ENHERTU THERAPY MANAGEMENT GUIDE

Efficacy & Safety | Management of Select Adverse Reactions | Dosing & Administration

» ENHERTU
dm

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

Indications
A ComprEhenS“IE resource W|th C||n|ca| data In the ENHERTU is a HER2-directed antibody and topoisomerase inhibitor conjugate

. = B N 1e indicated for:
following indications: : HERD-Posltlie Eafly Bisast Cances

- As neoadjuvant treatment of adult patients with HER2-positive (IHC 3+ or ISH+)

(Q( HERZ"‘ EBC (I HC 3+ or ISH+) Stage Il or Il breast cancer, as determined by an FDA-authorized test followed by

\ a taxane, trastuzumab, and pertuzumab (THP)

- As adjuvant treatment of adult patients with HER2-positive (IHC 3+ or ISH+) breast
cancer who have residual invasive disease following neoadjuvant trastuzumab
(with or without pertuzumab) and taxane-based treatment

* Neoadjuvant treatment followed by THP
* Post-neoadjuvant treatment for patients with residual invasive disease

* HER2-Positive Metastatic Breast Cancer

H ER2+ m Bc (I H C 3+ or ISH+) - In combination with pertuzumab as first-line treatment of adult patients with
; § s 5 unresectable or metastatic HER2-positive (IHC 3+ or ISH+) breast cancer, as
* 1L therapy in combination with pertuzumab determined by an FDA-authorized test
« 2L monothera py - 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

HER2-low and HER2-ultralow mBC setting and have developed disease recurrence during or within six months of
) completing therapy
staining) mBC - As monotherapy for the treatment of adult patients with unresectable or metastatic
oz s hormone receptor (HR)-positive, HER2-low (IHC 1+ or IHC 2+/ISH-) or HER2-ultralow
. Ellglble pre\”OUSIy treated HER2-low (lHC 1+ or IHC 2+/|SH_) mBC (IHC 0 with membrane staining) breast cancer, as determined by an FDA-authorized

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

N HER2-low (IHC 1+ or IHC 2+/ISH-) breast cancer, as determined by an FDA-authorized

@k‘\\ ZL HERZ mUtant m NSCLC test, who have received a prior chemotherapy in the metastatic setting or developed
disease recurrence during or within 6 months of completing adjuvant chemotherapy

‘ * HER2-Mutant Unresectable or Metastatic Non-Small Cell Lung Cancer (NSCLC)
\.6) 2'_ H ER2+ aGC (l H C 3+ or | H C 2+/|SH+) - 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-authorized test, and who have received a prior systemic therapy

o . This indication is approved under accelerated approval based on objective response
@ H ER2+ (I H C 3+) metastatlc SOI|d tu mors rate and duration gfpresponse. Continued appropvgl for this indicatiojn may be b
contingent upon verification and description of clinical benefit in a confirmatory trial.
|mpo rtant Safety |nfo rmation « HER2-Positive Locally Advanced or Metastatic Gastric Cancer
- As monotherapy for the treatment of adult patients with locally advanced or
WARNING: INTERSTITIAL LUNG DISEASE and EMBRYO-FETAL TOXICITY metastatie HER posltive ([HC3ar [HC2WISH positve) gastrieior gastroesaphageal
* Interstitial lung disease (ILD) and pneumonitis, including severe, life-threatening, and fatal cases, Junmon_ (_GEJ) adenocarcinoma who have recelvled g P”or trastuzumab-based regimen
have been reported with ENHERTU. Monitor for and promptly investigate signs and symptoms * HER2-Positive {IHC 34+) Unresectable or Metastatic 5olid Tumors
including cough, dyspnea, fever, and other new or worsening respiratory symptoms. Permanently - As monotherapy for the treatment of adult patients with unresectable or metastatic
discontinue ENHERTU in all patients with Grade 2 or higher ILD/pneumonitis. Advise patients of the HER2-positive (IHC 3+) solid tumors who have received prior systemic treatment and

risk and to immediately report symptoms. have no satisfactory alternative treatment options

* Exposure to ENHERTU during pregnancy can cause embryo-fetal harm. Advise patients of these risks This indication is approved under accelerated approval based on objective response
and the need for effective contraception. 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 41-46, 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

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

2%.4%

Breast
NSCLC
HERZ'IOW 1%_5%
(IHC 1+ or IHC 2+/ISH-) HERZ-(IHCES!
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2Individual 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 41-46, 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 is a specifically engineered HER2-directed antibody-drug conjugate (ADC)"3°

Topoisomerase | inhibitor payload?3'322

* 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

HER2-directed mAb'-3°

* Provides targeted delivery of
cytotoxic agent

 Consists of the same amino acid
sequence as trastuzumab

Tumor-selective cleavable linker'.30312
* Attaches payload to the antibody
* Linker-payload is stable in plasma

* 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 antibody'3°3"2b

2Based 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.?!

Please see Important Safety Information throughout as well as on pages 41-46, and click here for full Prescribing Information, @ fam-trastuzumab deruxtecan-nxki
including Boxed WARNINGS, and click here for Medication Guide.
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» | Allindications

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

HER2+ (IHC 3+
or ISH+) eBC as
neoadjuvant
treatment

DESTINY-Breast11

Multicenter, open-
label, randomized,
head-to-head trial of
ENHERTU followed by
THP vs ddAC-THP

927 adult patients with high-risk, HER2+,
early-stage breast cancer or inflammatory
breast cancer

HER2+ (IHC 3+

or ISH+) eBC as
post-neoadjuvant
treatment

DESTINY-Breast05

Multicenter, open-
label, randomized,
head-to-head trial of
ENHERTU vs T-DM1

1635 adult patients with HER2+ breast cancer
with residual invasive disease following
neoadjuvant therapy and at high risk

of recurrence

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

N\
0

Breast

DESTINY-Breast09

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

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
(IHC1+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

Please see Important Safety Information throughout as well as on pages 41-46, 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

Interstitial Lung Disease /
Pneumonitis

Severe, life-threatening, or fatal
interstitial lung disease (ILD),
including pneumonitis, can occur
in patients treated with ENHERTU.
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 INTRAVENOUS USE
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ENHERTU has demonstrated efficacy across a range of HER2-expressing tumor types'

(cont’'d) Important Safety

Information (cont'd)

Warnings and Precautions

Pneumonitis (cont’d)

Promptly initiate systemic

Mullticeﬂter, 102 adult patients with unresectabliorh ’ corticosteroid treatment as soon

HER2 (ERBB2)- multicohort, metastatic non-squamous NSCLC who ha as ILD/pneumonitis is suspected

@)(‘3 Lung? mutant mMNSCLC DESTINY-Lung02 randomized, blinded, activating HER2 (ERBB2) mutations and disease (e.g., 21 mg/kg/day prednisolone
dose-optimization trial | progression after a prior systemic therapy or equivalent) and continue for at

least 14 days followed by gradual
taper for at least 4 weeks. In the

Metastatic | HER2+ (IHC 3+) DESTINY-PanTumor02, 192 adult patients with HER2+ (IHC 3+) adjuvant HER2+ breast cancer
) . P gl . :
Y Solid metastatic DESTINY-Lung01, 3 multicenter trials unresectable or metastatic solid tumors that setting, if drug-induced ILD is
O g .
Tumors? solid tumors and DESTINY-CRCO02 progressed after >1 prior treatment suspected, rule out radiotherapy-
related pneumonitis. If only
radiotherapy-related pneumonitis
188 adult patients with HER2+ locally advanced isfsuspected,fconsidsr intercrjuption
. ) or metastatic gastric or gastroesophageal of ENHERTU for Grade 2 an
A . iSRS F-ASC A . Multicenter, mpen- junction adenocarcinoma who had progressed permanently discontinue ENHERTU
' Gastric (IHC 3+ or DESTINY-Gastric01 label, randomized trial on 52 prior regimens, including trastuzumab for Grade >3.
IHC 2+/ISH+) in Japan/South Korea - ! !

a fluoropyrimidine- and a platinum-containing HER2-Positive, HER2-Low, and
chemotherapy regimen HER2-Ultralow 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.

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. S EN H ERTU ®

Please see Important Safety Information throughout as well as on pages 41-46, 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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<@( | Neoadjuvant HER2+ (IHC 3+ or ISH+) eBC

With ENHERTU followed by THP in patients with HER2+ eBC in the neoadjuvant setting

Superior pCR rates were achieved in the curative-intent setting'> Important Safety
Information (cont'd)

Warnings and Precautions
Interstitial Lung Disease /
Pneumonitis (cont’d)

- 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 t was 8.0 ths ( :
60— 67.3% 11 % irst onset was 8.0 months (range

0.6 to 33.8). Fatal outcomes due to
(95% Cl: 61.9, 72.4)

100 — Primary endpoint: pCR

80 —

. ILD and/or pneumonitis occurred
mor:e patients in 0.5% of patients treated
56.3% achieved pCR with ENHERTU in combination

° with ENHERTU-THP with pertuzumab.

40— (8 Clbie et (ApCR=11.2%; 95% CI: 3.9, ENHERTU followed by THP

18.3; P=0.003)b< In patients treated with ENHERTU
5.4 mg/kg followed by THP in
DESTINY-Breast11, ILD occurred in
4.4% of patients. Median time to
first onset was 2.7 months (range:
1.1 to 6.0). Fatal outcomes due to
ILD and/or pneumonitis occurred
in 1 patient (0.3%) treated with
ENHERTU followed by THP.

ENHERTU-THP ddAC-THP HER2-Positive Locally Advance

(n=216/321) (n=180/320) r Meta a)i Gastric Cancer

. ; ; : ; | In patients with locally advanced or
At the time of the pCR analysis, 29 (4.5%) patients had EFS events and 12 (1.9%) patients had OS events'33 metastatic HER2-positive gastric or

- EFS HR was 0.56 (95% Cl: 0.26, 1.17) GEJ adenocarcinoma treated with

« In DESTINY-Breast11, EFS and OS (secondary endpoints) were not powered to detect differences between treatment arms. ENHERTU 6.4 mg/kg, ILD occurred

Therefore, the clinical significance of these data cannot be determined in 10%:0r patlents, Medisntimets
first onset was 2.8 months (range:

1.2to 21).

PCR rate (%)
|

20

2 out of 3 patients treated with ENHERTU-THP achieved pCR in DESTINY-Breast11’

aStudy design: DESTINY-Breast11 is a Phase 3, global, multicenter, open-label, randomized study investigating neoadjuvant use of ENHERTU followed by THP (paclitaxel, trastuzumab, and pertuzumab)
in adult patients with previously untreated HER2+, locally advanced high-risk (lymph node positive [N1-3] or with a primary tumor stage T3-4) or inflammatory early breast cancer. Patients (N=927)
were randomly assigned 1:1:1 to receive 8 cycles of neoadjuvant treatment with ENHERTU 5.4 mg/kg IV Q3W for 4 cycles followed by THP for 4 cycles, ddAC for 4 cycles followed by THP for 4 cycles,

or an additional investigational therapy. The primary endpoint was centrally assessed pCR rate (ypTO/Tis ypNO). Select secondary endpoints were EFS, iDFS, and 0S."

®Based on Miettinen and Nurminen method stratified by HER2 status and hormone receptor status.'

The 2-sided stratified Miettinen and Nurminen test P value is compared with the allocated alpha of 0.03." @ EN H ERTU@

Please see Important Safety Information throughout as well as on pages 41-46, 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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Confidential - Not for Public Consumption or Distribution



























































































































