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Trastuzumab

ORIGIMAL ARTICLE

Use of Chemotherapy plus a Monoclonal Antibody against HER2 for

Metastatic Breast Cancer That Overexpresses HER2

Dennis J. Slamon, M.D., Ph.D., Brian Leyland-Jones, M.D., Steven Shak, M.D., Hank Fuchs, M.D., Virginia Paton, Pharm.D., Alex Bajamonde, Ph.D., Thomas Fleming, Ph.D.,

Wolfgang Eiermann, M.D., Janet Wolter, M.D., Mark Pegram, M.D., Jose Baselga, M.D., and Larry Norton, M.D.*

Primary Endpoint:
& Median PFS

Chemo (AC or Paclitaxel)

MetastaticHER2+ Breast

Cancer, Untreated

Chemo (AC or Paclitaxel)
+ Trastuzumab
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7.4mvs.4.6m 25.1mvs.20.3m

Chemotherapy plus trastuzumab
Chemotherapy plus trastuzumab

P<0.001 Chemotherapy alone

Survival (%)
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10 15 20 25 30 35
Months after Enrollment

No. AT Risk Months after Enrollment

] No. AT Risk
Chemotherapy 63 15

plus trastuzumab Chemotherapy 192 165 134 114 96 47
Chemotherapy alone 25 6 plus trastuzumab

Chemotherapy alone 160 136 116 97 76 37
Progression Free Survival Overall Survival
Slamon et al. N Engl J Med 2001; 344:783-792 iz @O R \WILMOT
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Lapatinib

ORIGINAL ARTICLE

Lapatinib plus Capecitabine for HER2-Positive Advanced Breast Cancer

Lapatinib plus capecitabine
(49 events; median time

Charles E. Geyer, M.D., John Forster, M.Sc., Deborah Lindquist, M.D., Stephen Chan, M.D., C. Gilles Romieu, M.D., Tadeusz Pienkowski, M.D., Ph.D., Agnieszka Jagiello- t6 progression.

Gruszfeld, M.D., John Crown, M.D., Arlene Chan, M.D., Bella Kaufman, M.D., Dimosthenis Skarlos, M.D., Mario Campone, M.D., et al.

Capecitabine alone "

(72 events; median time H
to progression —

X
=
<
2
w
w
4
&
Q.
Q
w
@
L
'
(=]
e
=]
L
L
b=
('S
v
-
=
0
=
[ J
o

No. at Risk

Lapatinib plus 163
capecitabine

Capecitabine alone 161

Lapatinib 1250mg+ capecitabine

Metastatic HER2+ BC after 1000mg/m2/dose

progression on chemo +
trastuzumab

75 wks vs. 64.7 weeks (36 pts cross over);
HR 0.87; 95% Cl, 0.71-1.08; p =.210)

\— Lapatinib + Capecitabine

5

capecitabine 1250mg/m2/dose
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Geyer CE et al. N Engl J Med 2006;355:2733-2743.
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Cameron D et al. Oncologist. 2010;15(9):924-34. doi: 10.1634/theoncologist.2009-0181. T"“*"S’ .
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Pertuzumab

Pertuzumab plus Trastuzumab plus Docetaxel for Metastatic Breast Cancer

José Baselga, M.D., Ph.D., |avier Cortés, M.D., Sung-Bae Kim, M.D., Seock-Ah Im, M.D., Roberto Hegg, M.D., Young-Hyuck Im, M.D., Laslo Roman, M.D., José Luiz Pedrini,
M.D., Tadeusz Pienkowski, M.D., Adam Knott, Ph.D., Emma Clark, M.Sc., Mark C. Benyunes, M.D., et al., for the CLEOPATRA Study Gr-:::up"*'

HER2+ Metastatic BC Progressmn
No more than 1 hormonal Fl‘ee
treatment in metastatic setting SU rVivaI

Baselga et al. NEJM 2012
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Investigator-assessed pro gr-:ﬁil:-n-Frm
survival (%)

MNumber at risk
(number censored)
Pertuzumab
Placebo

Overall survival (%)

Number at risk
(number censored)
Pertuzumab
Placebo

p=0-0001

mPFS 18.7m vs. 12.4m HR
0-69, 95% Cl 0-59-0-81

Landrmark progression-free survival ar 8 years 16%, 204 events (76%)
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Landmark progression-free survival at B years 10%, 320 events (B1%)

402 (0)
406 (0)

284 (18)
233 (27)

179 (24)
110 (32)

121 (34)
76 (39

93 (40)
C3(44)

Pertuzumab, trastuzumab, and docetaxel
— Placebo, trastuzumab, and docetaxel

T 1 L) I

60 70 80 80 100 110 120

Time since randomisation (manths)

71(47)
43 (47

60 (49)
35 (49)

52 (54)
30 (52)

43 (60)
23 (54)

34 (66)
1 (5b)

21(78)
10 (67)

6(92)
4(73)

mOS57.1 mvs. 40.8m HR p<0-0001

0-69, 95% CI 0-58-0-82

G3 Diarrhea: 10%
with pertuzumab

vs. 5% with placebo

Landmark overall survival at 8 years 37%, 235 events (58%)
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Landmark overall survival at 8 years 23%, 280 events (69%)
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10 20 30 40

402 (0)
406 (0)

371(14)
350(19)

318 (23)
289 (30)

269 (32)
230(36)

228 (41)
181(41)

188 (48)
149 (48)

U 1] )

T T
70 80 90 100 110 120

165 (50)
115 (52)

150 (54)
86 (53)

137 (56)
88(53)

120 (59)
75(57)

71(102)
44 (84)

20(147)
11(115)

0(167)
1(125)
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Trastuzumab emtansine

ORIGINAL ARTICLE

Median No. No. of

of Months  Events
Lapatinib-Capecitabine 6.4 304
T-DM1 9.6 265

Stratified hazard ratio, 0.65
(95% Cl, 0.55-0.77)
P<0.001

Trastuzumab Emtansine for HER2-Positive Advanced Breast Cancer

Sunil Verma, M.D., David Miles, M.D., Luca Gianni, M.D., lan E. Krop, M.D., Ph.D., Manfred Welslau, M.D., José Baselga, M.D., Ph.D., Mark Pegram, M.D., Do-Youn Oh, M.D.,
Ph.D., Véronique Diéras, M.D., Ellie Guardino, M.D., Ph.D., Liang Fang, Ph.D., Michael W. Lu, Pharm.D., et al., for the EMILIA Study Group

Pr—
HER2+ (central)

LABC or MBC T-DM1

Progression-free Survival (%)

3.6 mg/kg q3w IV
(N=980)

Lapatinib—capecitabine

4 6 8 10 12 14 16 18 20 22 24 26 28 30
Months

+ Prior taxane and
trastuzumab Capecitabine

+ Progression on 1000 mg/m? orally bid, days 1-14, q3w
metastatic tx or within 2
6 mos of adjuvant tx Lapatinib
1250 mg/day orally qd

No. at Risk

Lapatinib— 496 404 310 176 129 73 53 35 25 14
capecitabine

T-DM1 495 419 341 236 183 130 101 72 54 44

—— Capecitabine and lapatinib (control)
—— Trastuzumab emtansine
HR 075 (95% C1 0-64-0-88)

Overall survival (%)

Capecitabine Trastuzumab
and lapatinib emtansine

Median OS 25-9 months 29-9 months
(95%Cl)  (227-283)  (26:3-34-1)

Verma et al. NEJM 2012 Numberat ik S S

(number censored)

. Capecitabineand 496 (0) 418 (35) 326(47) 258(53) 195(58) 153(58) 82(99) 48(122) 19(144) 3(160) 0(163)
Dieras et al. Lancet Onc 2017 opatini ’ ’

Trastuzumab  495(0) 451(21) 374(34) 302(36) 231(42) 194(47) 127(85) 68(133) 23(169) 5(187) 0(191)
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Trastuzumab deruxtecan

Trastuzumab Deruxtecan (T-DXd): Next Generation HER2 ADC
Characteristic Differences Between T-DXd and T-DM1

HER2 Targeting ADCs with similar mAB Backbone

deruxtecan emtansine
{T-DXd] T{jp?ri;:;? :; rase : Payload MoA Anti-microtubule {T'DM 1 ]

%\: %’ ~8:1 Drug-to-antibody ratio ~3.5:1 “‘ "'
oY ® Yes Tumor-seh.ectiue cleavable No .
I linker? 1 i_.
Evidence of bystander _ _
Yes anti-tumor effect? 4 [ 1 ®

1. Nakada T et al. Chem Pharm Bull (Tokye). 2019:67:173-85. 2. Ogitani ¥ et al. Ciin Cancer Res. 2016;22:5097-108. 3. Trail PA el al. Pharmacol Ther. 2018;181:126-42
4. Ogitani Y et al. Cancer Sci. 2016;107:1039-46. 5. LoRusso PM et al. Clin Cancer Res. 2011:17:6437-47. Cortes, J et al. ESMO 2021
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ORIGINAL ARTICLE

Trastuzumab Deruxtecan versus Trastuzumab Emtansine for Breast Cancer

Javier Cortés, M.D., Ph.D., Sung-Bae Kim, M.D., Ph.D., Wei-Pang Chung, M.D., Seock-Ah Im, M.D., Ph.D., Yeon Hee Park, M.D., Ph.D., Roberto Hegg, M.D., Ph.D., Min Hwan
Kim, M.D., Ph.D., Ling-Ming Tseng, M.D., Vanessa Petry, M.D., Chi-Feng Chung, M.D., Hirgji lwata, M.D., Ph.D., Erika Hamilton, M.D., et al., for the DESTINY-Breast03 Trial
Investigators™

T-DXd Primary endpoint
9.4 mg/kg Q3W + PFS (BICR
Patients (N = 524) (n = 261) . ( d) o
* Unresectable or metastatic HER2-positive? B BRI
breast cancer + OS¢
Previously treated with trastuzumab and a Secondary endpoints
ta_xane in metasta_tic_or (neo)adjuvant setting T-DM1 - ORR (BICR and investigator)
with recurrence within 6 months of therapy?
3.6 mg/kg Q3W + DoR (BICR)
n =263 -
Stratification factors ( ) Safety
= Hormone receptor status
*  Prior treatment with pertuzumab The prespecified OS interim analysis was planned with 153 events.
At the time of data cutoff (July 25, 2022), 169 OS events were

= History of visceral disease - e =ven
observed and the P value to achieve statistical significance was 0.013

BICR, blinded independent central review; DoR, duration of response; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; ORR, objective response rate; OS, overall survival, PFS, progression-free

survival; Q3W, every 3 weeks; R, randomization; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
*HER2 IHC 3+ or IHC 2+/ISH+ based on central confirmation. ®Progression during or within 6 months after completing adjuvant therapy involving trastuzumab and a taxane. °80% powered at 2-sided significance level of 5%. ¢Information fraction of 61%, with

a P value boundary to reach statistical significance of 0.008. The P value was recalculated based on the actual OS events at the data cutof.

This presentation is the intellectual property of the author/presenter. Contact SHurvitz@mednet.ucla.edy for permission to reprint and/or distribute.

Cortes et al. NEJM 2022.
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Updated Primary Endpoint: PFS by BICR

mPFS was ~4X longer for T-DXd compared with T-DM1 Median 288 6.8
(95% ClI), (22.4-37.9) (5.6-8.2)
T-DXd: 75.2% (95% Cl, 69.3-80.2) months
T-DM1: 33.9% (95% Cl, 27.7-40.2) HR 0.33 (95% C. 0.26-0.43)

b
T-DXd: 53.7% (95% CI, 46.8-60.1) P < 0.000001%
T-DM1: 26.4% (95% CI. 20.5-32.6)
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+  Censor
T-DXd (n = 261)
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0123 456789101 12131415 1617 1819 2021 2223 24 25 2627 2829 30 31 3233 34 35 36 37 38 39 4041 4243 44 45

Patients still at Risk: Time, months
T-DXd 261256 250 244 240225 216 207 205 191 176 173 167 154 146 140 134131 130125 123117 113107 99 96 90 82 73 64 55 41 32 28 23 20 18 13 7 5 4 2 1 0
T-DM1 263253 201 164 156134 111 99 96 81 69 67 63 58 54 51 49 49 47 47 42 41 39 37 36 32 28 27 22 19 15 14 8 7 6 4 2 2 2 1 1 1 1 1 1 0
BICR, blinded independent cenfral review; HR., hazard ratio; mo, month; mPFS, median progression—tree survival, PFS, progressicn—free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab denuxtecan.

Two-sided, from stratified log rank test. "Nominal P value.
This presentation is the intellectual property of the author/presenter. Contact SHurvitiz@mednet.ucla.edu for permission to reprint and/or distribute.

Hurvitz et al. SABCS 2022 o et e SRR WILMOT

MEDICINE CANCER INSTITUTE




Key Secondary Endpoint: Overall Survival

T-DXd: 94.1% (95% Cl, 90.4-96.4) Median NR NR
T-DXd: 77.4% (95% CI, 71.7-82.1) months
T-DM1: 69.9% (95% CI, 63.7-75.2) HR 0.64 (95% Cl, 0.47-0.87)

0.00372P

e L

Anti-cancer therapies in post-trial setting:

+ T-DXd arm: 64/182 (35.2%) received T-DM1
+  Censor * T-DM1 arm: 42/243 (17.3%) received T-DXd
—+— T-DXd (n = 261)

—— T-DM1 (n = 263)
0123456789 101112131415 1617 1819 2021 2223 24 25 26 27 28 29 30 31 3233 34 35 36 37 38 30 40 41 4243 44 45 46 47
Patients still at risk: Time, months

T-DXd 261256 256255 254 251 249244 243241 238236 236236 231224 218213211 206 201200 196193 187182 173156 14212410991 73 64 51 44 38 30 22 18 11 9 7 6 1 1 1 DO
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T-DM1 263257 252248 243242 237233 232227 224217 211 203 199197 191 186 183 179 172163 167 164 164158 140129 117106 90 70 5% 45 41 38 27 20 15 8 7 4 3 3 1 1 O

HR, hazard ratio; mOS, median overall survival; NE, not estimable; NR, not reached; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
There were 19 patients (7.3%) treated with T-DXd and 28 patients (10.6%) treated with T-DM1 who were lost to follow-up.
#The P value for overall survival crossed the prespecified boundary (P = 0.013) and was statistically significant. *Two-sided from stratified log-rank test.

This presentation is the intellectual property of the author/presenter. Contact SHurvitz@mednet ucla.edu for permission to reprint and/or distribute.
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Trastuzumab Deruxtecan Trastuzumab Emtansine
(N=257) (N=261)

Any Grade Grade =3 Any Grade Grade =3

number of patients (percent)
Most common drug-related adverse events
Blood and lymphatic system disorders
Neutropenia* 110 (42.8) 49 (19.1) 29 (11.1) 8(3.1)
Anemiatf 78 (30.4) 15 (5.8) 37 (14.2) 11 (4.2)
Leukopeniai: 77 (30.0) 17 (6.6) 20 (7.7) 1(0.4)

Thrombocytopeniaf 64 (24.9) 18 (7.0) 135 (51.7) 65 (24.9)

Gastrointestinal disorders
Nausea 187 (72.8) 17 (6.6) 72 (27.6) 1(0.4)
Vomiting 113 (44.0) 4 (1.6) 15 (5.7) 1(0.4)
Diarrhea 61 (23.7) 1 (0.4) 10 (3.8) 1(0.4)
Constipation 58 (22.6) 0 25 (9.6) 0

General disorders

115 (44.7) 13 (5.1) 77 (29.5) 2 (0.8)

Investigations
Aspartate aminotransferase increased 60 (23.3) 2 (0.8) 97 (37.2) 13 (5.0)
Alanine aminotransferase increased 50 (19.5) 4 (1.6) 71 (27.2) 12 (4.6)
Metabolism and nutrition disorders
67 (26.1) 3(1.2) 33 (12.6)
Skin and subcutaneous tissue disorders

3062 1004 6 23

Adjudicated drug-related interstitial lung 27 (10.5) 2 (0.8) 5(1.9)
disease or pneumonitis**

WILMOT

CANCER INSTITUTE

MEDICINE of !1-1![!7'"
Cortes et al, NEJM 2022 TRE HICHESOERER HR



DESTINY-Breast02
Randomized phase 3, open-label, multicenter study (NCT03523585)

Key eligibility criteria?

Centrally confirmed HER2-positive (IHC 3+ or

IHC 2+/ISH+) unresectable or metastatic breast cancer
Documented radiographic progression after most recent
treatment

Previously treated with T-DMA1

Stratification factors

Hormone receptor status

T-DXd
5.4 mglkg Q3W
(n = 406)

TPC
Per label (n = 202)
» Trastuzumab / Capecitabine
or
» Lapatinib / Capecitabine

Primary endpoint

- PFS (BICR®)

Key secondary endpoint
= 0OS

Secondary endpoints
- ORR (BICRY)

- DoR (BICRY)

»  PFS (investigator)

= Safety

Exploratory endpoints
- CBR (BICR®)

= PFS2c (investigator)

= Prior treatment with pertuzumab
»  History of visceral disease

Protocol-prespecified statistical analysis plan

At data cutoff (June 30, 2022), the median duration of follow-upd was:
+ 21.5 months (range, 0.1-45.6 months) in the T-DXd arm
* 18.6 months (range, 0-45.7 months) in the TPC arm

Primary analysis planned for ~372 BICR PFS events observed or 18 months from
the last patient randomized, whichever came first

Group sequential testing was used to compare OS between treatment groups
hierarchically, provided PFS was significant

BICR, blinded independent central review; CBR, clinical benefit rate; DoR, duration of response; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; mRECIST, modified Response Evaluation
Criteria in Solid Tumors version 1.1; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PFS2; progression-free survival on the next line of therapy; Q3W, every 3 weeks; R, randomization, T-DM1, trastuzumab

emtansine; T-DXd, frastuzumab deruxtecan; TPC, treatment of physician's choice.
aPatients with clinically inactive brain metastases and patients with treated brain metastases that were no longer symptomatic and who require no treatment with corticosteroids or anticonvulsants could be included. ®BICR assessed per mRECIST 1.1.

°PFS2 was defined as the time from date of randomization to the first documented progression on the next line of therapy or death due to any cause, whichever came first. SDuration of follow up is defined as study duration = the date last known alive
minus date of randomization plus 1.

This presentation is the intellectual property of the author/presenter. Contact them at lan.krop@yale.edu for permission to reprint and/or distribute.

Krop et al, SABCS 2022
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Primary Endpoint: PFS by BICR

100 Median (95% CI), months

T-DXd TPC
17.8 (14.3-20.8) 6.9 (5.5-8.4)

HR (95% CI): 0.3589 (0.2840-0.4535)
P < 0.000001

T-DXd: 62.3% (95% CI, 57.0-67.1)
TPC: 27.2% (95% Cl, 20.1-34.8)

T-DXd: 42.2% (95% ClI, 36.5-47.8)
TPC: 13.9% (95% CI, 7.9-21.6)
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Patients still at risk Time, months

T-DXd (406) 406 400 374 359 355 330 296 278 260 239 213 203 194 179 170 161 149141 132119109 88 83 76 65 60 55 47 38 35 31 27 23 19 15 14 12 10 6 4 4 3 1 1 1 1 0
TPC(202) 202180148126118 95 78 72 64 48 39 37 32 28 24 20 17 13 11 9 9 8 8 6 3 3 3 2 2 2 2 2 1 1 1 1 1 0

Krop et al, SABCS 2022 el SERUR 'WILMOT
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Key Secondary Endpoint: OS

1007 T-DXd: 89.4% (95% CI. 85 9-92 1)

TPC: 74.7% (95% ClI, b? 4-80.4)

T-DXd: 65.9% (95% CI, 60.7-70.7)
TPC: 54.3% (95% CI, 46.3-61.6)

H T 1T T T
L e — —H————

Median (95% Cl), months

T-DXd TPC
39.2 (32.7-NE)  26.5 (21.0-NE)

HR (95% CI): 0.6575 (0.5023-0.8605)
P =0.00212
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Patients still at risk Time, months

T-DXd{406) 406 404 400 390 385 382 374 366 357 352 350 346 339 331 317 306 205282 277 257 234 215196 183160144 139122104 93 82 72 63 51 40 34 29 25 19108 6 3 1 1 1 0
TPC (202) 202 192 187 182 178 173 167 161 157 151 142136 130 124 118 114 111 110106 95 89 79 76 72 61 53 50 46 38 33 20 28 25 22 22 18 15 13 12 7 6 5 4 3 1 1 ©

In the TPC arm
+ 69.3% (140/202) of patients received a new systemic anticancer treatment
+  25.7% (52/202) of patients received T-DXd in the post-trial setting

Krop et al, SABCS 2022
et son SRUR WILMOT
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Most Common TEAEs (215% of Patients in Either Treatment Arm)

Nausea

Vomiting

72.5

37.4

Alopecia
Fatigue

Constipation

Decreased appetite

Anemia

Diarrhea

Asthenia

Headache

Neutrophil count decreased

Weight decreased

Aspartate aminotransferase increased
Neutropenia

Alanine aminotransferase increased

Stomatitis

Palmar-plantar erythrodysesthesia syndrome

m T-DXd, all grades

B T-DXd, grade =3

B TPC, grade 23
TPC, all grades

Patients Experiencing TEAE, %

Krop et al, SABCS 2022
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Adjudicated as Drug-related ILD?
n (%) | Grade 1 | Grade 2 | Grade 3 | Grade 4 | Grade 5 | Any Grade

T-DXd (n = 404) 11 (2.7) 26 (6.4) 3(0.7) 0 2 (0.5) 42 (10.4)
TPC (n =195) 0 0 1(0.5) 0 0 1(0.5)

* Median time to onset of adjudicated drug-related ILD was 209.5 days (range, 41-638 days)
with T-DXd

LV dysfunction®

* |Inthe T-DXd arm, 18 (4.5%) patients experienced an LV dysfunction event¢

*« 2(0.5%) patients had a grade 23 event
* Inthe TPC arm, 3 (1.5%) patients experienced an LV dysfunctiond
* 1(0.5%) patient had a grade 23 event

Krop et al, SABCS 2022
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Tucatinib

ORIGINAL ARTICLE

Tucatinib, Trastuzumab, and Capecitabine for HER2-Positive Metastatic
Breast Cancer

Rashmi K. Murthy, M.D., Sherene Loi, M.D., Alicia Okines, M.D., Elisavet Paplomata, M.D., Erika Hamilton, M.D., Sara A. Hurvitz, M.D., Nancy U. Lin, M.D., Virginia Borges,
M.D., Vandana Abramson, M.D., Carey Anders, M.D., Philippe L. Bedard, M.D., Mafalda Oliveira, M.D., et al.

HER2CLIMB Randomized, Double-blind, Pivotal Trial

Tucatinib + Trastuzumab + Capecitabine

PSETICIT P loadin 1000 mg/m? PO
Key Eligibility Criteria 300 mg PO BID 6 mg/kg Q3W, &

dose 8 mg/kg C1D1 BID Days 1-14
HER2+ metastatic breast cancer

Prior treatment with trastuzumab, 21-day cycle
pertuzumab, and T-DM1 @

ECOG performance status 0 or 1 Placebo + Trastuzumab + Capecitabine
6 mg/kg Q3W, loading 1000 mg/m? PO

Brain MRI at baseline
dose 8 mg/kg C1D1 BID Days 1-14

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

21-day cycle

https://clinicaltrials. ct2/show/NCT02614794

Murthy et al. NEJM 2020
Lin et al. ASCO 2020
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HR Median PFS
6 months 1 year Events/total  (95% Cl) P value (95% ClI)
Tucatinib 219/410 7.6 (6.9-8.3)
combination 0.57 <0.00001 months

Placebo 163/202 (0.47-0.70) 4.9 (4.1-5.6)

|
[
[
| combination months
|
|

PFS probability

Tucatinib
combination

. ——+ Placebo combination
5 24 27 30 33 36 39 42 45 48

Time (months)

Patients at risk

Tucatinb 44 28 24 20
combination

Placebo
combination

Curig”ano e al. Annals Of OnCOIOgy 2021 THE r;lllf::l(;l:[()olf( D ER '%‘3‘ UR C ( ILMOT
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HR Median OS
Events/total (95% Cl) Pvalue (95% CI)
combination 0.73 months

Placebo ja7pop  (0-59-0.90) 0004 495 (16 4.21.4)
combination months

o))
o
3

OS probability

Placebo
combination

Tucatinib
combination

L L L Ll LJ

30 42 45 48 51
Time (months)

0]

0

—
N

Patients at risk

Tucatinib 440 387 356 325 295 268 241 214 153 122 81
combination

Placebo 500 191 174 156 129 114 103 87 63 47 28
combination

e zzene s BQL IR [ WILMOT

Curigliano et al. Annals of Oncology 2021 ~>” MEDICINE CANCER INSTITUTE




Table 2. Adverse events reported in 220% of patients in the tucatinib arm

Tucatinib combination (N = 404) Placebo combination (N = 197)
n (%] n (%)

Adverse event Any grade Grade >3 Any grade Grade >3

Any adverse event 401 (99.3) 245 (60.8) 191 (97.0) 101 (51.3)
Diarrhea 331 (81.9) 53 (13.1) 106 (53.8) 17 (8.86)
Palmar-plantar erythrodysesthesia syndrome 264 (65.3) 57 (14.1) 105 (53.3) 18 (9.1)
Nausea 243 (60.1) 16 (4.0) BE (44.7) 7 (3.8)
Fatigue 193 (47.8) 22 (5.4) 87 (44.2) 8 (4.1)
Vomiting 152 (37.6) 13 (3.2) 51 (25.9) 8(4.1)
Decreased appetite 105 (26.0) 3 (0.7) 41 (20.8) 0
Stomatitis 105 (26.0) 10 (2.5) 28 (14.2) 1 (0.5)
Headache 96 (23.8) 3 (0.7) 40 (20.3) 3 (1.5)
Aspartate aminotransferase increased 89 (22.0) 19 (4.7) 22 (11.2) 1 (0.5)
Anemia 88 (21.8) 17 (4.2) 24 (12.2) 5 (2.5)
Alanine aminotransferase increased 85 (21.0) 23 (5.7) 13 (6.6) 1 {0.5)
Blood bilirubin increased 81 (20.0) 4 (1.0) 21 (10.7) 5 (2.5)

Tucatinib combination: tucatinib, trastuzumab, and capecitabine. Placebo combination: placebo, trastuzumab, and capecitabine.

CANCER INSTITUTE

MEDICINE of '.\:-;;;; ;: \x /
Curigliano et al. Annals of Oncology 2021 THE HIGHEST ORDEE &/ Lﬁlﬁ ILMOT



Neratinib

® Neratinib Plus Capecitabine Versus Lapatinib
Plus Capecitabine in HER2-Positive Metastatic
Breast Cancer Previously Treated With = 2
HER2 Directed Regimens: Phase Ill NALA Trial

aura, MD'; Mafald Oliveira, MD, PhD"; Yin-Hsun Feng, MD, PhD¥; Ming-Shen Dai, MD, PhD®; Shang-Wen Chen, MD7;
y, MD, PhD; Suzeﬂ Delaloge, MD, MSc®; Wi || iam Glad ha MD™;

i -Tai
ele Fagnani, MD?'; Yen-Shen Lu, MD, PhD™; John Crown, MBBChH, MD
imi Takano, MD™; Miki Yamaguchi. MD, PhD™"; Takaaki Fuijii, MD, FhDEH:
?: and Adam Brufsky, MD, PhD™; for the

MALA Inves tgator

Capecitabine 750mg/m?2
BID + Neratinib 240mg OD

MetastaticHER2+ BC with

2 or more lines of HER2 Co primary endpoint:

IR PES, OS

directed therapyin
metastaticsettings

Capecitabine 1000mg/m?2

BID + Lapatinib 1250mg OD

Saura et al.JCO 2020
WILMOT

CANCER INSTITUTE
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Group HR {95% Clj Log-rank Pvalue Mean PFS (months)
Meratinib + capacitabing a8

Lapstiib + capecitabine 0 o 43 e 66 ' TABLE 3. Treatment-Emergent AEs Occurring in = 10% of Patients in the Safety
Population
N+C (n = 303) L+C (n = 311)

AE All Grade Grade 3/4 All Grade Grade 3/4
estriction: 24 months Diarrhea (252 (832) 74 (244)) 206 (66.2) 39 (12.5)
Nausea 161 (53.1) 13 (4.3) 132 (42.4)  9(2.9)
PPE syndrame 139 (459) 29 (9.6)  175(563) 35(11.3)
Vomiting 138 (455) 12 (4.0) 97 (31.2)  6(1.9)
—— Noratinit + capacitabina Decreased appetite 107 (353) 8 (2.6) 67 (21.5) 7 (2.3)

=——— |Lapatinib + capecitabine

3 6 9 2 1 1|8 2 24 27 ) ' Fatigue 104 (34.3) 9 (3.0 97 (31.2) 10 (3.2)

Time Since Random Assignment lmunths} Constipation 94 (31.0) 4(1.3) 41 (13.2) 1(0.3)

Mo, at risk: Stomatitis 62 (20.5) 6 (2.0 83 (26.7) 8 (2.8)

MNeratinib + capecitabine 307 183 113 54 35 20 13 ] -
Lapatinib + capecitabine 314 183 82 24 g g 3 3 Weight decreased €0 (19.8) 1(0.3) 41 (13.2) 2(0.6)

Rash 30 (9.9) 0 69 (22.2) 2 (0.6)

PFS (probability)

107 Group HREEXD  Legrank Pyalie  Moan 03 imoatha) Anemia 45 (14.9) 6 (2.0) 51 (16.4) 11 (3.5)

0.9 4 Meratinib + capacitabins 240

Lapatinils + capecitabin 0.8E {0.72 to 1.07) 2086

w2 Dizziness 43 (14.2) 1(0.3) 31 (10.0) 2 (0.6)
Cough 37 (12.2) 0 34 (10.9) 0

Abdominal pain 36(11.9) 3(1.00 45 (14.5) 6 (1.9)
Asthenia 36 (11.9) 8(2.6) 36 (11.6) 5(1.6)
Hypokalemia 35(11.6) 14 (4.6) 44 (14.1) 20 (6.4)
Paronychia 35(11.6) 2(0.7) 49 (15.8) 3(1.00
Pyrexia 33 (10.9) 0 32 (10.3) 1 (0.3)
Headache 32 (10.6) 1 (0.3} 51 (16.4) 3(1.0)

0.8

Restriction: 48 months

0S (probability)

Meratinib + capecitabine
Lapatinib + capecitabine
T T T T T T L T T T

6 9 12 15 18 21 24 27 30 33 36 39 42 45 Saura et al JCO 2020
Time Since Random Assignment (months) ;

Mo. at risk:
Meratinib + capecitabine 307 2894 275 244 220 182 142 112 82 64 47 34 28 18 15 13

Lapatinib + capecitabine 314 303 273 240 208 170 132 107 84 &7 47 36 27 22 17 12 ==
e 2. UR | WILMOT
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HER2CLIMB Analysis of Patients with Brain Metastases

* Brain MRI at baseline for all All Patients with Brain Metastases
patients N=291

 Brain MRI for brain metastases
patients every 6 weeks in first 24

weeks, every 9 weeks thereafter Active Treated Stable
e Eligible brain metastases Brain'Metastases Brain Metastases!
i NS, N=117
patients: :
.. i ) Previously treated and
* Not requiring immediate no evidence of

rogression at baseline
Untreated A

N=66

local therapy ,
o Treated Progressing
e Requiring local therapy N=108 .
nciuaes patientsrequiring immediate

during screening could be Previously treated but local therapy before enroliment. These
ellglble after WaShOUt* progression of existing patients were not considered evaluable
Iesions, new lesions or forintracranial response.
untreated lesions at
baseline

*These patients were included in the Treated Stable group foranalysis.

PRESENTED AT: 2020 S Slides are the property of the author, PRESENTED BY: NanCY Lin:mln.@mmﬂg
A N N U A I_ M E ET| N G permission required for reuse.
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Figure 2. Efficacy of Tucatinib Combination Therapy in Patients With Brain Metastases

|A| Overall survival
100

oo
=]

o
=]

=
o

TUC+Tras+Cape

[
=

Overall survival probability, %

Pbo+Tras+Cape mOS: 21_6m (95% CI, 18.1_28.5 m) VS.
27 12.5 m (95% Cl, 11.2-16.9 m)

Time, mo

Mo. at risk
TUC+Tras+Cape 198 183 166 147 131 118 68 54

Pbo+Tras+Cape 93 87 76 66 46 40 17 11 : iPFS: 9.9m (95% C|’ 8.4-11.7 m) VS.
4.2 m (95% Cl, 3.6-5.7 m)

\i Intracranial progression-free survival

100

5]
=]

(=]
=]

=
(=1

TUC+Tras+Cape

CNS progression-free
survival probability, %

=]
o

Pho+Tras+Cape

Lin et al. Jama Oncology 2023

18 21
Time, mo

Mo. at risk
TUC+Tras+Cape 198 132 91

Pbo+Tras+Cape 93 41 16 ; (0 0 0 o ‘_:‘E&gz‘ R
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PFS in Patients with Isolated Progression in the Brain Who
Continued with Assigned Study Treatment

Randomization First CNS Progression* Local Second Progression (CNS, body
\ Therapy or both) or Death \
I_H

Study treatment Continue study treatment

Randomization to second progression or death '

First CNS progression to second progression or death#

Median time from Median time from first CNS
randomization to progression to second
second progression or death HR progression or death HR
TUC+Tras+Cap 15.9 months 7.6 months
N=21 (11.7, 28.2) 0.292 (3.9, 11.3) 0.332
(0.11, 0.77) (0.13, 0.85)
Pbo+Tras+Cap 9.7 months P=0.009 3.1 months P=0.02
N=9 (4.9, 12.0) (1.2, 4.1)

*Note: First CNS progression was captured as a PFS event in the primary analysis.
TTime from randomization to second progression or death among patients who received local therapy and continued study treatment after isolated CNS progression.
*Time from first isolated CNS progression to second progression or death among patients who received local therapy and continued study treatment after isolated CNS progression.
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o%s DESTINY-Breast03

Baseline Characteristics and Prior Therapies

%

San Antonio Breast Cancer Symposium®, December 7-10, 2021

Age, median (range), years

54.3 (27.9-83.1)

54.2 (20.2-83.0)

Female, n (%)

260 (99.6)

262 (99.6)

Region, n (%)
Europe
Asia
North America
Rest of world

54 (20.7)
149 (57.1)
17 (6.5)
41(15.7)

50 (19.0)
160 (60.8)
17 (6.5)
36 (13.7)

HER2 status (IHC?), n (%)
3+
2+ (ISH amplified)
1+ | Not evaluable

234 (89.7)
25 (9.6)
1(0.4) | 1(0.4)

232 (88.2)
30 (11.4)
0] 1(04)

ECOG PS, n (%)
0| 1

154 (59.0) | 106 (40.6)

175 (66.5) | 87 (33.1)

Hormone receptor, n (%)
Positive_l Negative

131 (50.2) | 130 (49.8)

134 (51.0) | 129 (49.0)

History of BM, n (%)
Yes | No

62 (23.8) | 199 (76.2)

52 (19.8) | 211(80.2)

BM at baseline,? n (%)
Yes | No

43 (16.5) | 218 (83.5)

39 (14.8) | 224 (85.2)

Visceral disease, n (%)
Yes | No

184 (70.5) | 77 (29.5)

185 (70.3) | 78 (29.7)

Prior treatment for mBC, n (%)

240 (92.0)

234 (89.0)

Prior lines of therapy in the metastatic setting,® n (%)

0-1]22

132 (50.6) | 129 (49.4)

126 (47.9) | 137 (52.1)

Prior cancer therapy,® n (%)
Trastuzumab
Pertuzumab

260 (99.6)
162 (62.1)

262 (99.6)
158 (60.1)

BM, brain metastasis; ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; IHC, immunochistochemistry; ISH, in situ hybridization; BC, metastatic breast cancer; T-DM1, trastuzumab

emtansine; T-DXd, trastuzumab deruxtecan.

aHERZ2-status as evaluated by central laboratory. Patients with BM at baseline compose the patient population described in all subsequent slides. cIncludes patients with rapid progression as 1 line of treatment. Rapid progression defined as progression
within & months of (neo)adjuvant therapy or 12 months if regimen contained pertuzumab. Line of therapy does not include endocrine therapy. 9All patients received at least 1 prior cancer therapy. One patient who underwent prior T-DM1 treatment was

enrolled in error in the T-DXd arm.

This presentation is the intellectual property of the author/presenter. Contact them at Shurvitz@mednet@ucla.edu for permission to reprint and/or distribute.
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2% DESTINY-Breast03 San Antonio Breast Cancer Symposium®, December 7-10, 2021

PFS KM Curves for Patients With and Without BM

Brain Metastases at Baseline No Brain Metastases at Baseline

mPFS, 15.0 3.0 mPFS, NE 71

mo (95% CI) (12.5-22.2) (2.8-5.8) mo (95% CI) (22.2-NE) (5.6-9.7)
12-mo PFS rate, 72.0 20.9 12-mo PFS rate, 76.5 36.4

% (95% CI) (55.0-83.5) (8.7-36.6) ) % (95% ClI) (70.0-81.8) (29.4-43.4)

HR (95% CI) 0.25 (0.13-0.45) R (95% Cl) 0.30 (0.22-0.40)

—i+— T-DXd (n=43)
— T-DM1 (n=39)

‘63
)
£
8
2
[a
@
2
=
=
wl
8
[V
<
R=]
o
vy
8
g
—
o

—+— T-DXd (n=218)
| —4— T-DM1 (n=224)

Progression-Free Survival Probability, %

1 Ll Ll L] T T Ll L Ll T L] T T T L 1 L L T Ll Ll I 1 | T I 1 1 I ] 1 T 1 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 T T T T T T T
012345678 91011121314151617 1819 2021 22 232425 26 27 2829 303132 0123 456 7891011121314 15161718 192021 22 2324 25 26 27 28 29 303132

Time (Month) Time (Month)

Pationts SGIl at Risk: Patients 5l at Risk:

T-DXd (420 43 41 40 30 39 38 34 33 32 20 26 24 20 0 14 1310 7 6 4 2
[} 5 ] 2 11 1 1

2 00 G000 00 T-DXd (218} 218 215210 205 201 186 180 160167 154 142140127 112 0B 92 60 57 47 41 33 27 23 18 0 6 &§ 3 2 © 0 0 O
T-DM1(38) 38 38 28 17 15 19 9 ] a 2 2 2 1 [a] a0 a 90 0 0 0 0

2 1 1
o oo T-DM1 (224] 224 214172 146 140 117 99 90 87 73 62 S7 40 41 35 32 28 22 20 15 1" 8 &8 4 1 1 1 1 1 1 1 1 0
At data cutoff, in patients with BM at baseline, PD was observed: At data cutoff, in patients without BM at baseline, PD was observed:

* In 21/43 treated with T-DXd versus 27/39 with T-DM1 * In 63/218 treated with T-DXd versus 128/224 with T-DM1
* In the brain in 9/21 treated with T-DXd versus 11/27 with T-DM1 * In the brain in 4/63 treated with T-DXd versus 1/128 with T-DM1

mPFS, median progression-free survival, PD, progressive disease; PFS, progression-free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan
This presentation is the intellectual property of the author/presenter. Contact them at Shurviz@mednet@ucla.edu for permission to reprint and/or distribute,
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3% DESTINY-Breast03 San Antonio Breast Cancer Symposium®, December 7-10, 2021
b

Intracranial Response per BICR using RECIST 1.1

100
80 T-DXd (n = 21)
60
40 1

20 Best Overall Response, n (%)?

0

CR 10 (27.8) 1(2.8)

PR 13 (36.1) 11 (30.6)

Non-CR/Non-PD 6 (16.7) 7 (19.4)
SD 4 (11.1) 7 (19.4)

T-DM1 (n =23) PD 1(2.8) 8 (22.2)
Not Evaluable 0 1(2.8)

Missing 2 (5.6) 1(2.8)

Subjects with Objective

Response of CR or PR, n 23 12
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CR, complete response; DCR, disease control rate; mDOR, median duration of response; PD, progressive disease; PR,
partial response; SD, stable disease; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

Table includes target and non-target lesions. Only patients with target lesion assessments are eligible for inclusion in
waterfall.

Red line at 20% indicates progressive disease; black line at -30% indicates partial response.

3Denominator for percentages is the number of subjects in the full analysis set with brain metastases tumor assessment

This presentation is the intellectual property of the author/presenter. Contact them at Shurvitz@mednet@ucla.edu for permission to reprint and/or distribute.
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CNS Activity of TDXd in Pts with HER2+ Breast Cancer Brain Metastases

Best CNS response

Best CNS response L] #= [ so Wl PO

=
]

Intracranial Tumor Activity by RANO-BM y

B ohort3

ne (96)

0w 0w SHMw R R

Change from baseline (%)

él;é;:oe:sz;a;-:

Change from baseli

S8
T LY |

¢ ! 4 g v w2 2 4
Participant
Figure 5 : Best CNS response to T-DXd. Waterfall plot of best CNS
response in participants with measurable disease (n = 15). PR = partial response|

TUXEDO-1 trial . .
Bartsch et al, ESMO Breast 2022 DEBBRAH trial DFCI/Duke/MDACCC series

Vaz Batista et al, SABCS 2021 Kabraji et al, SABCS 2021

ORR-IC = 73% in pts with ORR-IC =44% in pts with ORR-IC =73%
active BM Active BM (70% in pts with active BM)

Lin N, ASCO 2022
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Current Approach to Therapy for Metastatic HER2+ BC:

Taxane + trastuzumab + pertuzumab**

v Active CNS disease

Trastuzumab Deruxtecan Tucatinib
Trastuzumab/capecitabine

Trastuzumab Deruxtecan
g Tucatinib/Trastuzumab/
+

T-DM1

!

Sth line+ Neratinib + capecitabine (esp for CNS benefits)
or

Margetuximab + chemotherapy

or

Trastuzumab + lapatinib or other chemotherapies*

*Al+TP in select cases and for maintenance in ER+ disease; # endocrine Tx + HER2 therapy at clinically appropriate points for ER+ MBC

meerenn o IGQLT TR \X/ILMOT
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What we have achieved in the last 2 decades?

Improvementin OS

Post TDxd Approval
Era

Likely Longer!
Results pending
/

TDxd-in-trials Era

My estimate based on DB-02 [17m
(Cleopatra) + 9m (Emilia) + 39m
(DB-02)]

Around 65m

Pre-Trastuzumab
Era

20 months (2001)

Cleopatra Era
57 months (2012)

ILMOT

CANCER INSTITUTE

@@

MEDICINE of
THE HIGHEST ORDER

MEDICINE



Trastuzumab Deruxtecan in
“HER2 Low” Breast Cancer

San Antonio Breast Cancer Symposium®, December 6-10, 2022

HER2 expression in breast cancer — update 2022

HER2 0 1+
IHC <10% wealk, >10% wealk, k to

incomplete staining incomplete staining

T-DM |
Trastuzumab Deruxtecan

rcular

HER2 | :
ISH : negative

bUdddibibbbiy

| |
classification HER2-negative

-+

c.‘;‘;;’i‘i;lg_ HERZ2-negative /
tion HER2-zero

Lysosome

I HER2-positive ] HER2-Low HER2-negative

Denkert, Lebeau, Schildhaus, Jackisch, Riischoff ,Die Pathologie, 2022

This presentation is the intellectual property of the author/presenter. Contact them at gi jgliano@ieo.it for permission to reprint and/or distribute.
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DESTINY-Breast04: First Randomized Phase 3 Study of T-DXd for
HER2-low mBC

An open-label, multicenter study (NCT03734029)

T-DXd
Patients? 5.4 mg/kg Q3W
« HER2-low (IHC 1+ vs IHC (n=373) Primary endpoint
2+/ISH-), unresectable, and/or * PFS by BICR (HR+)
mBC treated with 1-2 prior e
lines of chemotherapy in the = Key secondary endpoints®

metastatic setting TPC « PFS by BICR (all patients)

HR+ disease considered Capecitabine jeribuling « OS (HR+ and all patients)
. gemcitabine, paclitaxel,
endocrine refractory nab-paclitaxelc

(n = 184)

Stratification factors
Centrally assessed HER2 status? (IHC 1+ vs IHC 2+/ISH-)
« 1 versus 2 prior lines of chemotherapy
* HR+ (with vs without prior treatment with CDK4/6 inhibitor) versus HR-

ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; BICR, blinded independent central review; CDK, cyclin-dependent kinase; DOR, duration of response; HER2, human epidermal growth factor receptor 2;

HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; OS, overall survival; PFS, progression-free survival; Q3W, every 3 weeks; R, randomization; T-DXd, trastuzumab deruxtecan;

TPC, treatment of physician’s choice.

alf patients had HR+ mBC, prior endocrine therapy was required. ?Other secondary endpoints included ORR (BICR and investigator), DOR (BICR), PFS (investigator), and safety; efficacy in the HR- cohort was an exploratory endpoint. °TPC was
administered accordingly to the label. Performed on adequate archived or recent tumor biopsy per ASCO/CAP guidelines using the VENTANA HER2/neu (4B5) investigational use only [[lUO] Assay system.

2022 AS CO #ASC022 FRESENTEDBY, Content of this presentation is the property of the AS Co éﬁ;fgﬁﬁ%i‘éﬂg‘é?
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+%%» DESTINY-Breast04

10
PFS in HR+ and All Patients
Hormone receptor—positive All patients
107 Hazard ratio: 0.51 Hazard ratio: 0.50
- 95% CI, 0.40-0.64 = 95% Cl, 0.40-0.63
= P <0.0001 < P < 0.0001
z %
3 3
S S
a T-DXd o T-DXd
; mPFS: 10.1 mo ; mPFS: 9.9 mo
3 a
= 4 1 s 7 -0—| o
0 1 23 4 5 6 7 8 9 10111213 14 15 16 17 18 19 20 21 22 23 24 25 2 27 26 20 B W E BB W D A TR T TS . 2 kS P 2 Y B A D

No. at Risk Months No. at Risk Months

T-DXd (n=331): 331324 290 265 262 248 218 198 182 165 142128 107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0  T-DXd(n=373): 373365 325295290 272 238 217 201 183 156 142118100 88 81 71 53 42 35 32 21 18 15 8 4 4 1 1 0
TPC (n=163): 163146105 85 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0 TPC (n=184): 184166119 93 90 73 60 51 45 34 32 29 26 22 15 13 9 5 4 3 1 1 1 1 1 1 0

PFS by blinded independent central review.
HR, hormone receptor; mPFS, median progression-free survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
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+%%» DESTINY-Breast04

OS in HR+ and All Patients

Overall Survival Probability (%)

Hormone receptor—positive

Hazard ratio: 0.64
95% Cl, 0.48-0.86
P =0.0028

T-DXd
mOS: 23.9 mo

mOS: 17.5 mo

0
No. at Risk

T-DXd (n = 331):
TPC (n = 163):

1

T T T T T T T 1 T T T T 1T 1 1 T T T T T T T T T T T T T T T 11
2 3 45 6 7 8 9 10111213 14 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34

Months

331325 323319 314 309 303 293 285 280 268 260 250228 199190 168 144116 95 81 70 51 40 26 14 9 8 6 6 2 1 1 1 0
163 151 145143 139135130124 115109104 98 96 89 80 71 56 45 37 29 25 23 16 14 7 5 3 1 0

100

Overall Survival Probability (%)

No. at Risk
T-DXd (n = 373):
TPC (n=184):

HR, hormone receptor; mOS, median overall survival; OS, overall survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

Hazard ratio: 0.64
95% Cl, 0.49-0.84
P =0.0010

All patients

mOS: 16.8 mo

1

T-DXd
mOS: 23.4 mo

T
0

123 456 7 8 9 10111213 14 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34

Months

373 366 363357 351 344 338 326 315 309 296 287 276 254 223214 188158 129104 90 78 59 48 32 20 14 1210 8 3 1 1 1 0
184 171 165161 157 153 146 138 128 120114108 105 97 88 77 61 50 42 32 28 25 18 16 7 5 3 1 0
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#%% DESTINY-Breast04

PFS and OS in HR- (Exploratory Endpoints)

PFS oS

Hazard ratio: 0.46 1001 222 Hazard ratio: 0.48
95% Cl, 0.24-0.89 95% Cl, 0.24-0.95

T-DXd T-DXd

mOS: 18.2 mo

mPFS: 8.5 mo

mOS: 8.3 mo

Progression-Free Survival Probability (%)
Overall Survival Probability (%)

20 et
””””””” ! |
! |
N !
1
|
1
04
L A e —r1r T 1.1 1 T 1T T 1 1 1 T T 1T T T T T T T T T T T T T T 1
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Months Months
No. at Risk No. at Risk
T-DXd (n=40): 40 39 33 29 28 25 21 20 19 18 13 13 1 11 10 8 7 5 5 4 4 4 4 3 1 0 T-DXd (n=40): 40 39 38 37 36 34 34 32 31 30 28 27 26 26 23 23 19 14 13 9 9 8 7 7 6 6 5 4 4
TPC(n=18): 18 177 1 7 6 4 3 3 2 2 2 2 2 2 1 1 1 1 1 1 0 TPC(n=18): 18 17 16 14 14 14 3 11 10 8 8 8 7 6 6 5 5 5 5 3 3 2 2 2 0

HR, hormone receptor; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
For efficacy in the hormone receptor-negative cohort, hormone receptor status is based on data from the electronic data capture corrected for misstratification.
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Important Ongoing Trials

DESTINY Breast-09 Trial : 1st Line HER2+ MBC

T-DXd
(n =378)

3:9:1
-
Un—treated mBC T-DXd( :Ze;;ng)u mab

Taxane +HP
(n =378)

Primary endpoint: PFS

Destiny Breast 06

Archived sample Trastuzumab
HER2 low (IHC 1+ 2+) deruxtecan (T-DXd)

or
HER2 ultralow (IHC >0 <1+) Primary endpoint: PFS
HR+ Physician’s choice

>2 lines ET or POD on 1st line CDK4/6 of single-agent
inhibitor capecitabine, paclitaxel,

nab-paclitaxel
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Early Stage HER2+ Breast Cancer:
Story of Escalations/De-escalations
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Trastuzumab in Adjuvant settings: With
Chemo

NSABP B 31 plus N9831 combined analysis:

AC g 3 weeks followed by
T g3 weeks

Localized
HER2+ BC

AC g 3 weeks followed by
TH g3 weeks followed by H
1year

Romond EH et al. N EnglJ Med 2005;353:1673-1684

DFS primary
end point

R
S
"
¥
[
3
n
@
£
—
&
w
b
o
=
Q

No. at Risk
Control
Trastuzumab

MEDICINE of
THE HIGHEST ORDER

Trastuzumab

87.1% {133 events)
85.3%

Control %
(261 events) ‘s‘
L
75,4% =
) S

67.1%

P=0.0001
Hazard ratio, 0,48

Years after Randomization

3351 2379 1455 801 133
1679 1162 689 374 59
1672 1217 o6 427 74

Trastuzumab
94,395 (62 deaths)
..~
Control s,
(92 deaths) --‘_
9L.7% "V
L

Overall Survival (%)

P=0.015
Hazard ratio, 0.67

| T

1 2 3 4
Years after Randomization

No. at Risk 3351 2441 1571 908 165
Contrel 1679 1200 766 448 83
Trastuzumab 1672 1241 805 460 82
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Trastuzumab with Chemo, (Platinum)

BCIRG 006 Trial Design

4 x AC 4 x Docetaxel

60/600 mg/m? 100 mg/m?
- A>T FRNEERNN
+
bididlR 4xAC  4x Docetaxel
HOYG00 mg'm* 100 mg‘m'
tumor size >2 cm, ER and 1
' - EEERERNR
PR status is negative, N . > AC')TH
histologic and/or nuclear or high MM i i i i
grade 2-3, or age < 35 years risk N- | Year Trastuzumab
6 x Docetaxel and Carboplatin
N=3’222 75 mg/m? AUCH
Stratified by Nodal - TCH l l l . . .
Positivity and H al
e Srarins e i 111111

Receptor Status
I Year Trastuzumab

Slamon et al 2011, NEJM MEDICINE of
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A All Patients

Disease-free Survival (%)

Months
No. at Risk
AC-T 1073 977 861 774 695 555
AC-T plus tras-1074 1028 951 861 774 620

tuzumab
TCH 1075 1021 939 848 770 606

Table 2. Therapeutic Index for Critical Clinical Events.*

AC-T plus
Clinical Event AC-T Trastuzumab TCH

number of events

Total events 201 146 149

Distant breast-cancer recurrence 124 144

Grade 3 or 4 congestive heart failure 4

Acute leukemia 17

Patients Events :

1073 141 AC>T |
1074 94 : AC->TH
1075 113 TCH

0 48
Months

AC->T 1073 8%0 799

AC->TH 1074 938 846

TCH 1075 931 851
Number at risk

Slamon et al 2011, NEJM
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

APT Trial

e | o HEEEEE SN

Node Negative PACLITAXEL 80 mg/m? + TRASTUZUMAB 2 mglkg x 12

<3cm
Planned N=400 ‘

Actual: 406

sowiame [ ERRRREREEENEN

42% Tlc FOLLOWED BY 13 EVERY 3 WEEK DOSES
o
9% T2 (<3 cm) OF TRASTUZUMAB (6 mg/kg)*

67%0 HR positive

Tolaney SM et al NEJM 2015 and JCO 2019
Tolaney SM, SABCS 2022

This presentation is the intellectual property of Sara A Hurvitz, MD. Contact them at shurvitz@mednet.ucla.edu for permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

APT: 10-year RESULTS

Invasive DFS 781 _
Point
Point Est. 95% Conf. Interval Est.
98.5% 97.2% to 99.7% 3-yr RFI 99,29,
5-yr iDFS 96.3% 94 4% to 98.2% 5-yr RFI 98.1%
= = 0,
7-yr iDFS 93.3% 90.4% to 96.2% 954 7-yr RFI 97.5%
10-yr iDFS 91.3% 88.3-94 4%

iDFS Probability
RFI Probability

10-yr RFI 96.3%

M " o -

Relapse free interval

95% Conf. Interval

98.4% to 99.9%

96.8% to 99.5%

95.9% to 99.1%
94.3-98.3%

Number at risk Number at risk

—406 385 363 321 234 216 52 —406 385 364 322

Events: N=31
« 6 Ipsilateral recurrences, 9 contralateral new cancers (1 HER2+)
« 6 Distant recurrences, 10 Deaths
+ Some distant recurrences detected 5+ years
Ten-year OS for the ITT population: 94.3% (95% CI: 91.8% - 96.8%)
10-year BCSS was 98.8% (95% CI: 97.6% - 100.0%)

8 10
Years

237 220 52

Tolaney SM, SABCS 202;

This presentation is the intellectual property of Sara A Hurvitz, MD. Contact them at shupviz@mednetucla.edu for permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

ATEMPT: 5 year results

Key Eligibility Criteria -
+ Stage 1 HER2+ breast cancer All Patients (n = 497)
= HERZ centrally tested
(ASCO CAP 2013 Tumor Size

o o idelines) - Sl 20 (11%)

Left Ventricular EF 2 50% 20.5-1.0 cm 159 (32%)
No prior invasive breast cancer >1.0-1.5 cm 147 (30 /0

<90 days from last surgery TH Ry — o 527%} } 57%
Paclitaxel 80 mg/m? IV + Trastuzumab 2 mgfkg IV wkly x12 .

(

(

| a3%

= Trastuzumab 6 mglkg every 3 wks x13 HR Positive 373 750/0}
Stratification factors:

Age (<88, 235) HER2 Status (Central) 3+ 364 (73%)

Planned radiation {Yes/Mo)
+ Planned hormonal therapy {Yes/No)

*Radiation and endocrine therapy could be initiated after 12 weeks on study therapy Tolaney SM et al, SABCS 2019

Tolaney SM et al, ICO 2021

Tarantino P, SABCS 2022
This presentation is the intellectual property of Sara A Hurvitz, MD. Contact them at shurvitz@mednet ucla.edu for permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

ATEMPT & APT 5-year outcomes

T-DM1 TH (ATEMPT) TH (APT)

(N=383) (N=114) (N=406)
3-year iDFS 97.8% 93.4% 98.5%

10 events 8 events

5-year iDFS 97.0% 91.1% 96.3%
11 events* O events

5-year RFI 98.3% 93.2% 08.1%
6 events 7/ events 7/ events

5-year OS 97.8% 97.9% 08.7%
3 events 5 events

5-year BCSS 99.4% Not reported 99.7%
1 event

Tarantino P, SABCS 2022; Tolaney S J Clin Oncol 2019;37.

This presentation is the intellectual property of Sara A Hurvitz, MD. Contact them at shurvitz@mednet.ucla.edu for permission to reprint and/or distribute.
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NeoSphere Trial

THP X4

TH X4
Primary Endpoint pCR

HP X4

Phase I, newly

diagnosed stage Il or I
HER2+ BC

TP X4

regimen pCR
This trial supported addition of

pertuzumab in the neoadjuvant
treatment of stage Il or [l HER2+ BC

Gianni etal. Lancet Oncology 2012
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

Final Analysis of PEONY: THP in Asian Population

3
cycles

Shao Z, SABCS 2022 4 cycles 13 cycles

Pertuzumab
ing/420 mg g3w) Pertuzumab
zumab (840 mg loading/420 mg q3w)
Trastuzumab
(8 mg/kg loading/6 mg/kg q3w)

Key eligibility criteria

»+ 218 years

= Centrally confirmed HER2-positive
(IHC 3+ or ISH-positive):
« EBC (T2-3, NO-1, MO) or
« LABC (T2-3, N2 or N3, MO;

T4, any N, MO)

Tumor >2 cm
Known hormone receptor status
ECOG performance status of 0 or 1
Baseline LVEF =55%

Placebo
(g3w) Placebo
Trastuzumab (q3w)
(8 mg/kg loading/é mg/kg q3w) Trastuzumab
Docetaxel (8 mg/Kg loading/6 mg/kg q3w)
(75 mg/m?g3w)

<AmMOIACw®

ZO0--4PN=-2002>2
vC:ESOrrom

N =329 HER2-targeted therapy was administered until disease progression,
disease recurrence, or unacceptable toxicity, for up to 1 year (17 cycles)

* 219 pertuzumab,‘ 110 plaCEbO All drugs were adminislered intravenously

Baseline Characteristics:
Hormone Receptor Positive: 52%
Premenopausal: 60%
Node: 76%
Locally advanced: 30%

This presentation is the intellectual property of Sara A Hurvitz, MD. Contact them at shunvitz@mednet ucla.edu for permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

Final Analysis of PEONY: THP in Asian Population

Figure 2B: Kaplan—-Meier plot of DF S in the ITT population

100 3 years 5 years

H B6.0%
81.1%
80 75.0%
80 Perturimab arm  Placeba aim i
- | (mow 299) {no= 110)
Median Follow Up 62.9 months sy | fmmE tm—TT
wenl-ree raks

Docetaxel/ Docetaxel/ P-value 1 | T
Trastuzumab  Trastuzumab/

Eyear, %
Fvakie .0zg
HR (35% CI} 0.52 (030, 188)

Pertuzumab : : :

] i 2 E}

Years since rand omizaton

39 30/0 : EO-DIn:!Iicm?.lnm’k o »  yeurs s anaomizen
Place o5 iop ST w4 43 81 &9 &8 A7 &4 B0 80 80 TA 7T

90.1%

86%

97%

93.9% rorgmseom [t

Events, n %) 12 5 5] 11 [10.0)
Event-frea rate
Ayeor, % a7 o 910
B.0 008, 12.1)

tpCR
3-year DFS

21.8%
81%
75%
91%
90%

o, e e el DD, meie fron pus o WL fadnsd e T merto st et

-
Figure 2C: Haplan=Meier plot of OS in the ITT population

5-year DFS
3-year OS
5-year OS

Shao Z, SABCS 2022 oo

Shao Z, JAMA Cncol 2020

S-year, %
& (B5% CI)
P value

HR (95% CIj

0.53¢0.23 1.19]

T T T T

0 1 e 3 4

No. of patients at risk Years gince randomization

Perurpumabarm 218 215 211 207 205 204 200 200 200 185 193 185 10 188 104 UR 902 182 (B2 174 180

Placeba anm 110 0g oz wl I 0 D 88 K B 2 B3 ) 86 &8 g8 g 87 85 B3
This presentation is the intellectual property of Sara A Hurvitz, MD. Contact them at shurviz@mednet.ucla.edu for permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

Summary Neoadjuvant Taxane-plus HP

Paclitaxel + HP x 12 weeks (in HR+ only) 570/ Not
Triple Positive-1I/Gluz et al. ASCO 2020 Abs 515 ° reported
Paclitaxel + HP x 12 weeks (in HR- only) (FEC after surgery if non pCR) 989/
WGS-ADAPT HER2+/HR-/Nitz UA, et al. Ann Oncol. 2017;28:2768-2772, Nitz 42 91% (iDF;)

UA, et al. Lancet Oncol. 2022;23:625-635.
Docetaxel + HP x 4 cycles (FEC after surgery)

NeoSphere/Gianni L Lancet Oncol/ 2012;13:25-32 & Lancet Oncol. 107 39.3% 84%
2016;17:791-800.

Docetaxel + HP x 6 cycles (FEC after surgery) 99 45.59 Not
PREDIX HER2/Hatschek T, et al. JAMA Oncol. 2021;7:1360-1367. 20 reported
Docetaxel + HP x 4 cycles (FEC after surgery)

Peony/Shao Z, et al. JAMA Oncol 2020:6; Shao Z et al. SABCS 2022 219 39.3% 86%

Patients treated with taxane/HP generally received adjuvant anthracycline.

This presentation is the intellectual property of Sara A Hurvitz, MD. Contact them at shurviz@mednet.ucla.edu for permission to reprint and/or distribute.
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pCR rates with platinum and non platinum based treatment:

| Is there a way to skip Anthracyclinein
~many pts with Stage II/111? How?

TCHPx6 TCHPx6 TCHPx6 P-CHPx9 THPx4 THPx4 (Peony) THPx6 (PREDIX P-HPx4 (ADAPT
(KRISTINE) (PHERGAIN)  (TRYPHAENA) (TRAIN-2) (NeoSphere) HER2) HR-/WSG-TPII)

KRISTINE: Hurvitz, et al. J Clin Oncol 2016; PHERGAIN: Perez-Garcia, et al. Lancet 2021; TRYPHAENA: Schneeweiss, et al. Ann Oncol 2013; TRAIN-2: van Ramshorst et al. Lancet Oncol 2018; NeoSphere: Gianni et
al. Lancet Oncol 2012; Peony: Shao et al JAMA Onc 2020; PREDIX HER2: Hatschek T, et al. JAMA Oncol. 2021; ADAPT HR- Nitz UA, et al. Ann Oncol. 2017; WSG-TPII Gluz et al. ASCO 2020
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EA1181 (Compass pCR Study

Preoperative Phase: all patients

Pre-treament Cycle 2 Day 1 Post-treatment, pre-surgery Arm A: pCR (no invasive disease)
blood collection® blood collection! blood collection!
e Complete HP*
¢ Radiation and endocrine Rx
: (if appropriate; endocrine therapy
~_PCR is required if ER+)
THP x 4 Cycles** #| (ypTO/Tis ypNO)
Paclitaxel weekly x 12 e
OR Post-HER2 Rx
Docetaxel g3 wk x 4 Post-surgery blood collection!
OR blood collection?
Nab-paclitaxel weekly x 12
WITH
Trastuzumab (H) 3 wk x 4 g?”fg’fjr_%fhﬁ?’e Therapy
+ . A:dditi‘onal chemotherapy and
Pertuzumab (P) q3 wk x 4 HER2-targeted therapy per
individual MD discretion

. . . . . . * Patients are encouraged to participate
Stratification Factor Retrieval of diagnostic Retrieval of tissue from surgery in A11801 or other studies
HER2+/ER+ vs. biopsy specimen for for patients with residual

HER2+/ER- patients who consent disease who consent Arm B: No-pCR (residual invasive disease)

Eligibility
Stage Il or llIA HER2+
invasive breast cancer
* cNO eligible if T size
is > 2.0 cm?®
¢ cN1-2 eligible if
T1-3
* ER+ and ER- are
eligible

Follow-up
for recurrence
and survival

Z0—4Hr33D-H400—0OmM3I

Primary Endpoint: 3 year RFI among pCR grp
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Katherine Trial

N T-DM1
Centrally confirmed HER2-positive breast cancer a 3.6 mg/kg IV Q3W

Trastuzumab

* ¢T1-4/N0-3/MO at presentation (cT1a-b/NO excluded) 14 cycles
* Received neoadjuvant therapy consisting of
- Minimum of 6 cycles of chemotherapy

3-Yr Invasive
No. of No.of Disease-free
Patients Events (%) Survival, %

T-DM1 743 91 (12.2) 88.3

Trastuzumab 743 165 (22.2) 77.0
Unstratified hazard ratio for disease recurrence or death,
0.50 (95% Cl, 0.39-0.64)

P<0.001

12 18 24 30 36 42 43 54

Months since Randomization

Trastuzumab

* Pathologic residual invasive tumor in breast or axilla Smokg V Q3w
14 cycles

Invasive Disease—free
Survival (%)

Trastuzumab

No. of No. of No. at Risk
Patients Events (%] T-DM1 743 707 681 658 633 561 409 255 142 44

T-DM1 743 42 (5.7) Trastuzumab 743 676 635 594 555 501 342 220 119 38

Trastuzumab 743 56 (7.5)

Overall Survival (%)

Unstratified hazard ratio for death,
0.70 (95% Cl, 0.47-1.05)
P=0.08

von Minckwitz et al, NEJM 2019

12 18 24 30 36 42 43 54

Months since Randomization

No. at Risk
-DM1 743 719 702 693 668 648 508 345 195 76

rastuzumab 743 695 677 657 635 608 471 312 175 71

(@@
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&/

MEDICINE of
THE HIGHEST ORDER

UR | WILMOT

MEDICINE CANCER INSTITUTE




ExteNET Trial

Invasive disease-free survival

100

HER2+ breast cancer =

— IHC 3+ orISH amplified Neratinib
(locally determined) x 1 year

Prior adjuvant trastuzumab 240 mg/day

+ chemotherapy

Lymph node +/-, orresidual

invasive disease after

neoadjuvanttherapy

ER/PR +/- (endocrine

therapy permitted)

|
|

w
(=]

105.1%

5-year follow-up
for iDFS

1:1 RANDOMISATION

2-year follow-up
for iDFS

|

I—IR+, <1 year initiation l

Primary endpoint: iDFS

Secondary endpoints: DFS-DCIS, time to distant recurrence, distant DFS, CNS metastases, OS, safety
Additional analysis: biomarkers, health outcome assessment (FACT-B, EQ-5D)

Stratified by: nodes 0, 1-3 versus 4+, ER/PR status, concurrent versus sequential trastuzumab

3
=
2
£
=1
w
H
=
g
ki
=
2
g
E

Hazard ratio (85% CI) = 0.58 (0.41-0.82)
P-value (2 sided) = 0.002

I e

2 3
Overall survival Years after randomization
Mo, at risk
Meratink 67 s77 523 469 485

583 535 481 471

I—IR+, <1 year initiation l

Overall survival (%)

Untch M et al, Oncol Ther 2021

10 Hazard ratio (95% Cl) = 0.79 (0.55-1.13)
P-value (2 sided) = 0.203

— Meratinib

i
i
i
8

5 6
Years after randomization

&70 2 I 567 556 534
Gifid L X E T4 560 537
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Current Treatment Paradigm for HER2+ Early Stage BC

Paclitaxel Trastuzumab, (TDM1 an alternative, when taxaneis not preferred).
Endocrine therapy (ET) if HR+

Surgery

Adj HP, ET if HR+

Adj TDM1, ET if HR+.
Neratinib Ext Ajd
(Esp if HR+)

- Taxane, platinum, trastuzumab (H), pertuzumab (P)
Stage I/l ’ ’ ,
gl [Anthracycline->taxane HP an alternative]
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Thank you for your attention!
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Margetuximab

Margetuximab
(15 mg/kg for 2 hours Q3W)
+ chemotherapy

1:1 Randomization (N=536)

Trastuzumab

(8 mg/kg loading -> 6 mg/kg Q3W)
+ chemotherapy

PFS (by CBA; n=257; HR=0.67; a=0.05; power=90%)

s tial Primary End Point
equential Frimary EndFoInts - . os (n=385; HR=0.75; a=0.05; power=80%)

PFS (Investigator assessed) Stratification

Secondary End Points
ORR (by CBA) » Chemotherapy choice

* Prior therapies (52 vs >2)
* Metastatic sites (2 vs >2)

Clinical benefit rate

Duration of response

Safety profile, antidrug antibody

Effect of CD16A, CD32A, and CD32B on margetuximab efficacy
ORR (Investigator assessed)

Tertiary/Exploratory End
Points

CBA = centrally blinded analysis (also referred as BCIR); CD = cluster of differentiation; HER2 = human epidermal growth factor receptor 2; HER2+ = HER2-positive; HR = hazard ratio; OS = overall survival; ORR = objective response rate;
PFS = progression-free survival; Q3W = every 3 weeks; SOPHIA = Margetuximab Plus Chemotherapy vs Trastuzumab Plus Chemotherapy in the Treatment of HER2+ Metastatic Breast Cancer.
1. NCT02492711. https://clinicaltrials.gov/ct2/show/NCT02492711 term=margetuximab&draw=2&rank=4. Accessed November 25, 2019. 2. Rugo HS, et al. JAMA Oncol. doi:10.1001/jamaoncol.2020.7932. Accessed March 11,2021 i""“cygf:‘:"ffﬂ —
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mPFS 5.7mvs. 4.4m; HR
0.71 (95% Cl, 0.58-0.86)

Margetuximab + Trastuzumab +
chemotherapy (n=266) chemotherapy (n=270)

No. of events 131 139

Median 05 (95% CI) 21.6mo (18.86-24.05) 19.8 mo (17.54-22.28)
3-mo 0S rate 75% (70%-80%) 75% (70%-80%)
6-mo 0S rate 60% (53%-66%) 56% (49%-62%)
9-mo OS rate 44% (36%-51%) 40% (33%-48%)

HR by stratified Cox model, 0.89 (95% Cl,
0.69-1.13)
Margetuximab + chem Stratified log-rank P=.33
Trastuzumab + chemotherapy Median follow-up, 15.6 mo

20
Time from randomization, mo
No. at risk
Margetuximab 266 259 249 239 230 214 188 159 131 107 80 64 47 35 31 22 14 9
Trastuzumab 270 260 246 236 218 205 183 160 126 102 74 57 43 30 22 16 10 6

10

Time from randomization, mo

No. at risk
Margetuximab 266 210 137 100 62 36 25 14 11
Trastuzumab 270 192 108 72 42 20 8 4 3

Rugo et al. JAMA Oncol. 2021
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A. CD16A-158F Carriers (FF or FV), n=437 (86%)

Progression-free Survival (%)

argetuximab 221
Trastuzumab 216

C.

Progression-free Survival (%)
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~ Margetuximab +
chemotherapy
Trastuzumab +
chemotherapy

+ Cansored

Margetuximab +
chemotherapy
(n=221)

Trastuzumab +
chemotherapy
(n=216)

# events

103 112

Median PFS
(95% Cl)

6.9 months 5.1 months
(5.55-8.15) (4.14-5.59)

—_—
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10

HR by unstratified Cox model, 0.68
(95% Cl, 0.52-0.90)
Unstratified log-rank P value=0.005

Median follow-up: 2.8 months

T

T
15 20 25

Time from Randomization (Months)

157 84
129 62

CD16A-158FF Homo

—— Margetuximab +
chemotherapy

— Trastuzumab +
chemotherapy

42

21 8
30 11 2

6 4 0
2 1 1

gotes, n=192 (38%

+ Censored

Margetuximab +
chemotherapy
(n=102)

Trastuzumab +
chemotherapy
(n=90)

# even's

48 43

Median PFS
(95% Ci)

8.2 months 5.6 months
(5.52-10.51) (4.50-8.31)

HR by unstratified Cox model, 0 69
(95% CI, 0 46-1.05)
Unstratified log-rank P value=0.080

Median follow-up: 2.8 months
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Progression-free Survival (%)

Margetuximab
Trastuzumab

D. CD16A-158FV Hetero
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Progression-free Survival (%)
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. CD16A-158VV Homozygotes, n=69 (14%)

+ Ceansored

Trastuzumab +
chemotherapy
(n=32)

Margetuximab +
chemotherapy
(n=37)

# events

21 13

Median PFS
(95% ClI)

4 8 months 5 6Ev-c>n1hs
(2.46-565) (2.86-11.04)

5

10

HR by unstratified Cox model, 1,78
(95% CI, 0.87-362)
Unstratified log-rank P value=0.110

Median follow-up: 2 8 months

—— Margetuximab + chemotherapy
— Trastuzumab + chemotherapy

T ; =
15 20 25

Time from Randomization (Months)

37
32

16
18
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10
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—— Margetuximab +
chemotherapy
— Trastuzumab +
chemotherapy

3 0
2 2

0

gotes, n=245 (48%

+ Censored

Margetuximab +
chemotherapy
(n=119)

Trastuzumab +
chemotherapy
(n=126)

# events

55 . 69

Median PFS
(95‘\0 Ci)

6.3 months 4 3 months
(652-723) | (4.01-559)

HR by unstratified Cox model, 0 71
(95% Cl1, 0.50-1.01)
Unstratified log-rank P value=0 055

Median follow-up: 2.8 months
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