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Trastuzumab Deruxtecan
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HER2-low enriched in HR+ BC

L
HER2-low in early BC
Overall population
HR+ tumors TNBC
—
58;6 HER2-low 39% HER2-low
(n=2643/4538) (n=274/697)
w HER?-low ~ HER2-zera s HERZ-low » HERZ-zero = HERZ-low ~ HER2-zero
Primary BC
HER2-LOW p

phenotype

HR+/HER2- 33(31.4%) | 72 (68.6%)

0.001

TN 83 (53.2%) 73(46.8%)

HER2-low in advanced BC

BC phenotype

HR+/HER2-neg

TN
Overall HER2-neg cohort

HER2-LOW% | p
54%
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36%
49%

Tarantino P et al, ESMO Breast Cancer 2022; Miglietta et al NPJ Breast Cancer 2021; Miglietta et al NPJ Breast Cancer 2022




HERZ2-low positive BC: evolution over time
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DESTINY-Breast04 phase lll Trial: T-Dxd vs Chemo in HER2-low

Primary endpoint

= Secondary endpoints

89% HR+

Median previous lines for mBC: 3 (1-9)

Median previous chemo lines for mBC:1 (0-3)
70% of HR+ BC pts pretreated with CdK4/6 inh

HER2 1+ 58%, HER2 2+/ISH- 42% ,
Modi S et al., NEJM 2022



DESTINY-Breast04 phase lll Trial: clinicopathologic features

Baseline features

Modi S et al., ASCO 2022, NEJM 2022



DESTINY-Breast04 phase lll Trial: clinicopathologic features

Prior therapies

Modi S et al., ASCO 2022, NEJM 2022



weenawns DEO TINY-Breast04 phase lll Trial: efficacy results
s ¥ PFS in HR+ (primary endpoint) and all patients
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Modi S et al., ASCO 2022, NEJM 2022
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Modi S et al., ASCO 2022, NEJM 2022
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Hierarchical testing

OS in HR+

[

PFSinHR+ N/
PFS in all patients{, /”

OSin aII‘ patients\/

v Hormone receptor—positive

100 A

80

Overall Survival Probability (%)

20

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

T-DXd
mOS: 23.9 mo
-
TPC
mOS: 17.5 mo

No. at Risk

. UL L S o L T L T L, L L . . T . . . . B . P B
0123 456 7 8 91011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34

Months

T-DXd (n=331): 331325323319 314 309 303 293 285 280 268 260 250228 199190 168144116 95 81 70 51 40 26 14 9 8 6 6 2 1 1 1 0
TPC (n=163): 163151145143 139135130124 115109104 98 96 89 80 71 56 45 37 29 256 23 16 14 7 5 3 1 0

100 4

DESTINY-Breast04 phase lll Trial: efficacy results
OS in HR+ and all patients

All patients

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

-
TPC T
mOS: 16.8 mo I

—~ 804

g

=y

o)

8 60+

[<]

I

o

©

2

o i

5 40

(7]

©

1™

@

>

(o] 20
0 =

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

TPC (n=184):

| G B [ P B s (A R (1 N [ i s T ) S [ S . L L L T L L T L L LS
01 23 456 7 8 910111213 141516 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 223214188 158129104 90 78 59 48 32 20 14 12 10 8 3 1 1 1 0
184 171 165161 157 153 146 138 128 120114 108 105 97 88 77 61 50 42 32 28 25 18 16 7 5 3 1 0

Modi S et al., ASCO 2022, NEJM 2022



DESTINY-Breast04 phase lll Trial: safety results
Drug related TEAEs in 220% of patients
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Modi S et al., ASCO 2022, NEJM 2022



DESTINY-Breast04 phase lll Trial: safety results
Overall safety summary

Safety analysis set? * Median treatment duration
— T-DXd: 8.2 months (range, 0.2-33.3)
n (%) — TPC: 3.5 months (range, 0.3-17.6)
Total patient-years of exposure, years® 283.55 63.59 - Most common TEAE associated with treatment
discontinuation
TEAEs 369 (99)
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Modi S et al., ASCO 2022, NEJM 2022



DESTINY-Breast04 phase lll Trial: safety results
Adverse Events of Special Interest

Adjudicated as drug-related ILD/pneumonitis?
n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any Grade
LB CRGEYAD (IBKE5) 24 (6.5) 5(1.3) 0 3(0.8) 45 (12.1)

TPC (n=172) 1 (0.6) 0 1(0.6)
Median time to onset of ILD/pneumonitis during T-DXd = 129 days

Left ventricular dysfunction®

n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any Grade

Ejection fraction decreased

T-DXd (n = 371) 1(0.3) 14 (3.8) 1(0.3) 0 0 16 (4.3)

TPC (n=172) 0 0 0 0 0 0

Cardiac failure®

T-DXd (n = 371) 0 1(0.3) 1(0.3) 0 0 2 (0.5)

TPC (n =172) 0 0 0 0 0 0

Modi S et al., ASCO 2022, NEJM 2022



HR+/HER2- metastatic breast cancer: treatment algorithm

Patients with ER+/HER2- MBC

If iImminent organ failure
‘ -

ET+ CDK4/6 inhibitor [I, AJ2¢

PD or intolerable
toxicities

Somatic mutation testing
(tissue or liquid [ctDNA])
Germline BRCA1/2 and PALB2 testing

If HER2-low
PD Trastuzumab
deruxtecan

PD or intolerable
toxicities

y ' !
[ No risk of organ failure ]

[ Imminent organ failure ]

Fulvestrant? Exemestane + Everolimus 2|, B] If PIK3CA-mt: If germline BRCA/PALB2-mt:
(+/- CDK4/61) or Fulvestrant + Alpelisib PARP inhibitor
e Fulvestrant + Everolimus 1, B] [, B; MCBS 2; ESCAT |-A]cd [I, A; MCBS 4; ESCAT I-AJ¢¢
I
v
[ PD after several lines of ET + targeted therapies }:

ChT or Trastuzumab
deruxtecan if HER2-low

ChT, chemotherapy.

ChT or Sacituzumab govitecan




Study Design

Patient Population

Advanced/Metastatic HR+ Breast
cancer after progression on =2
prior ETs

No prior chemotherapy in the
metastatic setting

Low HER2: IHC>0<1+ or 1+ or 2+
(determined based on central IHC
assessment of archival tissue
collected at time of diagnosis of
metastatic disease or later)

Stratification

Prior CDK4/6 inhibitor use
HER2 IHC 2+ vs. 1+ vs. >0<1+

Prior taxane in the nonmetastatic
setting

iy

4‘-'?,:
DESTINY
BREAST-06
N=425
N=425

* Chemotherapy options: capecitabine, paclitaxel, nAb-paclitaxel
» Treatment continues until progressive disease or toxicity

+ HER2 IHC >0 <1+ defined by tumor membrane expression
characterized as faint or barely perceptible and incomplete membrane
staining that is seen in 10% or fewer tumor cells (HER2 IHC >0 <1+
population N=150)

 Futility analysis in HER2 IHC >0 <1+ cohort will be done at 70 patients
» Target at least 51% of patient population with prior CDK4/6 inhibitor use



TROPICS-02 trial: SG in HR+/HER2- ABC

mBC previously treated with ET, CDK 4/6 inh and CT

NCT03901339

Treatment was continued until progression
Metastatic or locally recurrent or unacceptable toxicity

inoperable HR+/HER2- breast

| | () (1

Rugo et al, ASCO 2022



TROPICS-02 (SG in pretreated HR+/HER2- mBC): PFS

2 100 -j= - 6 months 9 months 12 months
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0 3 6 9 12 15 18 21 24
Time (months)
No. of patients at risk (events)
SG 272 (0) 148 (83) 82 (124) 44 (146) 22 (160) 12 (166) 6 (167) 3 (169) 0 (170)
TPC 271 (0) 105 (91) 41 (136) 17 (151) 4 (159) 1 (159) 1 (159) 0 (159)
PFS benefit was consisted across predefined subgroups, including: Exploratory analysis: similar effect according to HER20/low
« 23 prior chemo regimens in metastatic setting Marmé F et al., ESMO 2022

» \Visceral metastases .
Rugo H et al., ASCO 2022, J Clin Oncol 2022



TROPICS-02: OS at second interim analysis

100-
e E—
90 - : :
£ go- E Number of events 191 199
:i_f 204 : Median OS, mo (95% Cl) 14.4 (13.0-15.7) 11.2 (10.1-12.7)
= :
2 o : Stratified HR (95% ClI) 0.79 (0.65-0.96)
E 504 E Stratified Log Rank P value P=0.020
o )
o ; 12-month OS rate, % (95% Cl) 61 (55-66) 47 (41-53)
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‘ ) ) Time (months)
No. of Patients Still at Risk (Events)

SG 272(0) 252(16) 221(44) 197 (67) 160 (104) 120(137) 80(158) 53 (173) 31(183) 20(188) 4(190) 2(180) 0(191)
TPC 271(0) 246(16) 196(64) 164 (95) 122(137) 92(163) 70(174) 49(183) 23(193) 13(196) 5(198) 1(199) 0(199)

» SG demonstrated a statistically significant improvement in OS vs TPC with 21% reduction in the risk of death; having met statistical
significance, no further formal statistical testing of OS will occur

» Patients who received SG survived a median of 3.2 months longer than those who received TPC

Rugo H et al., ESMO 2022



TROPICS-02 trial: efficacy by HER2 immunohistochemistry status
mcongress

Sacituzumab govitecan efficacy

in HR+/HER2- metastatic breast cancer by
HER2 immunohistochemistry 2 4 L
status in the phase 3 TROPiICS-02 study ‘ &
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TROPICS-02 trial: efficacy by HER2 immunohistochemistry status

SG Improved PFS vs TPC in HER2-Low and HER2 IHC0 Groups,
Consistent with Outcomes in the ITT Population

HER2-Low? HER2 IHCO ITT
100! -m 100, -m: 1004 -m
90, Median PFS, mo 6.4 4.2 90 Median PFS, mo 5.0 34 90, Median PFS, 5.5 4.0
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0 2 4 6 8 10 12 14 16 18 20 22 0 2 4 6 8 10 12 14 16 18 20 22 0 3 6 9 12 15 18 21 24
Time (months Time (months
No. of patients at risk Time (months) No. of patients atrisk ( ) No. of patients atrisk ( )
TPC 134 65 43 16 8 4 1 0 0 0O O O TPC 116 83 39 20 14 7 3 1 1 1 1.0 TPC 271 105 41 17 4 1 1 0
SG 149 99 77 50 38 22 16 8 7 5 5 2 SG 10164 50 27 20 8 4 3 2 1 1 O SG 272 148 82 44 22 12 6 3 0

*  Within the HER2-Low population, median PFS with SG vs TPC for the IHC1+ and IHC2+ subgroups was 7.0 vs 4.3 (HR, 0.57) and
5.6 vs 4.0 (HR, 0.58) months, respectively

*  The hazard ratio for median PFS in a sensitivity analysis of the HER2-Low subgroup (excluding ISH-unverified?) was similar (HR, 0.53)

*HER2-Low defined as IHC 1+, or IHC2+ and ISH-negative/unverified.

39 patients with HER2 IHC2+ did not have ISH data documentation available for verification and were presumed to be HER2-low, consistent with the trial eligibility criteria to enroll HER2-negative patients.

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; PFS, progression-free survival; SG, sacituzumab govitecan; TPC, treatment of physician's choice.

1. Rugo HS, et al. J Clin Oncol. 2022. doi: 10.1200/JC0.22.01002. (epub ahead of print). Adapted from Rugo HS, et al. Sacituzumab govitecan in hormone receptor-positive/human epidermal growth factor receptor 2-negative metastatic breast cancer. J Clin Oncol. 2022. doi:

10.1200/JC0O.22.01002. Re ﬁrﬁed'!\réggermission from American Society of Clinical Oncology.
PARIS g
2022




TROPICS-02 trial: efficacy by HER2 immunohistochemistry status

Conclusions

« SG improved efficacy outcomes vs TPC in HER2-Low and HER2 IHCO HR+/HER2— mBC, consistent with
that of the TROPICS-02 ITT population:

* Median PFS was 6.4 vs 4.2 mo (HR, 0.58) in the HER2-Low group, and 5.0 vs 3.4 mo (HR, 0.72) in the HER2
IHCO group

* ORR was 26% vs 12% in the HER2-Low group, and 16% vs 15% in the HER2 IHCO group

« The safety profile of SG in the HER2-Low and HER2 IHCO groups was manageable and consistent with
that of the overall TROPICS-02 safety population and with previous studies’-3

- SG should be considered an effective treatment option for patients with HR+/HER2— mBC, regardless of
HERZ2 IHC status

HERZ2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; ITT, intention-to-treat; mBC, metastatic breast cancer; SG, sacituzumab govitecan; TPC, treatment of physician's
choice.
1. Rugo HS, et al. J Clin Oncol. 2022. doi: 10.1200/JC0.22.01002. (epub ahead of print). 2. Kalinsky K, et al. Ann Oncol. 2020:31(12):1709-1718. 3. Bardia A, et al. N Engl J Med. 2021;384:1529-1541.
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TRASTUZUMAB-DXD VS TPC IN HER2 LOW MBC:
EXPLORATORY RESULTS OF DESTINY-BREAST04 IN HR
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Modi S et al., N Engl J Med 2022.




Triple-negative breast cancer: treatment algorithm

Patients with mTNBC

Search theragnostic markers

v v v

r ™)
PD-L1-,
PD-L1+ gBRCAm gBRCA-wild-type
\, o
1
v v
[ Imminent organ failure [ Mo imminent organ failure ]

v

Atezolizumab—nab-paclitaxel

: : PARP inhibitor
Il, A; MCBS 3, ESCAT I|-A]=b-=f
ne , : ) (preferred over ChT) [I,

Preferred: taxane monotherapy
Preferred: anthracycline—taxane— or

or (platinume preferred based combination anthracycline based therapy,

Pembrolizumab—-ChT over taxane) [, A] 4 SS;GMAQI'BISA o
[I, A; MCBS 3; ESCAT I-Aja=f 1 AL

Alternative: taxane—bevacizumab with opposite agent used
at progression

Sacituzumab govitecan (preferred) [I, A, MCBS 4]==or ChT or Trastuzumab deruxtecan if HER2-low

¥ ¥ ¥ ¥ ! J

Trastuzumab deruxtecan if HER-2 low or ChT: eribulin, capecitabine, vinorelbine or gemcitabine if not available

* Gennari, PAGA.



