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fam-trastuzumab deruxtecan-nxki
20 mg/mL INJECTION FOR INTRAVENOUS USE

ENHERTU THERAPY MANAGEMENT GUIDE

A comprehensive resource with clinical data, including: Indications
P Efficacy & Safety ENHERTU is a HER2-directed antibody and topoisomerase inhibitor conjugate indicated:
* HER2-Positive Metastatic Breast Cancer
* Management of Select Adverse Reactions - In combination with pertuzumab as first-line treatment of adult patients with
3 i . unresectable or metastatic HER2-positive (IHC 3+ or ISH+) breast cancer,
® Dosmg & Administration as determined by an FDA-approved test
- As monotherapy for the treatment of adult patients with unresectable or
metastatic HER2-positive (IHC 3+ or ISH+) breast cancer who have received
<\‘/( HER2+ ch (IHC 3+ or ISH+)1 a prior anti—HERZ-pbased regimen either in the metastatic setting, or, in the
1L therapy in combination with pertuzumab neoadjuvant or adjuvant setting and have developed disease recurrence

during or within six months of completing therapy
+ HER2-Low and HER2-Ultralow Metastatic Breast Cancer
- As monotherapy for the treatment of adult patients with unresectable or

+ 2L monotherapy

metastatic hormone receptor (HR)-positive, HER2-low (IHC 1+ or IHC 2+/ISH-)
<\‘/( H ERZ'IOW and HERZ'UItraIOW mBC1 or HER2-ultralow (IHC 0 with membrane staining) breast cancer, as determined
* HR+, HER2-low (IHC 1+ or IHC 2+/ISH-) or HER2-ultralow (IHC 0 with membrane R e, b e

v therapies in the metastatic setting
staining) mBC - As monotherapy for the treatment of adult patients with unresectable or
. Eligible previously treated HER2-low (IHC 1+ or IHC 2+/ISH-) mBC metastatic HER2-low (IHC 1+ or IHC 2+/ISH-) breast cancer, as determined
by an FDA-approved test, who have received a prior chemotherapy in the
metastatic setting or developed disease recurrence during or within 6 months
o

= 1 of completing adjuvant chemotherapy
ZL HERZ mutant m N SCLC + HER2-Mutant Unresectable or Metastatic Non-Small Cell Lung Cancer (NSCLC)

- As monotherapy for the treatment of adult patients with unresectable or metastatic
NSCLC whose tumors have activating HER2 (ERBB2) mutations, as detected by an
;6) 2L HER2+ aGC (IHC 3+ or IHC 2+/ISH+)!

FDA-approved test, and who have received a prior systemic therapy

This indication is approved under accelerated approval based on objective
response rate and duration of response. Continued approval for this indication

@ HER2+ (] HC 3+) metastatic solid tumors'’ may be contingent upon verification and description of clinical benefitin a
L)

confirmatory trial.
+ HER2-Positive Locally Advanced or Metastatic Gastric Cancer

|mporta nt Safety Information - As monotherapy for the treatment of adult patients with locally advanced
or metastatic HER2-positive (IHC 3+ or IHC 2+/ISH positive) gastric or
gastroesophageal junction (GEJ) adenocarcinoma who have received a
WARNING: INTERSTITIAL LUNG DISEASE and EMBRYO-FETAL TOXICITY prior trastuzumab-based regimen
¢ Interstitial lung disease (ILD) and pneumonitis, including fatal cases, have been + HER2-Positive (IHC 3+) Unresectable or Metastatic Solid Tumors
reported with ENHERTU. Monitor for and promptly investigate signs and symptoms - As monotherapy for the treatment of adult patients with unresectable or
including cough, dyspnea, fever, and other new or worsening respiratory symptoms. metastatic HER2-positive (IHC 3+) solid tumors who have received prior
Permanently discontinue ENHERTU in all patients with Grade 2 or higher ILD/ systemic treatment and have no satisfactory alternative treatment options
pneumonitis. Advise patients of the risk and to immediately report symptoms. This indication is approved under accelerated approval based on objective
* Exposure to ENHERTU during pregnancy can cause embryo-fetal harm. Advise responseate:and duration of response. Contiliesapproval Tar this Indieation
. . . . may be contingent upon verification and description of clinical benefitin a
patients of these risks and the need for effective contraception. confirmatory trial

Please see Important Safety Information throughout as well as on pages 35-39, and click here for full Prescribing Information, including Boxed WARNINGS,
and click here for Medication Guide.
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HER2 expression/alteration is found across many tumor types?2°2

Breast Activating HER2 e
HER2+ (IHC 3+ or ISH+) (ERBB2)-mutant NSCLC \Calnds

Breast
HER2-low
(IHC 1+ or IHC 2+/ISH-)

NSCLC
HER2+ (IHC 3+)

1%.5%

i Gastric
Biliary tract
4%-13% HERZZ(IHC . HER2+ (IHC 3+ or (ERF:ED
IHC 2+/ISH+)
Pancreatic Bladder

1%-7%

HER2+ (IHC 3+) HER2+ (IHC 3+) (Gl

Colorectal Endometrial
1 %_3% 4%_28%
HER2+ (IHC 3+) HER2+ (IHC 3+)
MW Ovarian Cervical (..
R HER2+ (IHC 3+) HER2+ (IHC 3+) Gl
*Individual tumor prevalence numbers reflect US and ex-US populations. Due to limited testing of IHC in the US, data from a global population have been included. EN H ERTU -
Please see Important Safety Information throughout as well as on pages 35-39, and click here for full Prescribing Information, fam-trastuzumab deruxtecan-nxki
including Boxed WARNINGS, and click here for Medication Guide. 20 mg/mL INJECTION FOR INTRAVENOUS USE
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) | Allindications

ENHERTU has demonstrated efficacy across a range of
HER2-expressing tumor types'

Indication

<@( Breast
\

1L HER2+ mBC (IHC
3+ or ISH+)

Study

DESTINY-Breast09

Design

Multicenter,
randomized, head-to-
head trial of ENHERTU +
pertuzumab vs THP

Population

1157 adult patients with HER2+ advanced or mBC who
had not received prior chemotherapy or HER2-targeted
therapy for advanced or mBC and either had de novo
mBC or had received (neo)adjuvant HER2-targeted
therapy >6 months before diagnosis of advanced/
metastatic disease

HER2-low mBC (IHC
1+ or
IHC 2+/ISH-)

DESTINY-Breast04

Multicenter, open-label,
randomized trial vs
physician’s choice of
chemotherapy

557 adult patients with HER2-low mBC (IHC 1+ or IHC
2+/ISH-) with an HR+ cohort (n=494) and an HR- cohort
(n=63) who received 1-2 prior lines of chemotherapy in
the metastatic setting, and if HR+, had also progressed
on or were refractory to endocrine therapy

HR+/HER2-low
(IHC 1+ or

IHC 2+/ISH-) or
HER2-ultralow (IHC
0 with membrane
staining)

DESTINY-Breast06

Multicenter, open-label,
randomized trial vs
physician’s choice

of chemotherapy

866 adult patients with advanced or metastatic

HR+ breast cancer with HER2-low (IHC 1+ or IHC 2+/
ISH-) or HER2-ultralow (IHC 0 with membrane staining)
expression who had disease progression on at least

2 lines of ET in the metastatic setting, or 1 line of ET in
the metastatic setting and progressed within 24 months
of the start of adjuvant ET or within 6 months of starting
1L ET + CDK4/6 inhibitor in the metastatic setting

Multicenter, 101 adult patients with unresectable or metastatic
HER2 (ERBB2)- DESTINY-Lung02 multicohort, non-squamous NSCLC who had activating HER2 (ERBB2)
g(‘\ Lung? mutant mNSCLC el randomized, blinded, mutations and disease progression after a prior
dose-optimization trial systemic therapy
29 Metastatic HER2+ DESTINY-PanTumor02, . ) 192 adult patients with HER2+ (IHC 3+) unresectable
@ Solid (IHC 34) DESTINY-Lung01, 3 multicenter trials or metastatic solid tumors that progressed after >1
Tumors? and DESTINY-CRC02 prior treatment
) 188 adult patients with HER2+ locally advanced or
HER2+ aGC/GEJ ‘ Multicenter, open-label, | metastatic gastric or gastroesophageal junction
._‘/') Gastric (IHC 3+ or DESTINY-GastricO1 randomized trial in adenocarcinoma who had progressed on>2 prior
\ IHC 2+/ISH+) Japan/South Korea regimens, including trastuzumab, a fluoropyrimidine-

and a platinum-containing chemotherapy regimen

This indication is approved under accelerated approval based on objective response rate and duration of response. Continued approval for this indication may be contingent upon verification
and description of clinical benefit in a confirmatory trial.

Please see Important Safety Information throughout as well as on pages 35-39, and click here for full Prescribing Information,
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including Boxed WARNINGS, and click here for Medication Guide.
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Important Safety
Information (cont'd)

Warnings and Precautions
Interstitial Lung

Disease / Pneumonitis

Severe, life-threatening, or fatal
interstitial lung disease (ILD),
including pneumonitis, can occur
in patients treated with ENHERTU
monotherapy or ENHERTU in
combination with pertuzumab.

A higher incidence of Grade 1 and 2
ILD/pneumonitis has been
observed in patients with moderate
renal impairment. Advise patients
to immediately report cough,
dyspnea, fever, and/or any new or
worsening respiratory symptoms.
Monitor patients for signs and
symptoms of ILD. Promptly
investigate evidence of ILD.
Evaluate patients with suspected
ILD by radiographic imaging.
Consider consultation with a
pulmonologist. For asymptomatic
ILD/pneumonitis (Grade 1),
interrupt ENHERTU until resolved
to Grade 0, then if resolved in <28
days from date of onset, maintain
dose. If resolved in >28 days from
date of onset, reduce dose 1 level.
Consider corticosteroid treatment
as soon as ILD/pneumonitis is
suspected (e.g., 0.5 mg/kg/day
prednisolone or equivalent). For
symptomatic ILD/pneumonitis
(Grade 2 or greater), permanently
discontinue ENHERTU. Promptly
initiate systemic corticosteroid
treatment as soon as
ILD/pneumonitis is suspected
(e.g., 21 mg/kg/day prednisolone
or equivalent) and continue for at
least 14 days followed by gradual
taper for at least 4 weeks.
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ENHERTU is a specifically engineered HER2-directed antibody-drug conjugate (ADC)'3°

Topoisomerase | inhibitor payload' 32

« Highly potent payload is an exatecan derivative, known
as DXd, with a short systemic half-life'

+ Upon release, membrane-permeable payload causes
DNA damage and cell death, resulting in destruction of
targeted tumor cells and neighboring cells present in
the tumor microenvironment, known as the bystander
antitumor effect'3"3

HER2-directed mAb’

* Provides targeted delivery of
cytotoxic agent°

« Consists of the same amino acid
sequence as trastuzumab®'

Tumor-selective cleavable linker'3031.2
+ Attaches payload to the antibody’
» Linker-payload is stable in plasma3°'

+ Linker selectively cleaved by enzymes that are
upregulated in tumor cells'>'

ENHERTU has a homogeneous and high drug-to-antibody ratio of ~8 molecules of cytotoxic agent per antibody303"2.>

*Based on in vitro and in vivo non-clinical studies. The clinical relevance of these features is under investigation.
“ADCs are a mixture of molecules in which the DAR is variable. Homogeneity of DAR refers to a mixture where there is low variability of DAR; the payload number per

antibody falls into a narrow range.*' S EN H ERTU T
Please see Important Safety Information throughout as well as on pages 35-39, and click here for full Prescribing Information, fam-trastuzumab deruxtecan-nxki
including Boxed WARNINGS, and click here for Medication Guide. 20 mg/mL INJECTION FOR INTRAVENOUS USE
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(/| 1L HER2+ (IHC 3+ or ISH+) mBC

In DESTINY-Breast09, a head-to-head study vs THP
Superior mPFS of 40.7 months was achieved with ENHERTU + pertuzumab
vs 26.9 months with THP'2

Primary endpoint: PFS (per BICR)®

40.7

(95% Cl: 36.5, NE)
HR: 0.56 (95% Cl: 0.44,
0.71); P<0.0001

Progression-Free Survival (%)

months mPFS

B e R kS
40 — 2
6.9 —
201l —— ENHERTU + pertuzumab (n=383) months mPFS
== THP (n=387) (95% CI: 21.8, NE)
0 | | | | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Number at Risk Time(Months)
ENHERTU + 383 358 335 321 293 275 242 208 175 153 82 49 21 10 3 0
pertuzumab
THP 387 353 312 273 241 215 187 160 124 106 51 32 12 5 1 0

:A%TD 0.56 ENHERTU + pertuzumab—the first and only 1L HER2+ mBC treatment regimen
(95% Cl: 0.4, 0.71); P<0.0001° in over a decade with superior PFS vs standard of care THP'33

*Study design: DESTINY-Breast09 is the largest Phase 3, randomized, 3-arm, multicenter, global trial investigating first-line use of ENHERTU + pertuzumab compared with THP in 1157 patients
with HER2+ mBC. Patients were randomized 1:1:1 to receive either ENHERTU 5.4 mg/kg + pertuzumab (n=383), THP (taxane [docetaxel or paclitaxel], trastuzumab, and pertuzumab) (n=387),
or an investigational therapy (n=387) IV Q3W. All patients were treated until disease progression or unacceptable toxicity. The primary endpoint was PFS (BICR) according to RECIST v1.1.
Secondary endpoints were OS and confirmed ORR.'33*

"The stratified log-rank test P value is compared with the allocated alpha of 0.00043 for this interim analysis (with 73% of the planned number of events for final analysis).!

Please see Important Safety Information throughout as well as on pages 35-39, and click here for full Prescribing Information,
including Boxed WARNINGS, and click here for Medication Guide.

Important Safety
Information (cont'd)

Warnings and Precautions

Interstitial Lung

Disease / Pneumonitis (cont’d)
HER2-Positive, HER2-Low, and
HER2-Ultralow Metastatic Breast
Cancer, HER2-Mutant NSCLC,

and Solid Tumors (Including IHC 3+)
(5.4 mg/kg)

ENHERTU as Monotherapy

In patients treated with ENHERTU
5.4 mg/kg, ILD occurred in 12% of
patients. Median time to first onset
was 5.5 months (range: 0.9 to 31.5).
Fatal outcomes due to ILD and/or
pneumonitis occurred in 0.9% of
patients treated with ENHERTU.

ENHERTU in Combination

with Pertuzumab

In patients treated with ENHERTU
5.4 mg/kg in combination with
pertuzumab (N=431), ILD occurred
in 12% of patients. Median time

to first onset was 8.0 months
(range: 0.6 to 33.8). Fatal outcomes
due to ILD and/or pneumonitis
occurred in 0.5% of patients treated
with ENHERTU in combination
with pertuzumab.

HER2-Positive Locally Advanced

or Metastatic Gastric Cancer

(

In patients with locally advanced
or metastatic HER2-positive gastric
or GEJ adenocarcinoma treated with
ENHERTU 6.4 mg/kg, ILD occurred
in 10% of patients. Median time

to first onset was 2.8 months
(range: 1.2 to 21).
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(/| 1L HER2+ (IHC 3+ or ISH+) mBC

In DESTINY-Breast09, a head-to-head study vs THP

ENHERTU + pertuzumab demonstrated a confirmed ORR of 87%, with CR
achieved in 15% of patients’

+ The DESTINY-Breast09 protocol was not powered for ORR (secondary endpoint, defined as CR+PR) to detect differences between
treatment arms. The graph is provided for illustrative purposes only as the clinical significance of these data is not known

Secondary endpoint: Confirmed ORR (per BICR)>*
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ENHERTU + THP
pertuzumab (n=371)
(n=374)

95% of patients achieved disease control with ENHERTU + pertuzumab (95.3% DCR [15% CR (n=56) + 71.7% PR (n=268) +
8.6% SD (n=32)])."*¢

Majority responded: ~9 out of 10 patients achieved a confirmed ORR with ENHERTU + pertuzumab"’

295% Cl was based on Clopper-Pearson method.!
Analysis was performed based on the patients with measurable disease assessed by BICR at baseline (n=374 patients randomized to receive ENHERTU + pertuzumab; n=371 for THP)."*

Please see Important Safety Information throughout as well as on pages 35-39, and click here for full Prescribing Information,
including Boxed WARNINGS, and click here for Medication Guide.

Important Safety
Information (cont'd)

Warnings and Precautions
Neutropenia

Severe neutropenia, including
febrile neutropenia, can occur in
patients treated with ENHERTU
monotherapy or ENHERTU in
combination with pertuzumab.
Monitor complete blood counts
prior to initiation of ENHERTU and
prior to each dose, and as clinically
indicated. For Grade 3 neutropenia
(Absolute Neutrophil Count [ANC]
<1.0 to 0.5 x 10°/L), interrupt
ENHERTU until resolved to Grade 2
or less, then maintain dose. For
Grade 4 neutropenia (ANC <0.5 x
10°/L), interrupt ENHERTU until
resolved to Grade 2 or less, then
reduce dose by 1 level. For febrile
neutropenia (ANC <1.0 x 10°/L

and temperature >38.3°Cor a
sustained temperature of 238° C
for more than 1 hour), interrupt
ENHERTU until resolved, then
reduce dose by 1 level.

HER2-Positive, HER2-Low, and
HER2-Ultralow Metastatic Breast
Cancer, HER2-Mutant NSCLC,

and Solid Tumors (Including IHC 3+)
(5.4 mg/kg)

ENHERTU as Monotherapy

In patients treated with ENHERTU
5.4 mg/kg, a decrease in neutrophil
count was reported in 65% of
patients. Nineteen percent had
Grade 3 or 4 decreased neutrophil
count. Median time to first onset

of decreased neutrophil count

was 22 days (range: 2 to 939).
Febrile neutropenia was reported
in 1.2% of patients.
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No new safety signals were identified in the ENHERTU + pertuzumab arm when compared with the known
profiles of the individual treatments3*

* Median duration of treatment: 22 months (range: 0.3-44.5) with ENHERTU + pertuzumab’

Clinically relevant

AR considerations'’ ENHERTU 5.4 mg/kg + pertuzumab (n=381)

. * For ENHERTU + pertuzumab, serious ARs in >1% of patients were diarrhea, pneumonia, febrile neutropenia, hypokalemia, vomiting, ILD,
Serious ARs 27% pulmonary embolism, and sepsis. Fatalities due to ARs occurred in 3.4% of patients, including pneumonia (n=3); ILD (n=2); sepsis (n=2);
and pulmonary embolism, septic shock, acute kidney injury, dyspnea, febrile neutropenia, and intestinal ischemia (1 patient each)

Permanent discontinuations

due to ARS 21% * For ENHERTU + pertuzumab, most frequent AR (>2%) associated with permanent discontinuation was ILD/pneumonitis (6.6%)

» For ENHERTU + pertuzumab, most frequent ARs (>2%) associated with dose interruption were COVID-19, neutropenia, upper respiratory
Dose interruptions due to ARs 69% tract infection, fatigue, anemia, hypokalemia, ILD/pneumonitis, thrombocytopenia, pneumonia, diarrhea, transaminase increased,
leukopenia, cough, pyrexia, decreased appetite, and blood bilirubin increased

» For ENHERTU + pertuzumab, most frequent ARs (>2%) associated with dose reduction were fatigue, neutropenia, nausea, diarrhea,

Dose reductions due to ARs o) ILD/pneumonitis, thrombocytopenia, vomiting, transaminases increased, decreased weight, febrile neutropenia, and hypokalemia

*» Majority of events were Grade 1 or 2 (n=44/46)

iti a 0
LB TR S 2w * Two Grade 5 adjudicated drug-induced ILD/pneumonitis events were observed with ENHERTU®

» Symptom identification is key to diagnosis; monitor patients and initiate management at first sign of ILD’

* Most common (220%) ARs, including laboratory abnormalities, in patients receiving ENHERTU + pertuzumab were decreased white blood cell count (87%), decreased hemoglobin
(80%), decreased neutrophil count (78%), nausea (75%), increased alanine aminotransferase (66%), diarrhea (64%), increased aspartate aminotransferase (62%), decreased
lymphocyte count (62%), decreased platelet count (56%), increased blood alkaline phosphatase (55%), decreased blood potassium (54%), fatigue (53%), alopecia (48%), vomiting
(46%), upper respiratory tract infection (33%), constipation (33%), decreased appetite (32%), decreased weight (30%), COVID-19 (28%), musculoskeletal pain (24%), increased blood
bilirubin (23%), and abdominal pain (23%)’

Incidence of select common adverse reactions in DESTINY-Breast09'

ENHERTU 5.4 mg/kg + pertuzumab (n=381) THP (n=382)
Adverse reactions
All Grades (%) Grades 3-4 (%) All Grades (%) Grades 3-4 (%)
Nausea 75 5 34 03
Diarrhea 64 8 62 6
Fatiguec 53 8 42 2.1
Alopecia 48 0 53 0.5
Vomiting 46 2.4 18 0.5
Constipation 33 0.3 12 0
Decreased appetite 32 24 18 0.8

?Interstitial lung disease (grouped term) includes PTs of chronic obstructive pulmonary disease (n=1), interstitial lung disease (n=23), pneumonia (n=3), and pneumonitis (N=22).
These events were adjudicated as ILD and related to use of ENHERTU.'
Grade 5=fatal cases.*

‘Including asthenia, fatigue, lethargy, and malaise.’ S EN H ERTU 7

Please see Important Safety Information throughout as well as on pages 35-39, and click here for full Prescribing Information, fam-trastuzumab deruxtecan-nxki
including Boxed WARNINGS, and click here for Medication Guide. 20 mg/mL INJECTION FOR INTRAVENOUS USE
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(®( | HER2-expressing mBC

For eligible patients with HR+/HER2-low (IHC 1+ or IHC 2+/ISH-) or HER2-ultralow (IHC O with membrane staining) mBC who have

received at least 1 line of ET in the metastatic setting'

ENHERTU expands the opportunity for HER2-directed therapy for eligible patients

with mBC
HR+/HER2-negative mBC3%2
HER2-NULL HER2-ULTRALOW HER2-LOW
~10%-15% ~20%-25% ~60%-65%

IHC 0 IHC 0 IHC 1+ or 2+/ISH-
No staining is Membrane staining that is o
observed incomplete and is faint/barely Incomplete membrane staining Weak to moderate complete
perceptible and in <10% of that is faint/barely perceptible =~ OR  membrane staining observed
tUrmor cells and in >10% of tumor cells in >10% of tumor cells

SEEEEEXE;

0 o/, of patients with HR+/HER2-negative mBC
~85 “-90 % may have actionable levels of HER2 expression

?As demonstrated in DESTINY-Breast06 screening data. Among the 1856 patients screened for participation in the study, 12% (225 patients) had IHC 0 with absent membrane staining, while 22%

(402 patients) were classified as HER2-ultralow, defined as IHC 0 with membrane staining. IHC 1+ was observed in 45% (829 patients), and IHC 2+/ISH- in 21% (385 patients).

Please see Important Safety Information throughout as well as on pages 35-39, and click here for full Prescribing Information,
including Boxed WARNINGS, and click here for Medication Guide.
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Important Safety
Information (cont'd)

Warnings and Precautions

Neutropenia (cont’d)
ENHERTU in Combination

with Pertuzumab

In patients treated with ENHERTU
5.4 mg/kg in combination with
pertuzumab (N=431), decreased
neutrophil count occurred in 79%
of patients. Median time to first
onset was 22 days (range: 5 to 994).
Twenty-nine percent had Grade 3
or 4 decreased neutrophil count.
Febrile neutropenia was reported
in 2.6% of patients.

HER2-Positive Locally Advanced

or Metastatic Gastric Cancer

(6.4 mg/kg)

In patients with locally advanced
or metastatic HER2-positive gastric
or GEJ adenocarcinoma treated with
ENHERTU 6.4 mg/kg, a decrease in
neutrophil count was reported in
72% of patients. Fifty-one percent
had Grade 3 or 4 decreased
neutrophil count. Median time to
first onset of decreased neutrophil
count was 16 days (range: 4 to 187).
Febrile neutropenia was reported
in 4.8% of patients.

Left Ventricular Dysfunction
Patients treated with ENHERTU
may be at increased risk of
developing left ventricular
dysfunction. Left ventricular
ejection fraction (LVEF) decrease
has been observed with anti-HER2
therapies, including ENHERTU.
Assess LVEF prior to initiation

of ENHERTU and at regular
intervals during treatment as
clinically indicated.
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(@( | HR+/HER2-low (IHC 1+ or IHC 2+/ISH-) mBC

DESTINY-Breast06: In patients with HR+/HER2-low (IHC 1+ or IHC 2+/ISH-) mBC

ENHERTU provided 13.2 months median PFS vs 8.1 months with chemotherapy?

ENHERTU demonstrated a statistically significant and clinically meaningful PFS benefit
in HR+/HER2-low mBC (primary endpoint, BICR)"3°
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Important Safety
Information (cont'd)

Warnings and Precautions
Left Ventricular Dysfunction
(cont'd)

Manage LVEF decrease through
treatment interruption. When LVEF
is >45% and absolute decrease
from baseline is 10-20%, continue
treatment with ENHERTU. When
LVEF is 40-45% and absolute
decrease from baseline is <10%,
continue treatment with ENHERTU
and repeat LVEF assessment within
3 weeks. When LVEF is 40-45% and
absolute decrease from baseline
is 10-20%, interrupt ENHERTU and
repeat LVEF assessment within

3 weeks. If LVEF has not recovered
to within 10% from baseline,
permanently discontinue
ENHERTU. If LVEF recovers to
within 10% from baseline, resume

—— ENHERTU 5.4 mg/kg (n=359)
== Chemotherapy (n=354)

0 3 6 9 12 15 18 21

Number at Risk Time (Months)

ENHERTU 359 310 265 213 163 131 72 49
Chemotherapy 354 254 192 118 85 65 37 19

* ENHERTU significantly improved mPFS vs physician-choice chemotherapy, including IV and oral options’

+ At the time of the PFS final analysis, OS data were not yet mature'

38% reduction in the risk of disease progression or death with ENHERTU (HR=0.62; 95% ClI:

0.52, 0.75; P<0.0001)">

treatment with ENHERTU at the
same dose. When LVEF is <40% or
absolute decrease from baseline

is >20%, interrupt ENHERTU and
repeat LVEF assessment within

3 weeks. If LVEF of <40% or
absolute decrease from baseline
of >20% is confirmed, permanently
discontinue ENHERTU. Permanently
discontinue ENHERTU in patients
with symptomatic congestive heart
failure. Treatment with ENHERTU
has not been studied in patients
with a history of clinically
significant cardiac disease or

LVEF <50% prior to initiation

of treatment.
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*Study design: DESTINY-Breast06 is a Phase 3, international, multicenter, randomized, open-label trial of ENHERTU vs physician’s choice of chemotherapy in 866 patients with HR+/HER2-low
(IHC 1+ or IHC 2+/ISH-) or HER2-ultralow (IHC 0 with membrane staining) mBC. Patients were eligible if they had disease progression on at least 2 lines of ET in the metastatic setting, or 1 line of
ET in the metastatic setting and progressed within 24 months of the start of adjuvant ET or within 6 months of starting 1L ET + CDK4/6 inhibitor in the metastatic setting. Patients in the ENHERTU
arm received 5.4 mg/kg IV Q3W and patients in the chemotherapy arm could receive capecitabine, nab-paclitaxel, or paclitaxel. Treatment was continued until unacceptable toxicity or disease
progression. The primary endpoint was PFS in the HER2-low population (determined by BICR according to RECIST v1.1). Select secondary endpoints included PFS (BICR) in the overall study population
(HER2-low and HER2-ultralow); OS in the HER2-low population and in the overall study population; ORR in the HER2-low population and in the overall study population; and DOR in the HER2-low

population and in the overall study population.'*%4'

“Based on stratified analysis with stratification factors prior CDK4/6 inhibitor use (yes vs no) and HER2 IHC status of tumor samples (IHC 1+ vs IHC 2+/ISH-).!

Please see Important Safety Information throughout as well as on pages 35-39, and click here for full Prescribing Information,

including Boxed WARNINGS, and click here for Medication Guide.
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(@( | HR+/HER2-low (IHC 1+ or IHC 2+/ISH-) mBC

DESTINY-Breast06: In patients with HR+/HER2-low (IHC 1+ or IHC 2+/ISH-) mBC
Over 60% ORR with ENHERTU and 35.2% with chemotherapy

Secondary endpoint: confirmed objective response in the
HER2-low mBC population (BICR)"4'2
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Additional results
* Median time to response (TTR) was 2.7 months with ENHERTU and 2.6 months with chemotherapy?¢
+ 77.3% clinical benefit rate (CBR) (CR+PR+SD at week 24) with ENHERTU (n=252/326) and 53.1% with chemotherapy (n=172/324)%*

OVER 90*%

A . . = 36,b
(n=300/326) of patients achieved disease control (CR+PR+SD) with ENHERTU

« TTR, CBR, and DCR were not tested for statistical significance and were not powered to show differences between treatment arms.
Therefore, the clinical significance of these data is not known

*Analysis was performed based on the patients with measurable disease assessed by BICR at baseline.’

"DCR was 92% with ENHERTU (n=300/326) and 79.9% with chemotherapy (n=259/324).%

Please see Important Safety Information throughout as well as on pages 35-39, and click here for full Prescribing Information,
including Boxed WARNINGS, and click here for Medication Guide.

Important Safety
Information (cont'd)

Warnings and Precautions
Left Ventricular Dysfunction
(cont'd)

HER2-Positive, HER2-Low, and
HER2-Ultralow Metastatic Breast
Cancer, HER2-Mutant NSCLC,

and Solid Tumors (Including IHC 3+)
(5.4 mg/kg)

ENHERTU as Monotherapy

In patients treated with ENHERTU
5.4 mg/kg, LVEF decrease was
reported in 4.6% of patients, of
which 0.6% were Grade 3 or 4.

ENHERTU in Combination

with Pertuzumab

In patients treated with ENHERTU
5.4 mg/kg in combination with
pertuzumab (N=431), LVEF
decrease was reported in 11%

of patients, of which 2.1% were
Grade 3 or 4.

HER2-Positive Locally Advanced
or Metastatic Gastric Cancer
(6.4 mg/kg)

In patients with locally advanced
or metastatic HER2-positive gastric
or GEJ adenocarcinoma treated
with ENHERTU 6.4 mg/kg, no
clinical adverse events of heart
failure were reported; however,
on echocardiography, 8% were
found to have asymptomatic
Grade 2 decrease in LVEF.

Embryo-Fetal Toxicity
ENHERTU can cause fetal harm
when administered to a pregnant
woman. Advise patients of the
potential risks to a fetus.
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<Q( | HR+/HER2-low (IHC 1+ or IHC 2+/ISH-) or HER2-ultralow (IHC 0 with membrane staining) mBC

The ENHERTU benefit-risk profile in HER2-low mBC was further confirmed in DESTINY-Breast06 and was

established in HER2-ultralow mBC"3°
* Median duration of treatment: 11 months (range: 0.4-39.6) with ENHERTU; 5.6 months (range: 0.1-35.9) with chemotherapy

Clinically relevant ENHERTU 5.4 mg/kg (n=434)

AR considerations

* Serious ARs in >1% of patients were ILD/pneumonitis, COVID-19, febrile neutropenia, and hypokalemia. Fatalities due to adverse
Serious ARs 20% reactions occurred in 2.8% of patients, including ILD (0.7%); sepsis (0.5%); and COVID-19 pneumonia, bacterial meningoencephalitis,
neutropenic sepsis, peritonitis, cerebrovascular accident, and general physical health deterioration (0.2% each)

Permanent discontinuations 14% * Most frequent (>2%) was ILD/pneumonitis. Per protocol, ENHERTU was discontinued in DESTINY-Breast06 in patients who were
due to ARs 2 diagnosed with any symptomatic (Grade 2 or greater) ILD

Dose interruptions due to ARs 48% * Most frequent (>2%) were COVID-19, decreased neutrophil count, anemia, pyrexia, pneumonia, decreased white blood cell count, and ILD
Dose reductions due to ARs 25% * Most frequent (>2%) were nausea, fatigue, decreased platelet count, and decreased neutrophil count

* Majority of events were Grade 1 or 2 (n=43/49)

iti 11%
ILD/pneumonitis (All Grades)* ° * Three Grade 5 adjudicated drug-induced ILD/pneumonitis events were observed with ENHERTU®

» Symptom identification is key to diagnosis; monitor patients and initiate management at first sign of ILD

* Most common (=20%) ARs, including laboratory abnormalities, in patients receiving ENHERTU were decreased white blood cell count (86%), decreased neutrophil count (75%), nausea
(70%), decreased hemoglobin (69%), decreased lymphocyte count (66%), fatigue (53%), decreased platelet count (48%), alopecia (48%), increased alanine aminotransferase (44%), increased
blood alkaline phosphatase (43%), increased aspartate aminotransferase (41%), decreased blood potassium (35%), diarrhea (34%), vomiting (34%), constipation (32%), decreased appetite
(26%), COVID-19 (26%), and musculoskeletal pain (24%)

Incidence of select common adverse reactions in DESTINY-Breast06

ENHERTU
Adverse reactions 5.4 mg/kg (n=434) Ehemeosherapyiineardl
All Grades (%) Grades 3-4 (%) All Grades (%) Grades 3-4 (%)
Nausea 70 2.1 30 0.5
Fatigue© 53 4.4 40 24
Alopecia 48 0 21 0.5
Diarrhea 34 2.3 27, 2.6
Vomiting 34 1.4 12 0.2
Constipation 32 0.7 15 0.5
Decreased appetite 26 1.4 12 0.5

?Including bronchiectasis, interstitial lung disease, lower respiratory tract infection, pneumonia, pneumonia bacterial, pneumonitis, and pulmonary toxicity.'
Grade 5=fatal cases.*

‘Including fatigue, asthenia, malaise, and lethargy.' S EN H EHTU .
Please see Important Safety Information throughout as well as on pages 35-39, and click here for full Prescribing Information, fam-trastuzumab deruxtecan-nxki
including Boxed WARNINGS, and click here for Medication Guide. 20 mg/mL INJECTION FOR INTRAVENOUS USE
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<@( | Eligible previously treated patients with HER2-low (IHC 1+ or IHC 2+/ISH-) mBC

DESTINY-Breast04: In patients with HER2-low (IHC 1+ or IHC 2+/ISH-) mBC

Survival benefit observed in the overall study population (HR+ and HR-)? Important Safety

Information (cont'd)

Warnings and Precautions

.~ . ° i 1,36,42,b,c
Summary of DESTINY-Breast04 efficacy results by patient population Embryo-Fetal Toxicity (cont'd)

Overall study population HR+/HER2-low cohort Exploratory HR-/HER2-low }/:r::g)l'etshgﬁféﬁ?&iﬁ;ﬁg tial
(N=557) (n=494) cohort (n=58) prior to the initiation of ENHERTU.
ENHERTU Chemotherapy ENHERTU Chemotherapy ENHERTU Chemotherapy Sg;’;et;ﬁ D e el
(n=373) (n=184) (n=331) (n=163) (n=40) (n=18) contraception during treatment
d for 7 months after the last
mPES (mo) 99 5.1 10.1 54 85 29 an )
(95% Cl) (9.0,11.3) (42,638) (9.5,11.5) 44,7.1) 43,11.7) (14,5.1) gg;‘;‘]’tffxi';f?gg-ﬁﬁd;"‘:r"ir:‘:;e
HR (95% Cl; 0.50 0.51 0.46 of reproductive potential to use
' 0.40, 0.63; P<0.0001 0.40, 0.64; P<0.0001 0.24, 0.89 effective contraception during
Py . ) . d { ) treatment with ENHERTU and
mOS (mo) 234 16.8 23.9 175 182 8.3 for 4 months after the last dose
(95% Cl) (20.0,24.8) (14.5,20.0) (20.8,24.8) (152, 22.4) (13.6,NE) (5.6,20.6) of ENHERTU.
Additional Dose
HR (95% Cl; 0.64 0.64 0.48 Modifications
Pvalue) (0.49, 0.84; P=0.001) (0.48, 0.86; P=0.0028) (0.24,0.95) Thrombocytopenia
For Grade 3 thrombocytopenia
ORR 52.3% 16.3% 52.9% 16.6% 50.0% 16.7% (platelets <50 to 25 x 10°/1)
(n; 95% Cl) (195; 47.1,57.4) (30;11.3,22.5) (175;47.3,58.4) (27;112,232) (20;33.8,66.2) (3:36,41.4) interrupt ENHERTU until resolved
to Grade 1 or less, then maintain
CR 3‘_5% 1'1% 3'_6% O.GE% 2.53% 5“3% dose. For Grade 4 thrombocytopenia
(=13) n=2) =12) n=1) (n=1) (n=1) (platelets <25 x 10%/L) interrupt
ENHERTU until resolved to Grade 1
49.1% 15.2% 49.5% 16.0% 47.5% 1.1%
PR (n=183) (n=28) (n=164) (n=26) (n=19) (n=2) or less, then reduce dose by 1 level.
mDOR (mo) 10.7 6.8 10.7 6.8 86 49
(95% Cl) (85,132) (6.0,9.9) (8.5,13.7) (65,9.9) (7.1,13.9) (3.7,6.0)

* The HR- cohort was an exploratory population. The data are descriptive and were not tested for statistical significance, nor powered to show
a difference between treatment arms. Therefore, the clinical significance of these data is not known

* ORR and mDOR were not tested for statistical significance and were not powered to show differences between treatment arms. Therefore,
the clinical significance of these data is not known

*Study design: DESTINY-Breast04 is a Phase 3, international, multicenter, randomized, open-label trial of ENHERTU vs physician’s choice of chemotherapy in 557 patients with HER2-low mBC
(IHC 1+ or IHC 2+/ISH-). The study included 2 cohorts: 494 HR+ and 63 HR-. Patients had 1 or 2 prior lines of chemotherapy in the metastatic setting, and if HR+, had also progressed on or were
refractory to endocrine therapy. Patients in the ENHERTU arm received 5.4 mg/kg IV Q3W and patients in the chemotherapy arm could receive eribulin, capecitabine, gemcitabine, nab-paclitaxel,
or paclitaxel. Treatment was continued until unacceptable toxicity or disease progression. The primary endpoint was PFS in the HR+ population (determined by BICR according to mRECIST v1.1).
Select secondary endpoints included PFS (BICR) in the overall study population (HR+ and HR-), OS in the HR+ population, OS in the overall study population (HR+ and HR-), ORR in the HR+
population, and DOR in the HR+ population.'#
For the primary and secondary endpoints, the hormone receptor status is based on data collected using the interactive web/voice response system at the time of randomization, which includes
mis-stratified patients.*

<For other endpoints, hormone receptor status is based on data from the electronic data capture corrected for mis-stratification. S EN H ER I l '”

Please see Important Safety Information throughout as well as on pages 35-39, and click here for full Prescribing Information, fam-trastuzumab deruxtecan-nxki
including Boxed WARNINGS, and click here for Medication Guide. 20 mg/mL INJECTION FOR INTRAVENOUS USE
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