥*, n (%; 95% Cl) 67 (25.2; 20.1-30.9) 37(13.7; 9.8-18.4) .0006

CBR', n (%; 95% Cl) 128 (48.1; 42.0-54.3) 96 (35.6; 29.9-41.6) .0025

Best overall response, n (%)

= CR 5(1.9) 4(15) -

= PR 62 (23.3) 33(12.2) -

= SD 143 (53.8) 158 (58.5) -

= PD 40 (15.0) 57 (21.1) -

= Not evaluable/available 16 (6.0) 18 (6.7) -

Median DoR, mos (95% Cl) 6.9 (5.45-7.49) 7.0 (5.55-8.15) .7400

*CR +PR. "CR + PR + SD > 6 mos.
Data cutoff: September 2019.

Rugo.SABCS 2019. Abstr GS1-02.

SOPHIA Second Interim Survival Analysis: OS

Margetuximab + CT  Trastuzumab + CT Median

Outcome HR (95% ClI) P Value

(n=266) (n=270) Difference, mos

0OS: 1st interim analysis*

= No. of events, n 78 80

= Median 0S, mos (95% Cl) 18.9 (16.16-25.07) 17.2 (15.80-33.31) 1.7 0.95 (0.69-1.31) .758
0S: 2nd interim analysis’

= No.of events, n 131 139

= Median OS, mos (95% Cl) 21.6(18.86-24.05) 19.8 (17.54-22.28) 1.8 0.89 (0.69-1.13) 326

0OS in CD16A-185 F carrier:

2nd interim analysis®

= No. of events, n/N 103/221 114/216

= Median OS, mos (95% Cl) 23.7 (18.89-28.32) 19.4 (16.65-22.28) 4.3 0.79 (0.61-1.04) .087

*Data cutoff: October 2018, after 158 (41%) of 385 events need for final OS analysis occurred. Median follow-up: 9.2 mos.
*Data cutoff: September 2019, after 270 (70%) of 385 events need for final OS analysis occurred. Median follow-up: 15.6 mos.

= No real differences among groups observed in OS subgroup analyses, with the
exception of HER2 IHC3+ (HR: 0.71; 95% Cl: 0.51-1.00)




SOPHIA Second Interim OS Analysis: Investigator Conclusions

" |npatients with HER2+ MBC after prior anti-HER2 therapy, margetuximab + CT improved PFS compared to
trastuzumab + CT

— 24% reduction in risk of PFSin primary analysis by central blinded analysis (HR: 0.76; P = .033)

— 29% reduction in risk of PFS in second interim analysis by investigator assessment (HR: 0.71;
nominal P =.0006)

»  Second interim OS not significantly different between arms

— Trend toward improved OS with margetuximab + CT in overall population (median 0S: 21.6 vs 19.8 mos; HR: 0.89; P =
.326) and in patients with CD16A-F genotype {median 0S: 23.7 vs 19.4 mos; HR: 0.79; nominal P = .087 for this
exploratory endpoint)

»  Qverall safety of margetuximab and trastuzumab arms comparable
— Higher IRR rate with margetuximab (13.3% vs 3.4%); mostly low grade, on first infusion only

" Final OS analysis (after 385 events) anticipated in 2020

Rugo.SABCS 2019. Abstr GS1-02.




HER2CLIMB: dnceden tedavi almis HER2+ MMK (beyin met dahil)
Trastuzumab ve Kapesitabin +/- Tukatinib (Faz Il )

=  Astandard of care regimen for patients with HER2+ MBC previously treated with
trastuzumab, pertuzumab, and T-DM1 remains undefined!%2

= Up to 50% of patients with HER2+ MBC may develop brain metastases, which remain
challenging to treat; new options are needed3!

= Tucatinib: investigational, oral TKI selective for HER2 with minimal inhibition of EGFRI43]
— Invitro, tucatinib showed > 1000-fold sensitivity for HER2 relative to EGFRI®]
— Selectivity results in fewer EGFR-related toxicities than many other HER2-targeted TKIs!”]

= |n phase Ib, tucatinib with capecitabine and trastuzumab achieved an ORR of 61% and PFS of
7.8 mos in patients with HER2+ MBC previously treated with SoC HER2-targeted agents!®!

= Current primary analysis evaluated efficacy, safety of tucatinib plus trastuzumab and
capecitabine in HER2+ MBC, with or without brain mets, refractory to SoC therapies(®10

1. Giordano. J Oncol Pract. 2018;14:501. 2. Cardoso. Ann Oncol. 2018;29:1634. 3. Brufsky. Clin Cancer Res. 2011;17:4834. 4. Moulder. Clin
Cancer Res. 2017;23:3529. 5. Pheneger. Cancer Research. 2009;69:1795. 6. Kulukian. SABCS 2019. Abstract P1-18-09. 7. Pernas. Ther Adv
Med Oncol. 2019;11:1-16. 8. Murthy. Lancet Oncol. 2018;19:880. 9. Murthy. SABCS 2019. Abstr GS1-01. 10. Murthy. N EnglJ Med. 2019;[E-

ouhl
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HER2CLIMB: dnceden tedavi almis HER2+ MMK (beyin met dahil)
Trastuzumab ve Kapesitabin +/- Tukatinib (Faz Il )

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

Stratified by brain mets (yes vs no), ECOG PS (0 vs 21-day cycles
1), and region (US or Canada vs rest of world) *

Tucatinib 300 mg PO BID +

) HER2+ MMK; Y Trastuzumab 6 mg/kg Q3W (loading dose: 8 mg/kg C1D1) +
onceden trastuzumab, Capecitabine 1000 mg/m? PO BID, D1-14
pertuzumab ve T-DM1 (n =410)
almis ECOG PS 0-1 \
stabil beyin met * Placebo PO BID +
(N=612) Trastuzumab 6 mg/kg Q3W (loading dose: 8 mg/kg C1D1) +
_ _ . Capecitabine 1000 mg/m? PO BID, D1-14
*acil lokal tedavi gerektirmeyen veya (n = 202)
Oonceden tedavi gérmis stabil beyin -
met
= Birincil Sonlanim: PFS = jkincil Sonlanim (total population):
_ OS, PFS in patients w/ brain mets,
(RECIST v 1.1 by BICR) among first 480 ORR in patients W/ measurable

randomized patients (90% power with

288 events at a = 5%, HR: 0.67) disease, safety in patients who

received > 1 dose of study tx
Murthy. SABCS 2019. Abstr GS1-01. Murthy. NEJM. 2019;[E-pub].




HER2CLIMB: onceden tedavi almis HER2+ MMK (beyin met dahil)
Trastuzumab ve Kapesitabin +/- Tukatinib

Tucatinib + Placebo +
Characteristic Trastuzumab/Capecitabine Trastuzumab/Capecitabine
(n =410) (n=202)
Female, n (%) 407 (99) 200 (99)
Median age, yrs (range) 55.0 (22-80) 54.0 (25-82)
ECOG PS 0/1, n (%) 204 (50)/206 (50) 94 (47)/108 (54)
Stage IV at initial diagnosis, n (%) 143 (35) 77 (39)
Hormone receptor status, n (%)
= ER and/or PR positive 243 (60) 127 (63)
= ER and PR negative 161 (40) 75 (37)
Median prior lines of therapy, n
(range)
= Overall 4.0 (2-14) 4.0 (2-17)
= Metastatic setting 3.0(1-14) 3.0(1-13)

Presence or history of brain

198 (48) 93 (46)

metastases. n (%) ‘ ‘
» Treated, stable 1187(59%) 551(59°1)
» Untreated 44 (22.2) 22 (23.7)
36 (18.2) 16 (17.2)

= Treated, progressing

Murthy. SABCS 2019. Abstr GS1-01. Murthy. NEJM. 2019;[E-pub].




HER2CLIMB: onceden tedavi almis HER2+ MMK (beyin met dahil)
Trastuzumab ve Kapesitabin +/- Tukatinib :PFS

HER2CLIMB: PFS (Primary Endpoint Population)

Events,  Median PFS, 1-Yr PFS,

100+
£ n/N Mos (95% Cl) % (95% CI)
g 3 30 - Tucatinib + Trastuzumab/Cape 178/320 7.8 (7.5-9.6) 33 (27-40)
7 g Placebo + Trastuzumab/Cape 97/160 5.6 (4.2-7.1) 12 (8-21)
Fragis~ 62.9
T ﬁ 60 4 HR: 0.54 (95% ClI: 0.42-0.71; P < .00001)
E & 46% reduction in risk of disease progression
2 a J 46.3
< w 40
8w
e
sa 207
S
[~
0 L] L] L] L] L] L] L] L] L] L] L] n
0 3 6 9 12 15 18 21 24 27 30 33 36
Patients Mos Since Randomization
at Risk, n

Tucatinib Arm 320 235 152 98 40 29 15 10 8 4 2 1 0
Placebo Arm 160 94 45 27 6 4 2 1 1 0 0 0 0

Murthy. SABCS 2019. Abstr GS1-01. Murthy. NEJM. 2019;[E-pub].




HER2CLIMB: onceden tedavi almis HER2+ MMK (beyin met dahil)
Trastuzumab ve Kapesitabin +/- Tukatinib: OS ve Altgrup Analizi

HER2CLIMB: OS (Total Population)

Events, Median 0S, 2-Yr 08,

10071 n/N  Mos(35% CI) % (95% CI)
Tucatinib + Trastuzumab/Cape 130/410 21.9 (18.3-31.0) 45(37-53)
g 801 75.5 Placebo + Trastuzumab/Cape 85/202 17.4(13.6-19.9) 27 (16-39)
o
g 604 HR: 0.66 (95% Cl: 0.50-0.88); P = .0048)
2 349% reduction in risk of death
E 404
o
a
] 26.6
! HER2CLIMB: PFS and OS Subgroup Analyses
0 3 6 9 12 15 18 21 24 27 30 33 36
Patients Mos Since Randomization PFS in Primary Endpoint Population 0S in Total Population
atRisk, n Subgroup HR for Disease Progression or Death (95% Cl) HR for Death (95% Cl)
TucatinibArm 410 388 322 245 178 123 80 51 34 20 10 4 O Total - 0.54(0.42-0.71) = 0.66 (0.50-0.88)
PlaceboArm 202 191 160 119 77 48 32 19 7 5 2 1 0 Age
265yrs —s—y  059(0.32-1.11) p—s—y  0.58(0.32-1.06)
Murthy. SABCS 2019, Abstr G51-01. Murthy. NEIM. 2019;[E-pub]. R;CEGS v e 054(0.41-0.72) 0.69(0.50-0.55)
White [ 0.57(0.42-0.77) ——  0.69(0.50-0.96)
Nonwhite —— 0.46 {0.26-0.82) [ | 0.51(0.28-0.93)
Hormone receptor status
Positive for ER, PR, or bath = 0.58 (0.42-0.80) == 0.85(0.59-1.23)
Negative for ER and PR ] 0.54(0.34-0.86) —s— 0.50(0.31-0.80)
Baseline brain metastasis
Yes i 0.46(0.31-0.67) =i 058(0.40-0.85)
No i 0.62(0.44-0.89) a4 0.72(0.48-1.08)
ECOGPS
0 =i 0.56 (0.39-0.80) —— 0.51(0.33-0.80)
1 | 0.55(0.38-0.79) 2= 0.84(0.59-1.20)
Geographic region
United States and Canada = 0.57 (0.41-0.78) i 0.68(0.48-0.95)
Rest of the world —— 0.51{0.33-0.79) —=— 0.63(0.39-1.03)
B B

Fav:;rs Tucatinib Arm  Favors Placebo Arm Fav-:;rs Tucatinib Arm  Favors Placebo A;m

Murthy. SABCS 2019, Abstr GS1-0L Murthy. NEJM, 2019;[E-pub).




HER2CLIMB: onceden tedavi almis HER2+ MMK (beyin met dahil)
Trastuzumab ve Kapesitabin +/- Tukatinib (Beyin met PFS ve Altgrup)

HER2CLIMB: PFS in Patients With Brain Metastases
(Total Population)

1001 Events, Median PFS, 1-Yr PFS,
n/N  Mos(95%Cl) % (95% Cl)

£
Q0 —
j: R 801 Tucatinib + Trastuzumab/Cape 106/198 7.6(6.2-95)  25(17-34)
£ 5 Placebo + Trastuzumab/Cape 51/93  5.4(4.1-5.7) 0
@ 60.4
R HR: 0.48 (95% CI: 0.34-0.69; P < .00001)
©
[ §n 52% reduction in risk of disease progression
24 4
< o
aw
s 8
Sa X
il
o

HER2CLIMB: PFS Subgroup Analysis in Patients With

33.9'\-k1_|-|_‘
0 0

REREEEEEEEEEE: Brain Metastases (Total Population)
Patients Mos Since Randomization
Tuca;;ﬁ(r’mn 19 14 78 45 482 11110 Subgroup Noi;faf\;“e:ts/ HR for Disease Progression or Death (95% Cl)
PlaceboArm 93 49 12 4 0 0 0 0 0 O O 0 O Total 157/291 — 048(034-[}69)
Murthy. SABCS 2019. Abstr G51-01. Murthy. NEIM. 2019;[E-pub] A>ge65 vrs 24/48 0 41 (0 17-1 01)
<B5yrs 133/243 ——i 0.51(0.35-0.76)
Race
White 112/199 —_— 0.49(0.32-0.75)
Nonwhite 45/92 —_— 0.45(0.23-0.90)
Hormone receptor status
Positive for ER, PR, or both 92/166 f——i 0.48 (0.31-0.75)
Negative for ER and PR 65/125 ——y 0.50(0.27-0.95)
ECOGPS
0 76/130 - . 0.68 (0.41-1.15)
1 81/161 ——t 0.34(0.21-0.55)
Geographic region
United States and Canada 97/177 —— 0.43(0.27-0.67)
Rest of the world 60/114 —_— 0.60 (0.33-1.08)
O.ll S ”"1.0 10.0

Murthy. SABCS 2019. Abstract G51-01. Murthy. NEJM. 2019;{E-pub]. Favors Tucatinib Arm  Favors Placebo Arm




HER2CLIMB: dnceden tedavi almis HER2+ MMK (beyin met dahil)
Trastuzumab ve Kapesitabin +/- Tukatinib (Yanit ve Gluvenlik)

HER2CLIMB: Responses (Total Population)

Confirmed ORR by BICR (RECISTv1.1) Patients with Measurable Disease by BICR
P=.00008 Response, n (%) Tucatinib Arm Control Arm
(n=340) (n=171)
4% Best Overall Response*
501 (35.3-46.0) . R 3(1) 201)
§ 404 23% " PR 135 (40) 37(22)
£ 30 (16.7-298) ' 5D 155 (48) 100(59)
o =PD 27(8) 24(14)
§ 204 " NE 0 1(1)
& 104 * Not available” 20 (6) 7(4)
*Per RECIST v1.1. "Patients without post-baseline assessments.

Tucatinib + Placebo +
Trastuzumab/Cape Trastuzumah/Cape

Stratified Cochran-Mantel-Haenszel P value for ORR.

Murthy. SABCS 2019. Abstr G51-01. Reproduced with permission.

HER2CLIMB: Safety Summary

A&, (%) Tucatinib + Trastuzumab/Cape Placebo + Trastuzumab/Cape

{n=404) (n=197)
Any grade AE 401(99) 191(97)
Grade 2 3 AE 223(55) 96 (49)
AEsleading to tucatinib or placebo discontinuation 23(6) 6(3)
AEs leading to trastuzumab discontinuation 17(4) 5(3)
AEsleading to capecitabine discontinuation 41(10) 18(9)
Deaths due to AEs 6(2) 5(3)
Median duration of exposure, mos Tucatinib Placebo
Primary endpoint population 13 44
Total population* 58 44

*Sharter exposure resulting from shorter follow up in patients enrolled beyond the primary endpoint population.

Murthy. SABCS 2019. Abstr GS1-01. Murthy. NEIM. 201%;[E-pub].
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HER2CLIMB: 6nceden tedavi almis HER2+ MMK (beyin met dahil)
Trastuzumab ve Kapesitabin +/- Tukatinib (Yan Etki)

HER2CLIMB: Key Safety Events

* Diarrhea: most common AE in both arms

HER2CLIMB: Most Common Adverse Events

* |FT elevations: seen in both arms

1001 ~ All grade: 81% w tucatinib vs 53%; grade > 3: 13% ~ Low-grade, transient, reversible
Grade Grade Grade w/ tucatinib vs 9% ! !
1 2 23
80+ » ”
Tucatinib + Trastuzumab/Cape @ [ W — Antidiarrheal used in fewer than one half of all Frenton T“f""'b*h/ T":‘“‘”w
. . . levation, rastuzumal rastuzumal
9 0 Placebo + Trastuzumab/Cape [] [ [ cycles with reported diarrhea; when used, duration Capcitabine  Capeciaine
> of antidiarrheal treatment was short (median: pro
§ 3 days/cycles) and same in both arms
g AST n u
3 40- _
: * Hand-foot syndrome (PPE): common in both arms * AT 2 1
i Grade23
0 — All grade: 63% w/ tucatinib vs 53%; grade > 3: 13% . ST 15 05
w/ tucatinib vs 9% - = =
0 » ' s ' > ' ¢ ' & ! 0 ' > ' o ' Y ' > ' PPEi ted itabine side effect: Drugd/c due to elevation
& g & & & & 2 & ¢ & — PPEis an expected capecitabine side effect;
F ¢ & & & & & 5 & & diff i b duei . AT 07 05
& é‘b ¥ & & & & dF ¢ ifference in rates between arms due in part to
P a9 AP longer duration of exposure in tucatinib arm * AT 10 05
& & Y ¥

Murthy. SABCS 2019. Abstract 651-01. Murthy, SABCS 2019, Abstract GS1-01. Murthy. NEJM. 2019;[E-pub].




HER2CLIMB: Investigator Conclusions

= |n patients with HER2+ MBC previously treated with trastuzumab, pertuzumab, and T-DM1,
the addition of tucatinib to trastuzumab/capecitabine improved outcomes and response
rates compared with trastuzumab/capecitabine alone

— Reduced risk of death by 33% in total population (HR: 0.66)

— Reduced risk of disease progression or death by approximately 50% in all patients (HR: 0.54) and in
patients with brain metastases (HR: 0.48)

— Nearly doubled confirmed ORR (41% vs 23%)

— PFS and OS benefit from tucatinib consistent across subgroups

»  Tucatinib + trastuzumab/capecitabine was well tolerated with mostly low-grade AEs and
few d/c

— Risk of diarrhea and elevated ALT/AST higher with tucatinib, but transient/reversible

= |nvestigators concluded that tucatinib + trastuzumab/capecitabine has the potential to
become SoC in heavily pretreated HER2+ MBC

Murthy. SABCS 2019. Abstr GS1-01. Murthy. NEJM. 2019;[E-pub].




DESTINY-BreastO1 Faz |l 6nceden T-DM1 almis HER2+MMK.de
Trastuzumab Deruxtecan (DS-8201a)

« Trastuzumab deruxtecan (DS-8201a): ADC comprising a humanized HER2-
targeted mADb with a tumor-selective cleavable tetrapeptide linker and a
topoisomerase | inhibitor “payload”

— High drug-to-antibody ratio: ~ 8:1
— High potency payload that is membrane permeable, allowing targeting of nearby
cells in tumor regardless of HER2 expression (“bystander antitumor effect”)

* In phase | dose-expansion study, T-DXd showed antitumor activity and tolerable
safety in HER2-positive advanced BC previously treated with T-DM1[]
— ORR:59.5% (95% CI: 49.7 t0 68.7)
— Most common TEAES: GIl, hematologic (mostly low grade); key risk identified.:
ILD

« Current phase Il study designed to confirm outcomes of phase | T-DXd study,
establish a final recommended dose, and evaluate efficacy, safety of recommended
dosel?l

1. Tamura. Lancet Oncol. 2019;20:816. 2. Krop. SABCS 2019. Abstr GS1-03. 5. Modi. NEJM. 2019:[Epub].



DESTINY-Breast01: onceden T-DM1 almis HER2+MMK.de
Trastuzumab Deruxtecan (DS-8201a) Faz Il

= Acik etiketli, cokmerkezli, randomize, 2-bolimli faz I
Part1 Part 2

Pharmacokinetics (n = 65) Dose Finding* (n = 54) Continuation (n = 134)

HER2+ -DXd 5.4 mg/k
anrezektabl (n=22)
ve/veya T-DM1 /
A me/k Newly/
—

metastatik R/R enrolled
meme ca; / (n= patientN -DXd 6.4 mg/kg
dncedenT-DM1; 249)

ECOG PS 0-1;

Stabil beyin met \ VDL
Intolerant >

(n=4)

ENT-DXd 5.4 mg/kg
(n = 130)

(n=126)

*5.4 mg/kg confirmed as RP2D

Total enrolled at 5.4 mg/kg: n = 184

= Birincil sonlanim : ORR ICR (RECISTv1.1) %52 HR(+), %92 viseral met, beyin met %13, IHK3+ %84
(ICR: independent central review) onceden %100 trastuzumab ve TDM-1, %68 pertuzumab

= jkincil sonlanim: investigator-assessed diger anti-her2 %54
ORR, DCR, DoR, CBR, PFS, OS, PK, safety

Krop. SABCS 2019. Abstr GS1-03. Modi. NEJM. 2019:[Epub].




DESTINY-BreastO1: onceden T-DM1 almis HER2+MMK.de
Trastuzumab Deruxtecan (DS-8201a) Faz Il : Yanit Orani

100+

Response (ITT) T-DXd 5.4 mg/kg (N = 184) zz
ED

8?;’;()'0\/ ICR; n =112), % % 60.9 (53.4-68.0) : E 2‘;
= CR(n=11) 6.0 :E .
+ PRin=1o1 4.5 (AR i
. s o e
= PD(n=3) 1.6 N
*  Not evaluable (n=2) 11 122 Corfirmed ORR: 6095 45% C 53468, 11 CRs

DCR, % (95% Cl) 97.3 (93.8-99.1)

sub No. of Events/ Objective Response
. ubgroup Total No. of Pati (95% Cl)
Median DoR, mos (95% Cl) 14.8 (13.8-16.9) o2l of Paienss
Alll patients 112/184 —— 61(53-68)
Previous pertuzumab use Yes 78/121 _-— 64 (55-73)
. . No 34/63 —_—— 54 (41-67)
Median time to response, Hormona receptor _Positive 56/57 — 58 (47.63)
o 16 (14'26) Negative 55/83 —_— 66 (55-76)
mos (95A) CI) No. of regimens excluding hormone =23 99/167 —— 59(51-67)
therapy <3 13/17 —_— 76 (50-93)
Brain metastasis Yes 14/24 —_—— 58(37-78)
No 98/160 —— 61(53-69)
Presence of visceral disease Yes 102/169 —— 60 (53-68)
No 10/15 —_—— 67 (38-88)
% . . Geographicregion Asia 37/63 e 59 (46-71]
Primary endpoint. North America 3353 = peppetss
Europe 42/68 — 62(49-73)
ECOGPS 0 67/102 — 66 (56-75)
1 45/81 —r 56 (44-67)
T-DXd tx immediately after T-DM1  Yes 36/56 —_— 64 (50-77)
No 76/128 —i— 59 (50-68)
HER2-positivetumor IHC 3+ 97/154 — 63(55-71)
IHC 1+ or 2+, ISH positive ~ 13/28 —— 46 (28-66)
T

Krop. SABCS 2019. Abstr GS1-03. Modi. NEJM. 2019:[Epub]. R EE




DESTINY-Breast01: 6nceden T-DM1 almis HER2+MMK.de
Trastuzumab Deruxtecan (DS-8201a) Faz Il (PFS, OS, Safety)

DESTINY-Breast01: PFS

Median PFS: 16.4 mos (95% CI: 12.7-NR)

1.0
= Median PFS in 24 patients with brain mets:
18.1 mos (95% Cl: 6.7-18.1)
0.8
[ I S . Ty,
o
« | TR MR T o
-
© 06
E -----
E ______________
‘é 0.4
L .
|
0.2 Censored:68.5% 1
Events: 31.5% i
Median follow-up: 11.1 mos (range: 0.7-19.9) b
0.0 —T—T— T —T— T
0O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20
Mos

Patients at Risk, n 184 182 174 155 153 135 121 107 103 94 69 54 38 17 11 10 9 4 3 1 0

Krop. SABCS 2019. Abstr GS1-03. Modi. NEJM. 2019:{Epub)

DESTINY-Breast01: OS

1.0 1

w» 08

o

s

Z 06

2 o
0.24 Censored: 86.4%

Events: 13.6%

Median follow-up: 11.1 mos (range: 0.7-19.9)
0.0 —T T T T T

Median OS: NR

0 1 2 3 4 5 6 7 8 9

Mos
Patients at Risk, n 184 183 182 179 174 171 167 161 155 147 133 101 66

Krop. SABCS 2019, Abstr GS1-03. Modi

M. 2019:(Epub).

10 11 12 13 14 15 16 17 18 19 20

3 21 16 12 9 8 4 0

DESTINY-Breast01: AEs in Overall Population

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

AE, n (%) AE, n (%)
Any Grade Grade3  Grade4 Any Grade

Any AE 183(99.5)  89(484)  7(3.8) Anemia 55(29.9)
Nausea 143 (77.7) 14 (7.6) 0 Diarrhea 54(29.3)
Fatigue 91 (49.5) 11(6.0) 0 Decreased WBC 39(21.2)
Alopecia 89 (48.4) 1(0.5) 0 Thrombocytopenia 39(21.2)
Vomiting 84 (45.7) 8(4.3) 0 Headache 36(19.6)
Constipation 66 (35.9) 1(0.5) 0 Cough 35(19.0)
Neutropenia 64 (34.8) 36(19.6) 2(1.1) Abdominal pain 31(16.8)
Decreased appetite 57 (31.0) 3(1.6) 0 Decreased lymphocytes 26(14.1)

Ortanca tedavi stiresi: 10.0 ay (aralik: 0.7-20.5)
llag iligkili doz azaltimi %21, kesilmesi %14 (pnomonit ve interstisyel akc hast)

Krop.SABCS 2013. Abstr GS1-03. Modi. NEJM. 2019:(Epub].

T-DXd 5.4 mg/kg (N =184)
Grade 3

15(8.2)
5(2.7)
11(6.0)
7(3.8)

0

0
2(11)
11(6.0)

DESTINY-Breast01: AEs of Special Interest

Grade1 Grade2 Grade3
Grade 4 interstisyel ake hastali 527) 15(82) 1(05)
1(0.5) Cardiac failure 1(05) 0 0
0 Cardiac failure (congestive) 0 1(0.5) 0
1! (0_5) Ejection fraction decrease 0 2(1.3) 1(0.5)
1(0.5)
0 *  Median time to investig-report ILD onset: 193 days (range: 42-535)
0 = 13/20 patients with grade 2 2 ILD received corticosteroids
0 = 7 patients recovered, 2 were recovering, 12 unknown or not followed
1(0.5) to ILD resolution

= 4 fatal cases of ILD with onset from 63-148 days and death 9-60 days
after ILD diagnosis (3 received steroids)

Krop. SABCS 2019, Abstr G51-03. Modi. NEIM. 2019:[Epub].

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

Graded Grade 5 Any Grade
0 4(22) 25(13.6)
0 0 1(05)
0 0 1(0.5)
0 0 3(16)

No patients with cardiac failure and LVEF
decline were reported

No patients with LVEF < 40% or a decrease of
>20% at any timepoint

4/5 patients with cardiac AEs continued
treatment for 2-18 cycles




DESTINY-Breast01: Conclusions

In heavily pretreated patients with HER2+ unresectable or metastatic BC, T-DXd
achieved strong, durable benefit

— ORR: 60.9%, with consistent responses across subgroups
— Median DoR: 14.8 mos
— Median PFS: 16.4 mos
Safety consistent with phase | study
— Most common AEs: low-grade Gl and hematologic toxicities

— lIdentified ILD as a key risk with T-DXd; investigators recommend close monitoring for
symptoms, and if ILD suspected, to hold T-DXd, start steroids

Investigators suggest T-DXd may become new SoC for advanced HER2+ BC

Ongoing phase Il studies of T-DXd in BC: DESTINY-Breast02 (vs SoC after T-DM1 in
HER2+ BC), DESTINY-Breast 03 (vs T-DM1 in HER2+ BC), DESTINY-Breast04 (vs CT
in HER2 low* BC)

*IHC 2+/ISH- or IHC 1+.

Krop. SABCS 2019. Abstr GS1-03. Modi. NEJM. 2019:[Epub].
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Phase | Study to Assess the Effect of Trastuzumab Deruxtecan on QTc Interval and
Pharmacokinetics in HER2-Expressing Metastatic or Unresectable Breast Cancer

» QOpen-label, multicenter, single-arm phase | trial conducted at 7 sites in Japan

Discontinue upon:

* PD

" |ntolerable toxicity

»  Withdrawal of consent
— 1 |nvestigator decision

Patients with unresectable or
metastatic HER2-expressing
breast cancer; refractory to or
intolerant of standard treatment —

Main study Extension period

Trastuzumab deruxtecan (T-DXd)

or any available treatment; 6.4 mg/kg IV on Dy 10f 21-day cycle " Death
LVEF > 50%; ECOG PS 0-1; no Ml " Pregnancy
in last 6 mo; no ventricular * Protocol violation
arrythmia or uncontrolled CV Data cutofflfor orimary ® Study termination
disease QTc and PK analyses " Loss to follow-up
(N=51)

" Primaryendpoints: QTc interval and PK parameters

*  Secondary endpoints: safety and efficacy

*  %75ER(+), priortherapy for met.ic br. ca, hormonotx %84, CDK4/6 inhib %22, trast %24, pertuz %16, TDM1 %16, 2 5 prior regimen % 78
Yamashita. SABCS 2019. Abstr P1-18-12.




T-DXd Effect on QTc and PK: Investigator Conclusions

= |n patients with HER2-expressing breast cancer, T-DXd 6.4 mg/kg is
not associated with clinically meaningful prolongation of QTc interval

= Accumulation of T-DXd from Cycle 1 to Cycle 3 was consistent with
terminal elimination half-life and steady state reached in Cycle 3

— Little or no accumulation seen for DXd
= T-DXd associated with manageable safety profile and antitumor activity

=  Phase Ill studies ongoing with lower dose (5.4 mg/kg) of T-DXd in HER2+
and HER2-low patients with breast cancer

— DESTINY-Breast02 (NCT03523585), DESTINY-Breast03 (NCT03529110),
DESTINY-Breast04 (NCT03734029)

Yamashita. SABCS 2019. Abstr P1-18-12.




Ozet-MMK

PEARL 6nceden Al almis postmenap HR+HER2- MMK palbo+hormonal tx,
monoterapi kapesitabine ustun degil (PFS)

SAFIR kemoresponsif MMK.de idame durvalumab idame KT den ustln
deqil (PFS, OS) ama altgrup analizinde U¢lu neg veya PDL1+ altgruplarda
OS yarari

Oral paklitaksel (+encequidar) > 3hf.da bir IV paklitaksel (RR) ve daha az
noropati-alopesi (GIS yan etkiler)

SOPHIA onceden trast ve pert almis her2+ MMK.de margetuximab+KT vs
trastuzumab+KT —PFS ve OS yarari var ancak anlaml OS yarari yok

HER2 CLIMB onceden yogun tedavi almig her2+ MMK (beyin met dahil)
trastuzumab+kapesitabin +/- tukatinib PFS (RR ve OS) yarari

DESTINY BreastO1 faz Il onceden yogun tedavi almis (TDM1 dahil) her2+
MMK monoterapi trast deruxtecan ile RR yuksek (PFS, OS yarari) -SoC

43



Erken Evre ve Lokal ileri Evre

Neoadjuvan Calismalar

Neoadjuvan Kemoterapi

— Germline BRCA mutasyonu olanlarda neoadjuvan tedavi: Cisplatin vs. AC (INFORM)

— GeparX: ideal nab-paklitaxel semasi ne olmali? Kemoterapiye denosumab eklenmesi PCR’1 artirir mi?

Triple negatif meme kanserinde Neoadjuvan immunoterapi

— Neoadjuvan kemoterapiye pembrolizumab eklenmesi (KEYNOTE-522)

— Neoadjuvan kemoterapiye atezolizumab eklenmesi (NeoTRIPaPDL1 Michelangelo)

Neodjuvan Endokrin tedavi

— Luminal B MK: Neoadjuvan ribociclib+letrozole vs. Kemoterapi (SOLTI-1402/CORALLEEN)

Adjuvan Calismalar




Erken Evre ve Lokal ileri Evre

Neoadjuvan Calismalar

Neoadjuvan Kemoterapi

— Germline BRCA mutasyonu olanlarda neoadjuvan tedavi: Cisplatin vs. AC (INFORM )

— GeparX: ideal nab-paklitaxel semasi ne olmali? Kemoterapiye denosumab eklenmesi PCR’1 artirir mi?

Triple negatif meme kanserinde Neoadjuvan immunoterapi

— Neoadjuvan kemoterapiye pembrolizumab eklenmesi (KEYNOTE-522)

— Neoadjuvan kemoterapiye atezolizumab eklenmesi (NeoTRIPaPDL1 Michelangelo)

Neodjuvan Endokrin tedavi

— Luminal B MK: Neoadjuvan ribociclib+letrozole vs. Kemoterapi (SOLTI-1402/CORALLEEN)

Adjuvan Calismalar




Erken Evre ve Lokal ileri Evre: Ozet

Neoadjuvan Caligsmalar

Neoadjuvan Kemoterapi

— Germline BRCA mutasyonu olanlarda neoadjuvan sisplatin, AC den ustin degil (INFORM) erken sonlanmis (-)
calisma

—  GeparX: ideal nab-paklitaxel semasi: haftalik nab-paklitaksel > 3 haftada 2 hf nab-pakl (pCR farki %6)

Triple neqatif meme kanserinde Neoadjuvan immunoterapi

— Neoadjuvan kemoterapiye pembrolizumab eklenmesi (KEYNOTE-522)

— Neoadjuvan kemoterapiye (nabpakl-karbop) atezo eklenmesi (NeoTRIPaPDL1 Michelangelo)

Neodjuvan Endokrin tedavi

— Luminal B MK: neoadjuvan ribociclib+letrozole vs. kemoterapi (SOLTI-1402/CORALLEEN)- preop dustuk ROR skorlari benzer
oranda

Adjuvan Caligmalar




Triple negatif meme kanserinde platin ile ilgili ne biliyoruz?

METASTATIK TNMK N

/ Carboplatin AUC6 Q3W

TNT galismasi Triple negatif veya BRCA1/2+ x 6 cycles (n = 188)
metastatik veya rekiiren lokal ileri MK > Her iki kolda da progresyonda
(N =376) \Docetaxel 100 mg/m? Q3W gapraz gegis izni var

Yanit orani (%)

80

70

60

50

40

30

20

10

x 6 cycles (n = 188)

M Carboplatin W Docetaxel

43 BRCA mutas+: 32 TNMK, 11 ER+

P=0.66 P=0.30

34,5

BRCA mutas - ise: Docetaxel ve Carboplatin benzer

Tuam hastalar
n= 376

BRCA neg

n=273 Tutt A, et al. Nat Med 2018: 24: 628-37




TNMK: Neoadjuvan tedaviye platin eklenmesi

pCR’da artis: Net +13-16%

GEPARSIXTO

% Cartmplsnn AUG 8 s rvery 3 westa 5 4
. esanat 10t s sty J et 2 ¥

50% — 60%

Neoadjuvan platin: Kim fayda goriiyor?
50% 50%
40% 40%
30% -+ 1 3% 30% gBRCA wild : Carboplatin ile pCR artar
% i BRCA mut
20% 41 % 54‘% 20% g D':}:::uksek PCR (mutasyonu olmayanlara gére)
'_'LU: 109, + Carboplatin ile ek yarar yok
@ o
0% 0% . All pts EBRCA wild EBRCAmut
No Carbo Carbo PM PMCh ot Carbeptai T
a 7
N=212 N=221 N=157 N=158 B
Sikov W, et al. J Clin Oncol 2014 von Minckwitz G, et al. Lancet Oncol 2014
EFS o - DFS oo < _~-. .. .. 3yrs DFS 85.8%
- g %0% L T it i S it
g 3 ~ 'fé 80%
E © o g T + Censored
-4 z S 60% o 3 yrs DFS 76.1%
- +5% 5 sou Logrank p=0.0325 y ¢
3 S % HR PMCb to PM = 0.56, 95% C1 (0.33, 0.96), p=0.0350
HR=0.84 (0.58-1.22), p=0.36 £ agu PM 36/157 events
- yre
S l Mo Co3yTin g 20% PMCb 21/158 events +9.7%
o ¥, . - . -
3 3 ; ; 3 . 5 . @ ‘:,z Gianni L. Lancet Oncol. 2012 Jan;13:25, Gianni ASCO 2015
0 12 24 36 48
No Cb .RMND 185 ::-‘ M:m Er‘:: 2 o —PM 157 139 178 50 o
cb 2 " 10 s 2 o =~ PMCb 158 144 126 50 0

DFS, months
Metaanaliz: 2018 Ann Oncol Poggio F
9 Randomized trials (n:2109)
pCR: increased with platinum (37%-> 52.1%)
Higher risk of grade % hematological AE
2 trials with survival data: No significant difference in EFS and OS




Faz Il TBCRC 031 (INFORM): gBRCA* meme kanserinde

neoadjuvan Cisplatin vs AC

Eligibility: R
- Germline A
BRCA1/2 N CDDP 75 mg/m? q 3 weeks x 4
mutation g = i | Adjuvant
- T1:3,N0-3 ] M v ,d
HER2 negative l — PR
invasive BC 7 “AC" doxorubicin 60 mg/m?;
R Biopsy [ ¢ cyclophosphamide 600mg/m?
- T>15cmor |22 x 4
Node + q 2- 3 weeks (2 weeks for
TNBC).* * G-CSF mandatory for ddAC
- LN sampling if Stratification Factors: G-CSF optional for AC q 3 wk and CDDP
clinically LN+ - ER+vs ER-negative
- Treatment site

* Hedef: 170 hasta
* Gergeklesen: 118 hasta (yavas hasta alimi sebebiyle erken sonlandiriimis)

BRCA1 %69, BRCAZ2 %30

Tripl neg %70, HR+ %30 Tung et al. SABCS GS6-03



50% -
45% -
40% -
35% -
30% -

pPCR (Cisplatin vs. AC)

Riskratio=0.70 (0.39-1.2)|  HCDOP

HAC

28%
26%

All Patients TNBC ER or PR+
n=117 n=82 N=35

INFORM caligsmasi: (Yalniz BRCA mut+)

Pratigimizi degistirir mi ? HAYIR
Bildiklerimizi dogruladi
BRCA mutasyonu olanlar DNA hasari yapan
tedavilere duyarh (AC, platin vb)
Ancak platin, AC’nin yerini tutmaz

gBRCA tasiyicilarinda: pCR agisindan
Cisplatin, AC’ye ustiin degil

— Hem triple negatif hem de ER/PR+ olanlar icin

Daha onceki ¢calismalara gore
cisplatin ile elde edilen pCR diisiik 2>
hasta ozellikleri farkh (%30 ER+)

Sonuglar Geparsixto ve Brightness
¢alismalari ile uyumlu

— gBRCA mut (+)=> Carboplatin
eklenmesi pCR’1 artirmaz

— gBRCA+: DNA-hasari yapan ilaglara
mutasyon olmayanlardan daha
hassas (Sis veya AC)

Tung et al. SABCS GS6-03



GeparX calismasi: 2x2 ¢alisma dizayni

12 wks nab-paclitaxel 125 mg/m? qlw EC 90/600 mg/m’ g2w/q3w

Denosumab 120 mg s.c. gdw 24 weeks

[+

‘n‘:

N=780 4
mmmdl 12 wks nab-paclitaxel 125 mg/m? qlw gl X ok T0 Lo O RT-Y (0 BT E T «

a

- Early BC L +
o 12 ws nab-paclitaxel 125 mg/m? d1,8 q22 EC 90/600 mg/m? q2w/q3 °>=
high risk or wks nab-paclitaxe mg/m* d1,8q mg/m* q2w/q3w 8
-cT4a- &
(T2-cT4a-d Denosumab 120 mg s.c. qdw 24 weeks =

— d1,8 q22

12 wks nab-paclitaxel 125 mg/m? EC 90/600 mg/m? g2w/q3w
Stratification factors: Primer sonlanim: pCR
v sTlILs
. TOypNO
. Subtype Treatment backbone: (ypTOypNO)

HER2+: trastuzumab (ABP 980) + pertuzumab g3w
TNBC: carboplatin (AUC 2) glw in addition to taxane

* ECschedule
* Denosumab (nab-paclitaxel randomization)

 ideal nab-paklitaxel semasi ne olmali? m M 1 ve 8. giin, 22 giinde bir

* Neoadjuvan kemoterapiye denosumab eklenmesi pCR’1 artirir mi?

Blohmer et al. SABCS GS2-06



Haftalik nab-paklitaxel ile pCR (ypTOypNO) daha yiiksek

Nab-Paclitaxel Regime Molekiler alttiplere gore pCR

A pCR 5.9 %

70% - 0=0.062" (significance level 0=0.1) _ TNBC (N=317) HR+/HER2- (N=310) HER2+ (N=153)
60% 1 44.9% ApCR10.4% ApCR1.3% ApCR 6.0 %
50% sl 390% 60.4% =T p=0913" 57.9% o0 2ser
i 0% ‘ 51.9%
0% - A j ] 60% - s 60% - 60% +-
S 30% +—— : f o I | a0%
9 i 40% 40% v v 40%
20% - - : -
20% +— : — 20% . 20% -
10% - . - -
0% - ! ; | ‘ 0% - Z Z T - 0% -+ - s T o " 0% + e
. i Nab-paclitaxel ~ Nab-paclitaxel Nab-paclitaxel ~ Nab-paclitaxel Nab-paclitaxel ~ Nab-paclitaxel
Nab-Paclitaxel Nab-Paclitaxel weekly d1+d8 q3w weekly d1+d8 q3w weekly d1+d8 q3w
weekly d1,8 q22 N=159 N=158 N=155 N=155 N=76 N=77
N=390 N=390
pCR: %44.9 vs. %39 Haftalik nab-paklitaxel ile:
P: 0.062 (significance level a:=0.1) Artmis ciddi advers olay (%31.5 vs %24.4)
Net fark: %5.9 Artmis advers olaya bagl tedavi kesilmesi (%17.5 vs. %3.7)

Blohmer et al. SABCS GS2-06



Erken Evre ve Lokal ileri Evre

Neoadjuvan Calismalar

Neoadjuvan Kemoterapi

— Germline BRCA mutasyonu olanlarda neoadjuvan tedavi: Cisplatin vs. AC (INFORM )

— GeparX: ideal nab-paklitaxel semasi ne olmali? Kemoterapiye denosumab eklenmesi PCR’1 artirir mi?

Triple negatif meme kanserinde Neoadjuvan immunoterapi

— Neoadjuvan kemoterapiye pembrolizumab eklenmesi (KEYNOTE-522)

— Neoadjuvan kemoterapiye atezolizumab eklenmesi (NeoTRIPaPDL1 Michelangelo)

Neodjuvan Endokrin tedavi

— Luminal B MK: Neoadjuvan ribociclib+letrozole vs. Kemoterapi (SOLTI-1402/CORALLEEN)

Adjuvan Calismalar




Erken Evre Ucli Negatif Meme Kanserinde
Neoadj] platin temelli KT+/-Pembro > Adj Pembro/Plasebo
KEYNOTE-522 ESMO 2019 LBA9

Pembrolizumab in the Neoadjuvant/Adjuvant Setting
for Early TNBC (KEYNOTE-522): Phase Ill Study Design KEYNOTE-522: pCR

Statification by o __ Neoadjuvant Phase ———— Adjuvant Phase ———
nodal status, tumor size,
Cycles 1-4, 12 wks Cycles5-8, 12 wks Cycles 1-9, 27 wks

carboplatin schedule ]T
i i ypT0/Tis ypNO
Carboplatin® . ) . Py h PI; hi
g Pembrolizumab 200 mg Q3W| (Primary Endpoint) Sl S lacebo + Chemo
260/401 103/201

:
Events, n/N
Patients aged = 18 yrs with _— 5 5 L
newly diagnosed T1cN1-2 Pembrolizumab 200 mg Q3W pCR, % 648 . 51.2
or T2-4N0-2 TNBC; 2:1 Estimated treatment difference FARK: 13.6 (5.4-21.8);'P = .00055

ECOG PS 0/1; » arboplatin® + + +
tissue sample available for \ ypTO ypNO Pembro + Chemo Placebo + Chemo
PD-L1 testing Events, n/N 24/401 91/201
Placebo PCR, % 9.9 | as3
Estimated treatment difference 14.5 (6.2-22.7)
*AUCS5 Q3W or AUC 1.5 QW #60 mg/m? Q3W "
180 mg/m? QW 190 mg/m? Q3W ypTO/Tis Placebo + Chemo
) ‘ . . ¥500 me/m” Q3W Events, n/N 275/401 108/201
= Primary endpoints: pCR (ypT0/Tis ypNO) by local review, EFS by local review s e / =5
= Secondary endpoints: pCR (ypTO ypNO and ypT0O/Tis), OS, EFS, AE Esti;nated vestment difierence 3 \ - (68723/0/)_ N
T1-2 %73 ve %53 LN +, %58 karbo 3 hf.da bir
KEYNOTE-522: EFS (Interim Analysis)
pCR artigi
Pembro ile pCR (ypTO/Tis; ypNO): %64.8 (vs % 51.2
Pembro + Chemo Placebo + Chemo p | asebo) (P - 00055)
(n=784) (n =390) ) ’ . . .
Events, % 74 118 Erken veri pembro eklenmesiyle EFS yarari trendi (HR: 0.63)
18-mo EFS, % 91.3 85.3
HR (95% CI) 0.63* (0.43-0.93)

Schmid KN522 ESMO 2019

Event-Free Survival at I1A2 PD-L1 positive,* n (%) 656 (83.7) vs 317 (81.3)

*Prespecified P valu

o = *CPS (number of PD-L1-positive tumor cells, lymphocytes, and
80 IR ..
7] " macrophages divided by total number of tumor cells x 100)
g ] ICH 22C3 pharmDx assay; PD-L1 positive = CPS > 1
‘U-D é é SIJ 1‘2 1‘5 1‘8 2‘1 2‘4 2‘7 54

Months




KEYNOTE-522 Study of Neoadjuvant Pembrolizumab vs Placebo in Combination
With Chemotherapy for Early-Stage TNBC: Subgroup Analysis of pCR

Stratification by o Neoadjuvant Phase >« Adjuvant Phase ———
nodal status, tumor size,

carboplatin schedule

Cycles 1-4, 12 wks Cycles 5-8, 12 wks Cycles 1-9, 27 wks

Carboplatin* + Doxo#/Epirubicin + .
Cyclophosphamide! |mmmmn Pembrolizumab 200 mg Q3W
Patients aged 2 18 yrs with / broli b
newly diagnosed T1cN1-2 AL EL) A O

or T2-4N0-2 TNBC;
ECOG PS 0/1; tissue sample Carboplatin* + Doxo*/EpirubicinT +
available for PD-L1 testing \ Paclitaxelt Cyclophosphamide?

(N =602)

-

Placebo

Surgery

*AUCS5 Q3W or AUC 1.5QW 60 mg/m2 Q3W
80 mg/m2 QW 190 mg/m2 Q3W
5600 mg/m?2 Q3W

* Primary endpoints: pCR (ypT0/Tis yoNO) by local review, EFS by local review

» Secondary endpoints: pCR (ypTO0 ypNO and ypT0/Tis), OS, EFS, AE
» Exploratory endpoints: RCB, pCR by subgroups, EFS by pCR

Schmid. SABCS 2019. Abstr GS3-03.
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KEYNOTE-522: pCR by Key Patient Subgroups

Pembrolizumab +

Pl + Chemother
oCR, % (n/N) Chemotherapy acebo + Chemotherapy g0/ ()
(n=201)
(n=401)

Disease stage = A 73.1(133/182) 62.1(54/87) 11.0(-0.7 to 23.2)
= |IB 56.2 (68/121) 48.4 (30/62) 7.8(-7.4t022.8)
= lIA 66.7 (40/60) 42.1(16/38) 24.6 (4.3 t043.1)
= |||B 48.6 (18/37) 23.1(3/13) 25.6(-6.1t0 48.9)

Lymph node involvement = Negative 64.9(124/191) 58.6 (58/99) 6.3 (-5.3t0 18.2)
" Positive 64.8 (136/210) 44.1 (45/102) 20.6 (8.9 t0 39.1)

PD-L1 expression = (CPS<1 45.3 (29/64) 30.3(10.33) 18.3(-3.3t0 36.8)
= CPS21 68.9 (230/334) 54.9 (90/164) 14.2 (5.3t023.1)
= CPSz10 77.9 (162/208) 59.8 (55/92) 17.5(6.2 t0 29.1)
= CPSz20 81.7 (103/126) 62.5 (40/64) 18.5(5.0t0 32.7)

Chemotherapy exposure® = Full exposure 69.7 (314/307) 55.3 (88/159) 14.4 (5.1 to0 3.6)
* <Full exposure 51.1 (46/90) 35.7 (15/42) 15.4(-3.0t0 32.1)

*Full exposure comprised paclitaxel weekly 10-12 doses, carboplatin weekly 10-12 doses or Q3W 4 doses, doxorubicin or epirubicin
Q3W 4 doses, and cyclophosphamide Q3W 4 doses, regardless of expasure to pembrolizumab.

Schmid. SABCS 2019. Abstr GS3-03.
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Pembrolizumab ile pCR’da anlamli artis

Evreye gore

A 13.6 (5.4-21.8) pCR
P=0.00055

|
64.8%

51.2%

LN tutulumuna

gore pCR

ypT0/Tis ypNO

Pembro + Chemo Placebo + Chemo

Evre Il veya LN (+) lerde daha fazla pCR
(pembro yarart)

PCR, % (95% CI)

&0

PCR, % (95% CI)

A11.0(0.71023.2) ATB(7.410228) A246 (4310 43.1) A 2556 (6.1 10 48.9)

13.14% 66.7%
56.2%

48.4%

133182
A B A B
100
A63(5.3t018.2) £206(89t031.9)
90
» 64.9% 64.8%

136/210 451102

Negative Positive

+
Placebo + Chemo Peter Schmid et al. SABCS

Pembro + Chemo 2019, GS03-03



pCR’daki artis PD-L1 duizeyinden bagimsiz

w0, A183(33t036.8) 00 AM2(3t0231)  A175(62t029.4)  A185(5.0t0 32.7)
i i
. 81.7%
90 4
77.9%
i 80

= 68.9%

70 _ 70 1
0 45.39% o
2 60 = £ 804
Ty
) 30.3% ]
2 04 : 2 &
i "
EE 0 Q a0

30 4 304

20 4 20

0| 10 -

2064 | 1033 . 162/208 1031126
. | _
CPS <1 CPS >1 CPS 210 CPS 220

Pre-specified analysis. PO-L1 assessed at a cenfral laboratory using the PD-L1 IHC 22C3 pharmDx assay and measured using CPS; number of PD-L1-positive tumor cells, lymphocytes, and
macrophages divided by total number of tumor cells x 100); PD-L1-pesitive = CPS5 21. Estimated freatment difference based on Miettinen & Murminen method stratified by nodal status (positive vs
negative), tumar size (T1/T2 vs T3/T4) and choice of carboplatin (Q3W vs QW). Data cutoff date: September 24, 2018,

Peter Schmid et al. SABCS
2019, GS03-03



NeoTRIPaPDL1 Michelangelo: Neoadjuvant Chemotherapy * Atezolizumab
in Early, High-Risk and Locally Advanced TNBC

" QOpen-label, randomized phase lll trial

Stratified by geographical area, disease stage (early, high risk vs
locally advanced), PD-L1 expression (positive IC vs negative)

I
! Atezolizumab 1200 mg Day 1 Q3W for 8 cycles +
v

patients with HER2-/ER./PaR Carboplatin AUC2 + nab-Paclitaxel 125 mg/m? p ’S’Wgegyb
atients wi -/ER-/PgR- : ollowed by
early, high-risk (T1cN1, T2N1, / Day L, Day 8_Q3W' 8 cycles anthracycline
or T3NO) or locally advanced (n=138) regimen x 4
unilateral breast cancer
N =250 \ Carboplatin AUC2 + nab-Paclitaxel (125 mg/m?) i:::i‘;fg’; iror
Day 1, Day 8 Q3W; 8 cycles choice

(n=142)

" Primaryendpoint: EFS at 5 yrs after randomization of last patient

. Keysecondary endpoint: (defined as absence of invasive cells in breast and lymph nodes)

» QOther secondary endpoints: tolerability; predictive biomarkers of benefit and/or resistance

LN (-) %13, riskli erken evre %50, PDL1 + %43, Gianni. SABCS 2019. Abstr GS3-04.




NeoTRIPaPDL1: pCR Rate (ITT)

Il Atezolizumab + carboplatin/nab-paclitaxel
60 B carboplatin/nab-paclitaxel

50-
404
30-

20-

Overall PD-L1 Positive PD-L1 Negative Early, High Risk Locally Advanced

= Qverall pCR rate difference: 2.63%; odds ratio: 1.11 (95% Cl: 0.69-1.79); P = .66

Gianni.SABCS 2019. Abstr G53-04. Reproduced wit permission.

Neoadj atezolizumab eklemekle pCR artisi yok



NeoTRIPaPDL1: Multivariate Analysis of Factors

. . NeoTRIPaPDL1: Treatment-Related AEs in 2 15% of Patients
Associated With pCR
Atezolizumab + Carhoplatin/nab-Paclitaxel
Variable Odds Ratio (95% Cl) P Value Carboplatin/nab-Paclitaxel
Treatment: with atezolizumab vs without 1.11 (0.88-1.40) 39 Neutropenia _I:—
PD-L1 expression: positive vs negative 2.08 (1.64-2.65) <.0001 Nausea (— I
" — Thrombocytopenia [ D — |
Disease stage: early, high risk vs locally .
advanced 0.84 (0.66-1.06) 15 Anemia (| . |
Fatigue 1
Peripheral neuropathy |
Leukopenia B .
PCR icgin, cok degiskenli analizde tek anlamli Vomiting | B
etken: PD-L1 durumu Asthens e B O Grade 12
' Liver Transaminases [ | B B Grade>3
Diarrhea [ )

I 1 1 1 T 1 1 T 1
70% 50% 30% 0% 0 10%  30% 50% 70%

Gianni, SABCS 2019, Abstr G53-04.

Guvenlik: Tedavi iligkili advers olaylar benzer ama atezolizumab
ile daha fazla ciddi advers olay ve KCFT yuksekligi



Neoadjuvan Kemoterapi+Immunoterapi:

2 benzer design 2 farkli sonu

Pembrolizumab: Atezolizumab:

 pCR’da artis  pCR’da artis yok

(6zellikle evre 3 ve LN +)
NeoTRIPaPDL1 (n=280)

Keynote-522 (n=602) (no neoadjuvant anthracycline)
(neoadjuvant anthracycline) " A 2.7% (p=0.66)
- A 13.6% (p=0.00055) B
60 64.8 50
50 C 40
8 40 (b). 30
® 3 2
20 10
10 0
0 Atezo  NoAtezo

Pembro No Pembro

Peter Schmid et al. SABCS 2019, GS03-03, Gianni L et al. SABCS 2019, GS03-04



PD-L1+ ligi: Neoadjuvan kemoterapi ile yliksek pCR’i predikte ediyor,

ANCAK kimin immunoterapiden yarar saglayacagini gostermiyor.

Keynote -522 (n=602) NeoTRIPaPDL1 (n=280)
Pembro

0 No Pembro 70 No Atezo

i 68 9 60
g 50
40 4
30 30 32 2 323
10 1
0 0

PD-L1+ (22C3) PD-L1- PD-L1+ (SP142) PD-L1-
83% 17% 56% 44%

Atezo

pCR
pCR
o

o

o

Peter Schmid et al. SABCS 2019, GS03-03, Gianni L et al. SABCS 2019, GS03-04



2 calisma arasinda farkliliklar

1. Tedavi semasi

Keynote-522: NeoTRIPaPDL1:
Pembrolizumab (PD-1inh) x 1 yr (n=1,174) Atezolizumab (PD-L1 inh) x 8 (n=280)
Carboplatin + paclitaxel/ N CarbOpIqtin +
anthracycline + cyclophosphamide , 8 nab-paclitaxel -
= ' P
e, / I Pembro ‘ =, T / Atezo O | Anthracycine +
© 8) N = | cyclophosphamide
EX @ - | S—
go) Carboplatin + paclitaxel/ m c Carboplatin +
% anthracycline + cyclophosphamide | Placebo g nab-paclitaxel
o Placebo Placebo

. |KEYNOTE-522 NeoTRIPaPDL1

Neoad,;. Pac+carbo—> AC Carbo+nab-pakitaxel x8
kemoterapi Postop 4 AC
immunoterapi Pembrolizumab (Anti-PD1) Atezolizumab (Anti-PD-L1)
immunoterapi 8 kiir> 1 yila tamamlama 8 kir

sliresi



2 calisma arasinda farkliliklar

2. Klinikopatolojik ozellikler
T kevNoTE S22 | NeoTRIPaPDLL

PD-L1 %83 (22C3) %56 (SP142)
pozitifligi

T1, T2 %74 %56

Nod+ %51 %87

Evre IIA/IIB %75 %51

Evre lIA/IIIB %25 %49 (%15 N3)

Peter Schmid et al. SABCS 2019, GS03-03, Gianni L et al. SABCS 2019, GS03-04



Erken Evre ve Lokal ileri Evre

Neoadjuvan Calismalar

Neoadjuvan Kemoterapi

— Germline BRCA mutasyonu olanlarda neoadjuvan tedavi: Cisplatin vs. AC (INFORM )

— GeparX: ideal nab-paklitaxel semasi ne olmali? Kemoterapiye denosumab eklenmesi PCR’1 artirir mi?

Triple negatif meme kanserinde Neoadjuvan immunoterapi

— Neoadjuvan kemoterapiye pembrolizumab eklenmesi (KEYNOTE-522)

— Neoadjuvan kemoterapiye atezolizumab eklenmesi (NeoTRIPaPDL1 Michelangelo)

Neodjuvan Endokrin tedavi

— Luminal B MK: Neoadjuvan ribociclib+letrozole vs. kemoterapi (SOLTI-1402/CORALLEEN)

Adjuvan Calismalar




Key secondary ohjectives: PAM50 + RNA/DNA seq & plasma samples

CORALEEN Calisma dizayni

Treatment

Postmenopausal AC (60/600) every 3 weeks x 4
HR+/HER2-, Stage I-llIA Weekly paclitaxel 80mg/m? x 12

Tumor size 22 cm |
PAMS0 Luminal B Letrozole 2.5 mg/day
(Prosigna®) + Ribociclib 600 mg/day, 3/4w

Stratification factors: 6 months >

+ Tumor size: T1/2vs T3
* Nodal involvement
fmary objective:
o To evaluate the proportion of PAM50/Prosigna® ROR-low

se at surgery in each treatment arm.

pCR in the breast and axilla (ypT0/isNO).

RCB and PEPI score.

Changes in PAM50 intrinsic subtype, ROR score and Ki67 across the 3

time-points.

Safety.

ORR by MRI and Physical examination.

Rata of bieast coxseig Surgen; Gavilla J et al. SABCS 20019; GS2-05
Quality of life.

Biomarkers of response.



PAM50/Prosigna-ROR (risk of recurrence) skoru

ROR score (0-100) = subtype + proliferation + tumor size

ROR-low
ROR-intermediate
ROR-high

Definition of ROR-low/med/high disease

Node-negative ~ Node+ 1-3 Nodet >3
0-40 0-15 -
>40-60 >15-40
>60-100 >40-100 High

Percent Without Distance Recurrence

Distant Metastasis-Free Survival

w— | ow=Risk
= ntermediate-Risk
w— High-Risk

| | | |

0 2 4 8 §

Follow-Up Time (Years)

Walden et al. BMC Cancer 2015 Prat et al. Ann Oncol 2012; Prat et al. J Clin Oncol 2013. Prat et al. Clin Cancer Res 2015.



Hasta Ozellikleri

Median age (IQR) 64 (58.3-71.8) 63 (56.5-70.3)
Clinical Tumor size
s 3 (6.5%) 3(5.8%)
) 43 (79.6%) 40 (76.9%)
T8 8 (14.8%) 9 (17.3%)
ginical Axillary Nodes
Qo 31 (57.4%) 31 (59.6%)
N1 22 (40.8%) 19 (36.6%)
N2 1(1.8%) 2(3.8%)
Ki67 expression (local)
Ki67 median (IQR) 35 (27.0-40.0) 30 (21.8-40.0)
PROSIGNA
Median ROR score (IQR) 77 (66.6-82.0) 70 (64.6-80.3)
ROR risk class
Intermediate 6 (11.1%) 8 (15.4%)
Q—liih) 48 (88.9%) 44 (84.6%)

Gavilla J et al. SABCS 20019; GS2-05



ROR skorunda net degisim

A ROR change = ROR score at surgery — ROR at baseline

0 “UHHHHHHHHHHHH laln

i |

b b
G :
1.4
& L O —L
gﬁ—SG— "_——____ % 50 el i
ﬁ A = S
E E . =il
£ 75 RoRgrowp ROR-low: 2 57 ROR-low: i
O High LI
[ Intermediate %46 . 1 %46 . 9
O Low
_]-GG|||||||||||||||||||||||||||||||||||| _]-GG|||||||||||||||||||||||||||||||||||||||||||||||||||

Patients

Gavilla J et al. SABCS 20019; GS2-05



Cerrahi sonuglari

* Yanit orani:
— Kemoterapi: %78.8 vs. Ribo+letrozole: %57.1

ROR score median (IQR) 25 (12.0-45.0)

Central Ki67 IHC median (IQR
RCB 0-1 rate 6 (11.8%) 4.5-27.8 3(6.1%) ‘ 1.3-16.8

3 (5.8% 1.4-16.6

s | 13 24 (46 1%) 33.6-62.6 25 (51. 0%) | 363656
| >4 17 (32.7%) 21.2-48.7 13 (26.6%) \ 15.0-41.2
. Missing 2 (3.9%) 0 |

preoperative endocrine prognostic index score (PEPI)
PEPI skor 0: disuk relaps riski ve adjuvan tedavi faydasiz
Gavilla J et al. SABCS 20019; GS2-05



Yuksek riskli luminal B hastada:

* Neoadjuvan ribocicilib+letrozole: Cerrahide yiiksek oranda
ROR-low hastalik sagliyor

 Kemoterapi: Benzer oranda cerrahide yiiksek oranda ROR-low
hastalik sagliyor, ancak daha toksik

 Kemoterapisiz bir neoadjuvan tedavi stratejisi miimkiin
gozikiiyor = Calisma yapilmali

Peter Schmid et al. SABCS 2019, GS03-03



Erken Evre ve Lokal lleri Evre

Neoadjuvan Calismalar
Adjuvan Calismalar
De-eskalasyon- Evre | HER2+ meme ca TDM1 vs Trast + Pakl ATEMPT

Eskalasyon- HER2+ meme ca adjuvan taksan + trastuzumab +/- pertuzumab APHINITY
(OS interim analiz)




TBCRC 033: A Randomized Phase 2 Triabof Adjuvant

Trastuzumab Emtansine vs. Paclitaxel with
Trastuzumab for Stage 1 HER2+ Breast Cancer (ATEMP

Sara M. Tolaney'?, Jiani Hu'?, Chau Dang®, Denise Yardley*, Steven J. Isakoff5, Vicente Valero®, Meredith Faggen', Therese Mulvey®, Ror
Bose’, Nabihah Tayob'?, William Barry'?, Douglas Weckstein', Antonio C. Wolff®, Katherine Reeder-Hayes®, Hope S. Rugo'?, Bhuvaneswal

o-primary Endpoints:
» Evaluate 3 year disease-free survival (DFS) in the T-DM1 a
RT) between the

« Compare the incidence of clinically relevant toxicities
2 arr

Rar y''. Dan Zuckerman'2, Lowell Hart'?, Vijayakrishna K. Gadi', Michael Constantine', Kit Cheng'®, Frederick Briccetti', Bryan * grade 23 non-hematologic toxicity
Schneider's, Nadine Tung'Z, Merrill Garrett'?, Kelly Marcom'®, Kathy Albain'?, Patricia DeFusco?, Blair Ardman?!, Rita Nanda?, Rachel « grade 22 neurotoxicity
Jankowitz2®, Mothaffar Rimawi?, Vandana Abramson?®, Paula Pohimann2é, Catherine Van Poznak?’, Andres Forero-Torres?®, Minetta Liu2®, . grade 24 hematok,gic (oxici(y

i 1 : 1.2 in'2. Eri iner!-2 1.2 p
Michelle DeMeo', Ann Partridge’2, Harold Burstein'2, Eric P. Winer'2, lan Krop « febrile neutropenia

* any toxicity requiring dose delay or discontinuation of protocol

therapy
4

Study Design: ATEMPT Trial

*The study is not powered to evaluate the efficacy of TH or to compare the efficacy of T-DM1 to TH

Study Pc;pulation

N =383
T-DM1 (n = 383) TH(n=114) | All Patients (n=497)
T-DM1 Median Age (Range) 56 (32-85) 55 (23-82) 56 (23-85)
3.6mglkg IV q3 wks x 17 Tumor Size
T <05em 2(11%) 14 (12%) 56 (11%) 435,
(A o~ 205-1.0cm 121 (32%) 38 (33%) 159 (32%)
Qg : ) 21,015 cm 118 (31%) 29 (25%) 14700% 1 79,
NoorNiie N=114 21520 om 102 (27%) 33 (29%) 135 (27%)
Lefi Ventrictiar £F 2 50%
No prior Invasive breast cancer H‘.\Altgl:olg::eg:\.ﬁi:ed %) 4 %) 150%)
<90 days from last '
sakinniaal TH Moderately Diferentiated 148 (39%) 46 (40%) 104 (30%)
Paclitaxel 80 mg/m? IV + Trastuzumab 2 mg/kg IV wkly Poorly Differentiated 219 (507%) 62 (54%) 281 (507%)
x12 3 Trastuzumab 6 mg/kg every 3 wks x13 Unknown 5(1%) 2(2%) 7(2%)
Stratification factors: HR status
" hgo (5,25 Posiive 280 (15%) 84 (74% @
* Planned radiaion (Yoa/No) Negative 94 (25%) 30 (26%) 124/(25%)
+ Planned hormonal therapy (Yes/No)
HER?2 Status (Central)
*Radiation and endocrine therapy could be initiated after 12 weeks on study therapy 1+ 5(1%) 1(1%) 6(1%)
% 92 (24%) 25 (22%)
3+ 277 (72%) 87 (76%) 364 (73%)
. . Not done* 9(2%) 1(1%) 0 (2%
etkinlik karsilastirma ¢alismasi degil e p———ryT

3/1 randomize




Disease Free Survival Probability

ATEMPT: Evre | HER2(+) meme ca adjuvan TDM1 (vs TH)

9

Disease-Free Survival: T-DM1 TDM-1 ile 3 yillik DFS %97.7

g
|

HR- ve T< 1 cm de sonucglar biraz
daha iyi gibi

e
@

°
3

Arm N No.of 3-yrDFS  95% Conf. Daha uzun izlem gerekli

Events Interval

°
]

383 10 97.7% 96.2-99.3% p<0.0001 . .
.
DFS olaylari: 10 kisi
000
9 5 12 16 24 30 % az ) 54 50 66
Months . .o
Number at risk 2 SI uzak nUkS
383 381 375 373 367 325 227 140 85 46 18 1
1"
- -
L]
Disease-Free Survival: T-DM1
Hormone Receptor Status Tumor Size i i e
Disease-Free Survival Events: T-DM1
—— B o Wy ™ T
§ i DFS Event: T-DM1 N(of383) Time to event (months)
= No.of | 3yr 95% Conf. E No. of 3yr 95% Conf. Any recurrence or death 10
2 Events DFS Interval 2 Events = DFS Interval
§ « 'EI e Local/Regional Recurrence*
; 97.5% 95.6-99.3% : 96.5-100% Ipsilateral axilla (HER2+) 1 35
< S Ipsilateral breast (HER2-) 1 "
H 94 2 98.5% 95.6-100% i 220 8 97.1% 94.9-99.4% New Contralateral Primary Breast Cancer
8 a HER2+ 0
cw HER2- 3 12,18, 21
I U I R I R A e L Distant Recurrence m 22,51
Marber ot ek Naber at ek Death
MW W w % 8 M M 2B 18 6 W W W W0 M W W M@ y Non-breast cancer related* 3 12, 32, 39
2 . ws W s M e & W 2 1 WM M oy W W o A M w4 “Deaths due to: Diabetic coma, Stroke, Creutzfeldt Jakob disease

® 5
Merim




ATEMPT: Evre | HER2(+) meme ca adjuvan TDM1 (vs TH)

Disease-Free Survival: TH

TH (ATEMPT Trial): n=114 TH APT Tral): ned06

2 b -‘—l
3 e —‘———“’5___.__. ————e o>
5 084
12
H
b Am N ENo. of 8Fy; 95% Conf. Interval PG Am N No.of 3yr 95% Conf.
: vents 3 Events DFS Interval
t LU L B L £oiTH 406 12 987T%  97.6998%
;'M

i M " 024

Months
MNumber at 0.0
" : 0 IIZ 2’4 36 4‘8 6‘0 7‘2

Month
No.atRisk 405 390 385 366 193 67 5

Tolaney S et al, NEIM 2015

Kontrol kolu etkinligi biraz daha disik
3 yillik DFS

ATEMPT %92.8

APT %98.7




ATEMPT: Evre | HER2(+) meme ca adjuvan TDM1 (vs TH)

Clinically Relevant Toxicity

Clinically Relevant Toxicity T-DM1 (n = 383) TH(n=114) T'DM1 d|scont|nuat|°ns
N (%) N (%)
Grade 23 non-hematologic toxicity 37 (10%) 13 (11%) Timing of Discontinuation
H
[ Grade 2 2 neurotoxicity 42 (11%) 26 (23%) ] § i "
Grade 24 hematologic toxicity 4(1%) 0 (0%) Discontinuations for any 90 (23.5%) Eg
Di inuations for toxicity' 67 (17.0%) %; "
Febrile neutropenia 0 (0%) 2 (2%) Di inuations for toxicity that 33 (9%) i o
were protocol mandated %
Any toxicity requiring dose delay 106 (28%) 30 (26%) cnzyme olovadon, banbin svsion nercpaty ot e || et
thrombocytopenia
[ Any toxicity requiring early discontinuation 67 (17%) 7 (6%) ]
* 66% of patients who discontinued T-DM1 early for et o sostment iumton
toxicity received further therapy with trastuzumab
Total 176 (46%) 53 (46%) * Probability of di inuing within 6 hs: 8.2%
p=0.91 * Probability of discontinuing between months 6-12: 10.7%

This presentation is the intelectual property of the authoripresenter. Contact hegislaney @aanners.aufor permission 1o reprint and or distribute

Beklenmeyen yan etki yok ancak
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Treatment Related Adverse Events:
Grade 22 by Arm

TDM1 daha az toksik degil (vs TH)

__T-DM1 (n = 383) i bilotiih (klinik iliskili toksisite acisindan)

Fatigue 84 (22%) 26 (23%)

Neuropathy 44 (11%) 27 (24%) . . . v

Nettorania 13 (3%) 15 (13%) TDM1 toksisitesine bagh birakma %17
Thrombocytopenia 43 (11%) 1(1%) ‘In 0

Nausea 39 (10%) 8 (7%) (VS TH ile 66)

Hypertension 35 (9%) 7 (6%) L. . . . .
33 (9%) 5 (4%) Farkl toksisite profili (néropati/anemi vs

Headache 24 (6%) 4 (4%) . . .

21 (5%) 1(1%) trombositopeni/ALT artisi/bill)

Infusion related reaction 19 (5%) 12 (11%)

GO 1S ) Hastanin doldurdugu anketler TDM1

Anemia 18 (5%) 2 (2%)

lehine (daha az alopesi)




APHINITY: Interim OS Analysis of Adjuvant CT Plus Trastuzumab
With vs Without Pertuzumab for Patients With HER2+ EBC

= Addition of trastuzumab, an anti-HER2 monoclonal antibody, to adjuvant chemotherapy
reduced the risk of relapse and death in patients with HER2+, operable EBC-3!

= Pertuzumab is a humanized monoclonal antibody that binds to a different domain of HER2
than trastuzumab!®

=  Primary analysis of APHINITY trial showed improved IDFS for adjuvant chemotherapy with
trastuzumab plus pertuzumab vs placebo!®!

— 3-yr IDFS:94.1% vs 93.2% (HR: 0.81; 95% Cl: 0.66-1.00; P = .045) but no significant difference in first
interim OS analysis: 96.7% with pertuzumab vs 96.3% with placebo (HR: 0.89; 95% Cl: 0.66-1.21; P =
A7)

— FDA granted regular approval for pertuzumab in combination with chemotherapy and trastuzumab
as adjuvant therapy for patients with HER2+ EBC at high risk of recurrence

=  Current report is second interim OS analysis of the APHINITY triall®

1. Piccart-Gebhart. NEJM. 2005;353:1659. 2. Romond. NEJM. 2005;353:1673. 3. Slamon.
NEJM. 2011;365;1273.

4. Scheuer. Cancer Res. 2009;69:9330. 5. von Minchwitz. NEJM. 2017;377:122 6. Piccart.
SABCS 2019. Abstr GS1-04.




APHINITY: 1. Basamak Taksan + Trastuzumab +/- Pertuzumab

* |nternational, randomized, double-blind, placebo-controlled phase IlI triall.2!

Stratified by CT, nodal status, HR Wk 52
status, geographic region, protocol
version:(A vs B)

HER2+ EBC, no prior ¥ Taxane Chemotherapy* +

invasive BC or anticancer rastuzumab$ 6 mg/kg IV Q3W + Pertuzumab 420 mg IV Q3W'

tx or radiotherapy; node- (n = 2400) 10-yr
Surgery positive disease or node- ollow-up
negative disease with Taxane Chemotherapy +
tumor >1 cm or 0.5-1 cm Trastuzumab$ 6 mg/kg IV Q3W + Placebo
with high-risk features*; (n = 2405)
BL LVEF > 55%
(N =4805)

*  Primary endpoint: IDFS per modified STEEP definition!3! (excludes second primary non-BC as event)

= Secondary interim analysis: preplanned, time-driven OS analysis after 2.5 yrs; descriptive analysis of IDFS
and cardiac safety

1. Piccart. SABCS 2019. Abstr GS1-04. 2. von Minchwitz. NEJM. 2017;377:122. 3. Hudis. J Clin
Oncol. 2007;25:2127.

*. grad 3, ER, PR neg veya <35 yas




APHINITY: Baseline Characteristics in ITT Population

Characteristic, % Pertuzumab (n = 2400) Placebo (n = 2404)
Nodal status = (O positive nodes +T<1cm 4 3
= (O positive nodes +T >1cm 34 34
= 1-3 positive nodes 38 37
= >4 positive nodes 25 25
Adjuvant CT regimen (randomized) = Anthracycline containing 78 78
= Nonanthracycline containing 22 22
HR status (central determination) = Negative (ER- and PgR-) 36 36
= Positive (ER+ and/or PgR+) 64 64
Protocol version = A 76 76
= Amendment B* 24 24
Geographic region = Asia pacific 23 23
= Eastern Europe 8 8
= US 12 12
= Latin America 3 3
= Canada, W Europe, 54 54

Australia/NZ, South Africa

*Capped node-negative enrollment in November 2012 (recruitment started November 2011); added 1000
node-positive patients and increased sample size to 4800 patients total.

Piccart. SABCS 2019. Abstr GS1-04.




APHINITY: Survival Outcomes in ITT Population

= Median follow-up of 74.1 mos

Pertuzumab  Placebo ; Pertuzumab Placebo
First IDFS Event Category, n (%
Outcome (n = 2400) (n = 2404) gory, n (%) (R Z )] (n = 2404)
Overall survival events, n (%) 125 (5.2) 147 (6.1) Distant recurrence 141 (5.9) 184 (7.7)
= Stratified HR (95% Cl) 0.85 (0.67-1.07) CNS metastases 49 (2.0) 49 (2.0)
= Stratified P value 170* Locoregional BC recurrence 28 (1.2) 49 (2.0)
6-yr OS rate, % 94.8 93.9 Contralateral invasive BC 13 (0.5) 15 (0.6)
recurrence
= Difference in event-free
rate, % (95% Cl) 0.9(-0.5-2.2) Death without prior event 39 (1.6) 39 (1.6)
IDFS events, n (%) 221 (9.2) 287 (11.9) ) o o
*P value of .0012 required to reach statistical significance. OS
= Stratified HR (95% Cl) 0.76 (0.64-0.91) data are immature at current analysis.
6-yr IDFS event-free rate, % 90.6 87.8
= Difference in event-free 2.8 (1.0-4.6)

rate, % (95% Cl)

Bu interim analizde anlamli OS yarari gosterilemedi,

Pertuzumab eklenmesiyle daha az 6lum olayi (6-yr OS %94.8 vs %93.9) (sayisal olarak
daha az uzak nuks ve lokorejyonel nuks)

Piccart. SABCS 2019. Abstr GS1-04.




APHINITY: Clinical Benefit in Primary vs

Secondary Analysis
HR for IDFS (95% Cl) Primary Analysis (mFU: 45.4 Mos) Updated Analysis (mFU: 74.1 Mos)
ITT population 0.81 (0.66-1.00) 0.76 (0.64-0.91)
Lymph node positive 0.77 (0.62-0.96) 0.72 (0.59-0.87)
Lymph node negative 1.13 (0.68-1.86) 1.02 (0.69-1.53)
Hormone receptor positive 0.86 (0.66-1.13) 0.73 (0.59-0.92)
:;’gra”t'l‘z/ Ze receptor 0.76 (0.56-1.04) 0.83 (0.63-1.10)

_— 45 aylik
IDFS at 6-Yr Pertuzumab, % Placebo, % Absolute Benefit, % (95% Cl) izlemde
ITT population 90.6 87.8 2.8 (1.0-4.6) 1.7
Lymph node positive 87.9 83.4 4.5 (1.9-7.1) 3.2
Lymph node negative 95.0 94.9 0.1(-2.0-2.2) 0.5
Hormone receptor positive 91.2 88.2 3.0(0.8-5.2) 1.4
Hormone receptor negative 89.5 87.0 2.5 (-0.7-5.6) 2.3

Klinik yarar devam etmekte:

6 yilda IDFS net yaran (ITT): % 2.8 (HR: 0.76; 95% CI: 0.64-0.91)
Klinik yarar nod+ hastalarda daha belirgin; net yarar % 4.5 (HR: 0.72; 95% CI: 0.59-0.87)
HR durumundan bagimsiz yarar var

Piccart. SABCS 2019. Abstr GS1-04.




APHINITY: Cardiac Safety

Characteristic, n (%) P(el:t:;l;?;:a)b (:I:‘;Ztg;)
Primary cardiac event* 18 (0.8) 8 (0.3)
Cardiac death 2 (.08) 2 (0.08)
Secondary cardiac event’ 65 (2.7) 68 (2.8)

*Heart failure New York Heart Association class Il or IV plus ejection fraction drop = 10% from baseline and
to < 50% or cardiac death. "Asymptomatic or mildly symptomatic (New York Heart Association class 1)
ejection fraction drop 2 10% from baseline and to < 50%.

= At updated follow-up of 74.1 mos, 1 additional primary cardiac event in
the pertuzumab arm and 1 additional patient in each arm had a
secondary cardiac event

= No new cardiac safety issues were identified

Piccart. SABCS 2019. Abstr GS1-04.




Putting it all together: HER2+ EBC

‘T1a? ! HER2+
S cT1 AND cNO
Any HR status
v
--Surgery--
[ |
pNO pN>1
I |
p’;l pleZ Standard chemo
. ' +Trastuzumab
Adjuvant Standard chemo | | tPertuzumab
Paclitaxel + | | 4+Trastuzumab , I .
Trastuzumab’ Consider |
Neratini
. b(ER+) |

HER2+

cT>2 and/or cN>1
Any HR status

Neoadjuvant c‘hemotherapy

v

|

+ Trastuzumab AND Pertuzumab |

v

--Surgery--

il

PCR

No PCR

cNm >1

ol

T-DM1

7?7
Complete 1 year Trastuzumab
Consider stopping Pertuzumab

Complete 1 year
Trastuzumab
+Pertuzumab

HER TKI?

56% of all distant
recurrences were
In CNS




Erken Evre ve Lokal ileri Evre: Ozet

Neoadjuvan Calismalar

Neoadjuvan Kemoterapi

— Germline BRCA mutasyonu olanlarda neoadjuvan sisplatin, AC den ustin degdil (INFORM) (-) calisma

— GeparX: ideal nab-paklitaxel semasi: haftalik nab-paklitaksel > 3 haftada 2 hf nab-pakl (pCR farki %6)

Triple neqatif meme kanserinde Neoadjuvan immunoterapi

— Neoadjuvan kemoterapiye pembrolizumab eklenmesi (KEYNOTE-522)ile pCR farki % 14 (LN + lerde %20 veya
evre IIIA/B de %25)

— Neoadjuvan kemoterapiye (nabpakl-karbop) atezo eklenmesi (NeoTRIPaPDL1 Michelangelo) pCR farki yaratmiyor
(-) calisma

Neodjuvan Endokrin tedavi

— Luminal B MK: Neoadjuvan ribociclib+letrozole vs. Kemoterapi (SOLTI-1402/CORALLEEN)- preop distik ROR skorlari benzer
oranda

Adjuvan Caligmalar

— De-eskalasyon stratejisi; Evre | HER2+ meme ca TDM1 (vs Trast + Pakl) ATEMPT 3 yillik DFS %97.7, toksisite
farkl (ama daha az degil), etkinlik karsilastirma ¢alismasi degil —APT standardini degistiremeyecek-kisa izlem,
tedavi birakma oranlari yuksek ve yuksek maliyet (? Kisa sureli TDM1)

— Eskalasyon stratejisi- HER2+ meme ca adjuvan taksan + trastuzumab +/- pertuzumab APHINITY (OS interim analiz
fark yok) IDFS net yarari (ITT) artarak devam ediyor % 2.8, aksiller LN + lerde daha belirgin %4.5




Tesekkurler
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