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Across solid tumors

IDENTIFY HER2 ALTERATIONS TO INFORM ») iENHEtI)?TU' :
ELIGIBILITY FOR TREATMENT WITH ENHERTU e

~— ENHERTU is approved for certain adult patients with":

(IHC 3+ or ISH+)

|

‘ HER2+ Metastatic Breast Cancer ‘ HER2-low Metastatic Breast Cancer ‘ HER2-ultralow Metastatic Breast Cancer
(IHC 1+ or IHC 2+/ISH-)?

HER2-mutant mNSCLC? HER2+ Advanced Gastric Cancer HER2+ Metastatic .
(accelerated approval) (IHC 3+ or IHC 2+/ISH+)? Solid Tumors (IHC 3+)

N

(IHC 0 with membrane staining)?

(accelerated approval)

?Indicated for certain previously treated adults."

Indications and Important Safety Information
Indications

ENHERTU is a HER2-directed antibody and topoisomerase inhibitor conjugate indicated:

+ HER2-Positive Metastatic Breast Cancer

- In combination with pertuzumab as first-line treatment of adult patients with
unresectable or metastatic HER2-positive (IHC 3+ or ISH+) breast cancer, 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 a prior
anti-HER2-based regimen either in the metastatic setting, or, in the 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
metastatic hormone receptor (HR)-positive, HER2-low (IHC 1+ or IHC 2+/ISH-) or
HER2-ultralow (IHC 0 with membrane staining) breast cancer, as determined by an
FDA-approved test, that has progressed on one or more endocrine therapies
in the metastatic setting

- As monotherapy for the treatment of adult patients with unresectable or
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 of completing
adjuvant chemotherapy

Important Safety Information

* 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 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
may be contingent upon verification and description of clinical benefitin a
confirmatory trial.

+ HER2-Positive Locally Advanced or Metastatic Gastric Cancer

- 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 prior
trastuzumab-based regimen

« HER2-Positive (IHC 3+) Unresectable or Metastatic Solid Tumors

- As monotherapy for the treatment of adult patients with unresectable or
metastatic HER2-positive (IHC 3+) solid tumors who have received prior systemic
treatment and have no satisfactory alternative treatment options

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 benefitin a
confirmatory trial.

WARNING: INTERSTITIAL LUNG DISEASE and EMBRYO-FETAL TOXICITY

* Interstitial lung disease (ILD) and pneumonitis, including fatal cases, have been reported with ENHERTU. Monitor for and promptly investigate signs and
symptoms including cough, dyspnea, fever, and other new or worsening respiratory symptoms. Permanently discontinue ENHERTU in all patients with
Grade 2 or higher ILD/pneumonitis. Advise patients of the risk and to immediately report symptoms.

* Exposure to ENHERTU during pregnancy can cause embryo-fetal harm. Advise patients of these risks and the need for effective contraception.

Please see Important Safety Information on pages 16-21 and throughout, and accompanying . §
full Prescribing Information, including Boxed WARNINGS, and Medication Guide. O Daiichi-Sankyo | AstraZeneca
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Across
Tumor Types

Overabundance of HER2 receptors on the surface of a cell

P HER2 overexpression?3

/' HER2 (ERBB2) amplification®

Abnormally high number of HER2 (ERBB2) gene copies

Three distinct HER2 alterations have been identified,
and each requires a specific method of testing

HER2 (ERBB2) mutation®

?

Mutation in the HER2 (ERBB2) gene

IHC test FISH or NGS test NGS test
Prevalence of relevant HER2 alterations in select solid tumors®352
Biliary tract Breast
IHC 3+
IHC 3+ or ISH+
4%-13% 15%
: Of HR+/HER2-negative mBC®:
Pancreatic
IHC 3+ IHC 1+ and IHC 2+/ISH-
~ 0/ — 0,
1%_7% :.'. 60 /0 65 /0
'.:.\‘ IHC 0 with membrane staining
Gastric o - ~20%-25%
IHC 3+ or IHC 2+/ISH+ ®
8%-27% V- e
Endometrial ® oo
ndometria 0/4_E0,
IHC 3+ B | 1%-5%
4%-28% HER2 (ERBB2)-mutant
0/—A40,
. 5 2%-4%
Bladder ’
5 Colorectal
IHC 3+ IHC 3+
0/ — 0,
4%-31% 1%-3%
Cervical Ovarian
IHC 3+ IHC 3+
8%-14% 1%-5%
NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)
recognizes the clinical relevance of HER2 alterations across many solid tumors34!
?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.
bAs demonstrated in DESTINY-Breast06 screening data.
Please see Important Safety Information on pages 16-21 and throughout, and accompanying
full Prescribing Information, including Boxed WARNINGS, and Medication Guide.
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! ENHERTU is an FDA-approved treatment for

Across
Tumor Types

Tumor type

‘ Metastatic
breast cancer'24243

Advanced gastric
cancer/GE)
adenocarcinoma'#45

o . Metastatic
solid tumors,
including
NSCLC"4648

(accelerated approval)

Metastatic
non-small cell

lung cancer'#°
(accelerated approval)

HER2 status

HER2-positive
(IHC 3+ or ISH+)

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

Key clinical
trial(s)

DESTINY-Breast09/
DESTINY-Breast03

DESTINY-Breast06</
DESTINY-Breast04

breast gastric
scoring scoring
criteria® criteria®

v
v

HER2-ultralow
(IHC 0 with
membrane staining)

DESTINY-Breast06¢

v

HER2-positive
(IHC 3+ or IHC 2+/
ISH+)

HER2-positive
(IHC 3+)

HER2 (ERBB2)-mutant

DESTINY-
Gastric049/
DESTINY-Gastric01

DESTINY-
PanTumor02/
DESTINY-Lung01/
DESTINY-CRC02

DESTINY-Lung02

eligible patients with certain HER2 alterations®

ASCO-CAP ASCO-CAP

Consider using
the FDA-approved
PATHWAY HER2
(4B5) CDx

for detecting
HER2-low and
HER2-ultralow
mBC

ASCO-CAP gastric
HER2 scoring
criteria were used
to identify patients
in these trials

NGS testing can
be used to detect
HER2 (ERBB2)
mutations

+ There is no specific validation assay across metastatic solid tumors; however, information on FDA-approved tests for the
detection of HER2 protein expression, HER2 gene amplification, and activating HER2 mutations is available at
http://www.fda.gov/CompanionDiagnostics’

+ For patient selection criteria for ENHERTU, please see Section 2.1 of the Prescribing Information

Test for the appropriate HER2 alterations in each tumor type
to identify eligible patients for treatment with ENHERTU"

2Please see full indications for ENHERTU on page 1.

bScoring criteria used in clinical trial.

‘DESTINY-Breast06 used a proposed scoring algorithm based on the ASCO-CAP scoring criteria for breast cancer.®
9This study provides additional data to the safety and efficacy data in the Pl and further supports the approved 2L use of ENHERTU for eligible patients
with HER2+ advanced gastric/GE] adenocarcinoma.

Please see Important Safety Information on pages 16-21 and throughout, and accompanying
full Prescribing Information, including Boxed WARNINGS, and 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., 20.5 mg/kg/day
prednisolone or equivalent). For
symptomatic ILD/pneumonitis
(Grade 2 or greater), permanently
discontinue ENHERTU.

ENHERTU

fam-trastuzumab deruxtecan-nxki
20 mg/mL INJECTION FOR INTRAVENQUS USE
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‘ Perform HER2 IHC testing to identify HER2-ultralow and HER2-low
mBg patients who may be eligible for HER2-directed treatment in mBC

-
HER2-ultralow status is actionable in certain patients with mBC' ~60%0 of Hr+/HER2-negative mBC tumors previously considered
\- HER2-ultralow is defined as IHC 0 with membrane staining IHC 0 are HER2-ultralow (IHC 0 with membrane staining)??

Test for HER2-ultralow and HER2-low with IHC using the proposed scoring algorithm based on the PATHWAY HER2 (4B5)
FDA-approved companion diagnostic scoring criteria for breast cancer'424°

IHC O IHC 1+
@ N
KA K7 4
vy N Bt
Y a'» .% ol u;i‘ﬁ "‘3\11&( »‘\ S
No Any staining of Faint, partial staining of the Weak to moderate complete Intense complete staining of
membrane the membrane membrane in >10% of the membrane staining in >10% of the membrane in >10% of
staining in >0 and cancer cells® cancer cells the cancer cells
<10% of the
\__cancer cells®d y @ R\ )
|
< ISH- ( Equivocal: reflex ISH test ) ISH+
OR IHC 1+ or IHC 2+/ISH- ISH+ or IHC 3+
HER2-negative HER2-positive
| | |
HERZ-null  (HER2-ultralow] [ HER2-low

May be eligible for HER2-directed treatment

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.'435051

sAs demonstrated in DESTINY-Breast06 screening data. Among the 1856 patients screened for participation in the study, 12% (255 patients) had IHC 0 with absent membrane staining, while 22% (402
patients) were classified and 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).?

PReview at 40x is recommended to discern the presence or absence of any staining such as faint, partial staining.*

‘Recommend re-reading by a second pathologist for cases with “faint, partial staining of the membrane” and %Tumor Cells (%TC) <5%.*

9In the HER2-ultralow “IHC 0 with membrane staining” category, partial membranous staining is usually faint but may exhibit stronger intensities, and such rare cases are scored as HER2-ultralow if they

do not otherwise qualify for a higher score. Refer to the PATHWAY HER2 (4B5) Interpretation Guide for case examples.*

Please see Important Safety Information on pages 16-21 and throughout, and accompanying
full Prescribing Information, including Boxed WARNINGS, and Medication Guide.
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Any staining of the membrane in >0 and <10% of the cancer cells
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Faint, partial staining of the membrane in >10% of the cancer cells
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‘ Scoring and interpretation considerations in

mBC

CK All levels of HER2 membrane staining in mBC should be scored following the same steps

Screen entire tissue at low magnification®

metastatic breast cancer

Identify well-preserved areas and avoid areas of necrosis or crush artifact

Assess membrane staining pattern

+ Incomplete/partial

Complete/circumferential

AND

Assess staining intensity%

+ Faint
* Weak to moderate
* Intense

Assess relative percentages of stained cells using established cutoffs

+ 0%, no staining

+ Less than or equal to 10%

+ Greater than 10%

Use high magnification (40x) to discern faint, incomplete staining,
according to ASCO-CAP guidelines®?

+ Additional time may be needed to interpret and score cases with artifact, ;
values near the 10% cutoff, and heterogeneous areas®?

+ Request a second pathologist review for cases with faint, incomplete staining
of the membrane and percentage of tumor cells near the 10% threshold*

40x

You may be asked to re-evaluate previous HER2 IHC 0 results to identify the presence

of any staining of the membrane in >0 and <10% of the cancer cells*

Please see Important Safety Information on pages 16-21 and throughout, and accompanying
full Prescribing Information, including Boxed WARNINGS, and Medication Guide.
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Important Safety
Information (cont'd)
Warnings and Precautions

Interstitial Lung Disease/
Pneumonitis (cont'd)

Promptly initiate systemic
corticosteroid treatment as soon
as ILD/pneumonitis is suspected
(e.g., =1 mg/kg/day prednisolone
or equivalent) and continue for at
least 14 days followed by gradual
taper for at least 4 weeks.

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.

ENHERTU

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

SUMMARY PI <
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‘ The PATHWAY HER2 (4B5) CDx is clinically validated and

mBC

FDA approved to detect HER2-low and HER2-ultralow mBC

The protocol and staining procedure are locked for HER2-low and HER2-ultralow, and there were no changes to the
PATHWAY HER2 (4B5) CDx on market2425253

USE
PATHWAY anti-HER2 oo
(4B5) antibody

WITH

ou the locked U

BenchMark
ULTRA instrument

+

PATHWAY HER2 (4B5)
staining procedure

Procedure type

Staining Procedure

Method

U PATHWAY HER2 (4B5)

Cell Conditioning

Antibody (Primary)

ULTRA CC1, 36 minutes, Mild (95°C)

PATHWAY HER2 (4B5) Ab- 12 minutes, 36°C
or Neg Ctl Rbt Ig- 12 minutes, 36°C

ultraView DAB Detection Kit

Counterstain

Post Counterstain

See Method Sheet for more information

Hematoxylin II, 4 minutes, 36°C

Bluing, 4 minutes, 36°C

+ Use on-slide controls with a range of protein expression (including 1+) to help ensure the assay
has an appropriate limit of detection?

CLINICALLY
PER VALIDATED
2023 ASCO-CAP HER2 P  HER2-low and HER2-ultralow

testing scoring criteria identification and reporting for

HER2-directed treatment

The staining procedure is locked with a mild cell-
conditioning step and a primary antibody incubation
time of 12 minutes#

+ U PATHWAY HER2 (4B5) staining procedure should be used to
assess HER2 in all breast cancer cases

+ Deviations from the recommended cell conditioning or
antibody incubation time may affect the HER2 score,
particularly in cases with HER2-low and HER2-ultralow
expression, which may impact treatment decisions

Intended use®

« PATHWAY anti-HER-2/neu (4B5) Rabbit Monoclonal Primary
Antibody (PATHWAY anti-HER2 [4B5] antibody) is a rabbit
monoclonal antibody intended for laboratory use for the semi-
quantitative detection of HER2 antigen by immunohistochemistry
(IHC) in sections of formalin-fixed, paraffin-embedded normal
and neoplastic breast tissue using the ultraView Universal DAB
Detection Kit on a BenchMark ULTRA instrument

+ This IHC device is indicated for identifying breast cancer patients
who are eligible for HER2-directed treatment (IHC 1+ or IHC 2+/
ISH non-amplified and IHC 0 with membrane staining)

+ This product should be interpreted by a qualified pathologist
in conjunction with histological examination, relevant clinical
information, and proper controls. This antibody is intended for in
vitro diagnostic (IVD) use

Please see Important Safety Information on pages 16-21 and throughout, and accompanying
full Prescribing Information, including Boxed WARNINGS, and Medication Guide.
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