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On May 4, 2022the FDA approved fartrastuzumabderuxtecarnxki (Enhertu®) for
adult patients with unresectable or metastatic HER2+ breast cancer who have
received a prior antHERZ2based regimen either in the metastatic setting, or in the

neoadjuvant or adjuvant setting and have developed disease recurrence during or
within 6 months of completing therapy.

A Approval was based on positive results from the DESBHst03 Phase Il trial

A Enhertw® reducedhe risk of disease progression or death by 72% vs. trastuzumab emtand€dé1(T(HR 0.28;
95% CI: 0.2P.37; p<0.0001) in patients with HER2+ unresectable and/or metastatic breast cancer previously
treated with trastuzumab and &xane----safety data updated at ASCO 2022

A NCCN guidelineEnhertu® is greferred category 1 treatment in the'®line setting for HER2
positive BC

A Famtrastuzumabderuxtecannxkimay be considered in the firtihe setting as an option for select patients (i.e.,

those with rapid progression within 6 months of neoadjuvant or adjuvant therapy [12 montipeftizumab
containing reglmens%).
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T-DXd T-DM1
n =257 n=261
| . & S | - » (%) Any Grade  Grade23  AnyGrade Grade23
] LJR I u S R a I -F S u e R IHmIH H|'|Nausea 189 (73.5) 17 (6.6) 72 (27.6) 1(04) | h
Fatigue 118 (45.9) 16 (6.2) 76 (29.1) 2(0.8)
, [ Vomiting 114 (44.4) 4 (1.6) 15 (5.7) 1(0.4) |
A az2ai ¢ 91 9 3AMUNINEI KI NSITERREE @zez] neutropenia 111(432)  51(198)  30(115)  8(3.1)
~ =N A ~N O Alopecia 97 (37.7) 1(0.4) 7 (2.7) 0
7} Y 07,\\ R S y C,) § Mn](l: L9 $ Q a 2 -F y.ERN‘]a IE$|Anemia 82 (31.9) 16 (6.2) 37 (14.2) 11(4.2) |
g S NEB f 2 ﬂ'BSNR Kﬂl)k@’ualm ¢ Leukopenia 79(30.7) 17 (6.6) 21 (8.0) 2(0.8)
Decreased appetite 68 (26.5) 3(1.2) 34 (13.0) 0
Thrombocytopenia 65 (25.3) 19 (7.4) 137 (52.5) 65 (24.9)
A WA 3 °l 2 F y‘ I dza S I ¥ 62 Y A l] A Y‘ ] Diarrhea 61(23.7) 1(0.4) 11(4.2) 2(0.8) |§ 67\ |
N ~ Constipation 60 (23.3) 0 25(9.6) 0
KAIKSHI R2NI ¢
Adjudicated DrugRelated T.DXd T-DM1
ILD/Pneumonitis n =257 n=261
A ¢CKSNBE 6SN y 2 ol RRAZRA QYT $ Ayascency 28(109 5019
¥ X IR \A - 9(7.4 0.4
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A a S R;} | y Nﬁi% W&mﬁ/ U K s Time to first onset, median (range), days (3;_85:)7) (802-?&999)
Al 2yGAydzS G2 Y2YAG2N) F2NJ L osconotvorsteenn s ) 200
ata 0)
Not recovered/not resolved 8 (28.6) 0
Ongoing 0 0
HEGKSRAILY SOSyd 2F LA Y2YINB SY02({AaYpolKKAAGGEaAKPEEENBE & 2 NS ORREPERENER B2 L1 &1 Hanﬁsn)\tdzr\?ﬁ“) 0
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How is HERIPw defined?

Current Classification and Treatment based on HER2 testing!

Traditional definition

HER2+

(IHC 3+ or ISH+)

50 ADK¥pe2 RS

HER2+

(IHC 3+ or 2+/ISH+)
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HERZHR-
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Endocrine therapy
ET combinations

CDK 4/6 inhibitors
PARP inhibitors

B I

(TNBC)
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Chemotherapy
PD1 inhibitor
PARP inhibitors
Sacituzumalgovitecan
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(IHC 3+ or 2+/ISH+)

New Classification after DESTIHBYeast 047

Missing on this definition is
IHC 61, but ISH+
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A HERZow (HC 1+ or IHC 2+/ISH TFDPAE .47 (K Gy
unresectable or metastatic BC (n=373)

A 1-2 lines of chemotherapy in the
YSUOFadridAO aSaaAay3 ]N\BédzN\W\ngSngﬁﬁ_FY%n
after adjuvant CT 211

A xm 9¢ AF | wb A 4 A ., <
A Treated, stable brain metastases eligible ¢ N‘B. i C Y S_)/ 2 .2 -'F L‘]_K €aAOAlYyQ
(capecitabinegribulin, gemcitabine, paclitaxel,

(N =1557) or nab-paclitaxel)
(n =184)

Primary endpoints PFS by BICR (HR+)

Key secondary endpointdPFS by BICR (all patients); OS (HR+ and all patients ) .
Y Y P Y @lp ) ( P ) 51 41 Odzi 2vTF ¥ 1 Wl y dzI N
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AN DESTINBreastO4

Baseline Characteristics

HR+ Patients All Patients
Characteristic T-DXd T-DXd
(n =331) (n=373)

Median age, yr (range) 57 (3280) 56 (2880) 58 (3280) 56 (2880)
Female, n (%) 329 (99) 163 (100) 371 (99) 184 (100)
Region, n (%)

A Europe + Israel 149 (45) 73 (45) 166 (45) 85 (46)

A Asia 128 (39) 60 (37) 147 (39) 66 (36)

A North America 54 (16) 30 (18) 60 (16) 33 (18)
HER2 status (IHC), n (%)

A1+ 193 (58) 95 (58) 215 (58) 106 (58)

A 2+/ISH 138 (42) 68 (42) 158 (42) 78 (42)
ECOG PS, n (%)

Ao 187 (57) 95 (58) 200 (54) 105 (57)

A1l 144 (44) 68 (42) 173 (46) 79 (43)
HR, n (%)

A Positive 328 (99) 162 (99) 333 (89) 166 (90)

A Negative 3(1) 1(1) 40 (11) 18 (10)
Brain metastases, n (%) 18 (5) 74 24 (6) 8 (4)
Liver metastases, n (%) 247 (75) 116 (71) 266 (71) 123 (67)
Lung metastases, n (%) 98 (30) 58 (36) 120 (32) 63 (34)
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Prior Therapies
HR+ Patients All Patients
Prior Therapy T-DXd T-DXd
(n=331) (n=373)
Median lines of systemic therapy,* n (range) 3 (19) 3(18) 3(19) 3 (18)
# of prior lines of systemic therapy*, n (%)
A1 23 (7) 14 (9) 39 (10) 19 (10)
A 2 85 (26) 41 (25) 100 (27) 53 (29)
A %3 223 (67) 108 (66) 234 (63) 112 (61)
Median lines of chemotherapy,* n (range) 1(03) 1(02) 1(03) 1(02)
# of prior lines of chemotherapy*, n (%)
A0 1(0.3) 1 (0.6) 1 (03) 1 (0.5)
A1 203 (61.3) 93 (57.1) 221 (59.2) 100 (54.3)
A 2 124 (37.5) 69 (42.3) 145 (38.9) 83 (45.1)
A 3 3(0.9) 0 6 (1.6) 0
Median lines of ET,* n (range) 2 (07) 2 (06) 2 (07) 2 (0-6)
# of prior lines of ET,* n (%)
A0 28 (8) 17 (10) 60 (16) 34 (18)
A1 105 (32) 49 (30) 108 (29) 51 (28)
A 2 110 (33) 53 (33) 115 (31) 54 (29)
A 3 88 (37) 44 (27) 90 (24) 45 (24)
Prior targeted cancer therapy, n (%) 259 (78) 132 (81) 279 (75) 140 (76)
A CDKA4/6 inhibitor 233 (70) 115 (71) 239 (64) 119 (65)
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e Hazard ratio: 0.51 ]
95% ClI, 0.40-0.64
P < 0.0001
Bﬂ = BO‘

60 - ' T-DXd
mPFS: 10.1 mo

Progression-Free Survival Probability (%)
Progression-Free Survival Probability (%)
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All Patients

Hazard ratio: 0.50
95% Cl, 0.40-0.63
P < 0.0001

T-DXd
mPFS: 9.9 mo
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No. at Risk

r—r1 1 1 T T T T T 1T T T T T T T T T T 1
10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 2b 26 27 28 29

Months

T-DXd (n=331): 331324200265262 248218 198 182 165142128107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0 | T-DXd(n=373): 373365325295290272238217201183156142118100 88 B1 71 53 42 35 32 21 18 15 8 4 4 1 1 0
TPC(n=163) 16314610585 84 60 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0 TPC(n=184): 18416611993 00 73 60 51 45 34 32 29 26 221513 8 5 4 3 1 1 1 1 1 1 0
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Overall Survival

KEY DATA

HR+ Patients

Hazard ratio: 0.64

95% Cl, 0.48-0.86
P =0.0028

100

T-DXd
mOS: 23.9 mo

40 TPC
mOS: 17.5 mo

R PP o o vy

Overall Survival Probability (%)

20
0
T T T T T T T T T T T T T T T T T T T I T T T T T I T T I T T T I T T
0123456 7 8 9 1011121314 151617 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
No. at Risk Months

T-DXd (n=331): 331 325 323 319 314 309 303 293 285 280 268 260 250 228 195190168144 116 95 81 70 51 40 26 14 & & 6 6 2 1 1 1 0
TPC (n=163): 163 151 145143 138 135130124 115109104 98 96 89 B0 71 56 45 37 20 25 23 16 14 7 5 3 1 0O
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100

Hazard ratio: 0.64
95% CI, 0.49-0.84
P =0.0010
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T-D¥d (n = 373):

TPC (n = 184):
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1T 1T T 17T 7T 7T 7T T T T T T1T T T T T T T T 1 1T T T 1 T T 17T 177
01 23 456 7 8 910112131415 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34

Months

373 366 363 357 351 344 338 326 315 309 206 287 276 2564 223 214 186158129104 80 78 59 48 32 20 14 1210 8 3 1 1 1 0
184 171 165161 157 153 146 138128120 114 108 105 97 B8 77 61 50 42 32 28 25 18 16 7 5 3 1 0
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PFS and OS in 58 patients with Biieast Cancaytraditionally defined based on IHEL@r 2/ISH neg, and
ER/PR neg) TNBG Exploratory Endpoints

PFS HRPatients OS HRPatients

Hazard ratio: 0.46 100 ‘L Hazard ratio: 0.48
95% Cl, 0.24-0.89 i 95% Cl, 0.24-0.95

T-DXd
mOS: 18.2 mo

T-DXd
mPFS: 8.5 mo

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

hy T T |

R N I 20 b

TPC . .

| |

i . 1 |

mPFS: 2.9 mo |
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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 B 7 B 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 2V 26 26 23 23 1914 13 9 9 8 7 7 6 6 5 4 4

TPCin=18). 48 4v 11 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 B8 7 6 6 5 5 5 5 3 3 2 2 2 0
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Confirmed ORR HRpositive

| i S GA DS

|
|
60 | )
52.6% 16.3% | MG®T
50 3.6 :
I m Partial Response
40 |
o | Complete Response
g 30 |
3 49.2 I
5 20 I
o |
5.6
10 |
| 11.1
0 |
T-DXd (n=333)  TPC (n=166) T-DXd (n=40) TPC (n=18)
Progressive disease, % 7.8 211 ! 125 33.3
Not evaluable, % 4.2 12.7 : 7.5 5.6
Clinical benefit rate.” % 71.2 343 | 62.5 27.8
Duration of response, months 10.7 6.8 I 8.6 49

Hormone receptor status is based on data from the electronic data capture corrected for misstratification.
ORR, objective response rate; T-DXd, trastuzumab deruwdecan; TPC, treatment of physician's choice.
*The response of 1 patient was not confirmed. °Clinical benefit rate is defined as the sum of complete response rate, partial response rate, and more than 6 months’ stable disease rate, based on blinded independent central review.
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A Median treatment duration
A T-DXd 8.2 months(range: 0.2; 33.3)
A TPC: 3.5 monthgange: 0.3; 17.6)

A Most common TEAE associated with treatment
discontinuation
A T-DXd 8.2%, ILO¥neumonitis
A TPC: 2.3%, peripheral sensory neuropathy

A Most common TEAE associated with dose
reduction
A T-DXd 4.6%, nausea and fatiglie
A TPC: 14.09%eutropenid

A Total ontreatment deaths
A T-DXd 3.8%

A TPC: 4.7%
ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, treatment of physician's choice.
sSafety analyses were performed in patients who received 21 dose of a study regimen. *Patient-years of exposure are the treatment duration with year as unit. “Grouped term. “Fatigue includes the preferred terms fatigue, malaise, and asthenia; neutropenia
included the preferred terms of neutropenia and neutrophil count decreased. ®*On-treatment death was defined as any death that occurred from the date of the first dose to 47 days after the last dose of study drug irrespective of the cause; the TEAEs associated

with deaths represent a subset of on-treatment deaths reported by the investigators as adverse events.
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