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CLINICAL PRESENTATION HISTOLOGIC BIOMARKER TESTING""
SUBTYPE?®

* Molecular testing, including:
Ad . » EGFR mutation (category 1), ALK (category 1),
) La;"gsﬁc‘"“"‘a KRAS, ROS1, BRAF, NTRK1/2/3, METex14
. : : : * skipping, RET, ERBB2 (HER2)
Eﬁﬁ::ﬁg:ﬁ;ﬂmgm * NShCLC_ not » Testing should be conducted as part of broad
otherwise molecular profiling®®

adequate tissue for i . .
molecular testing specified (NOS) * Programmed death ligand 1 (PD-L1) testing

Testing
——»|Results
(NSCL-20%)

(consider rebiopsy™™ (category 1)

Advanced
or
metastatic
disease

or plasma testing if
appropriate)

« Smoking cessation
counseling

* Integrate palliative » Consider molecular testing, including:PP
care® (NCCN » EGFR mutation, ALK, KRAS, ROS1, BRAF,
Gui@iel_irles for S I NTRK1/2/3, METex14 skipping, RET, Testing
Palliative CareT) quamouscell | ERBB2 (HER2) | »|Results

carcinoma » Testing should be conducted as part of (NSCL-20%)

broad molecular profiling®®
* PD-L1 testing (category 1)




EGFR MET RET VEGFR NTRK

—

[ ALK TKis: | | EGFR TKis: -

Crizotinib . Ceritinib f::tti':: A‘:g‘r:gb‘ MET TK'_S:_ RET TKis: VEGFB TKis: NTRK TKIs:
Alectinib  Brigatinib | | = o LT b Capmatinib | | Selpercatinib Bevacizumab Larotrectinib
Lorlatinib. Ensartlnlb

Tepotinib Pralsetinib Ramucirumab| | Entrectinib

ROS 1 inhibitors:
Crizotinib
 Ciritinib

_ Lorlatinib
\ . Entrectinib

KRAS inhibitors

- Sotorasub

W2 BRAF inhibitors: o




Immunotherapy

Some lung cancers consist of cells
that have PD-L1 on their surface.
PD-L1 can attachtoPD-1on T
cells and stop T cells from killing
cancer cells. Inmunotherapy
stops PD-L1 from attaching. As

T-cell receptor

—Antigen




Antibody-drug conjugates

* ADCs are immuno-conjugates

 combine the tumour targeting ability of monoclonal antibodies with
cytotoxic agents

* “magic bullet”: drugs that go straight to their intended cell-structural
targets




Antibody
Targets cancer cells

Three essent s 8 / .

Combine the specificity of monoclonal antibodies with the potent cytotoxic
effects of low molecular-weight agents

—

Linker 2

Joins antibody and drug ‘v‘c"' - 3
¢ ytotoxic drug ‘]

Destroys cancer celis|




(i) The antibody

* Recognises and binds to specific antigens on the surface

of cancer cells (eg: HER2, TROP2)

* Highly specific — recognise tumour specific antigens that are over-
expressed in cancer cells.

* Most ADCs use IgG (especially IgG1 and 1gG4)

- excellent solubility and higher affinity for Fcy receptors
- helps pH-dependent cycling,
- avoiding degradation ----> longer plasma half-life




(ii) The linker

* Bridge the antibody and the cytotoxic drug.

* ADCs stability and payload release determinant

»>In plasma — highly stable : prevents non specific release e et

»On internalisation — release of cytotoxic drug

Non-cleavable linkers:

- stability in systemic circulation,
- minimal cleavage in plasma.

- Broader safety margin

Cleavable linkers:

- degrade in the tumour micro-environment
or in response to specific enzymes or
reducing agents within cells

- ? potential increased toxicity.




1. Antibody

s(

3.Cytotoxic payloads

: . Chemical cleable  Enzymatic cleable
2.Linker yed ; . ]
s e s linkers linkers

Eg: Hydrazone Eg: glucuronic
and disulfide acid bonds and
bonds peptide bonds

a.ADC binds to e.Degradation in . .
tumor antigen i . lysosomes HYd razone - amino acids

cleaved by bonds released
lysosome pH 4.8 through the
and endosome pH enzymatic

/Zcmlilclwcsf):ggs) f.Release of " 5.5-6.2 conditions hYd rOIVSIS by

i 1.Antibody: IgG isomers ! ' / cytotoxic drugs proteases
i are commonly used in g -

: ADCs due to their cyclic e = e — ; .

i stability, ease of O Pl TR | » # 4 DISUIphlde
: manufacture, and high '%m\- ': /

: affinity for Fe receptors i LI ensitive to the

: 2.Linker: two main types b»}fﬁ:gi‘:ﬁi‘r S i

 of links T , concentration of
i includingcleavable and i} | ¥ microtubule

i of linkers,
: non-cleavable linkers B disruption ' i
i 3.Cytotoxic payloads: : o P : 4 red UCIﬂg

: three main groups: : ,\A : 2 i

: microtubule inhibitors, : bm e bm gIUtathlone (GSH
: DNA-damaging agents, : ; ; %

i type I topoisomerase i | | : :
{ inhibitors : . DNA polymerase




(iii) The cytotoxic payload

* The principal therapeutic effector for inducing tumour

cell death, often too toxic to be administered in systemic

form

¢ microtubule inhibitors

** DNA-damaging compounds : calicheamicin and duocarmycin analogues
** Type | topoisomerase inhibitors

*** Immune-modulating agents and protease-targeting payloads (in
pipeline)




(iii) The cytotoxic payload - DAR

Benefit of cytotoxic payload: potent drugs can be precisely delivered — even small
amounts can kill targeted cancer cells

* Drug Antibody Ratio: the average number of drug molecules linked to
each antibody

* Higher DAR values - enhances the cytotoxicity of each ADC molecule

* Excessively high DAR - uncontrolled release of drug loads - nonspecific
toxicity to normal cells

* Typical DAR value -3 to 6




Paul Ehrlich's
genius magic
bullet concept

ADC concept

was first
introduced

Calicheamicin
was used for
ADC playload

Brentuximab
vedotin approved
for Hodgkin
lymphoma, ALCL

/ Brentuximab \

vedotin approved
for mycosis
fungoides;
Gemtuzumab
ozogamicin
reapproved for AML;

Inotuzumab
ozogamicin

\approved for B-ALL /

4 )

Belantamab
mafodotin
approved for
Multiple myeloma;
Sacituzumab
govitecan
approved for TNBC

. 4

2000

2013

2019

Anti-mouse leukocyte
immunoglobulin
conjugated to
methotrexate for
leukemia by Mathe

The first human
clinical trial of
vindisine-CEA
conjugate was

conducted

Gemtuzumab
ozogamicin
approved for
CD33+ AML

Trastuzumab
emtansine
approved for
HER2+
breast cancer

/ Polatuzumab vedotin \
approved for DLBL;

/ Mirvetuximab \

soravtansine
approved for FRa+
ovarian, fallopian tube
and peritoneal
cancers; Trastuzumab
deruxtecan approved

for HER2 low breast
\ cancer

4

/ Tisotumab vedotin \

govitecan

/ Sacituzumab \

Trastuzumab deruxtecan
approved for HER2+
breast cancer;
Enfortumab vedotin
approved for Urothelial
carcinoma

&

4

approved for cervical
cancer,
Sacituzumab
govitecan approved
for urothelial
carcinoma;
Loncastuximab
tesirine approved for
DLBL; Trastuzumab
deruxtecan approved
for HER2+ gastric

cancer

approved for HR+,
HER2- breast
cancer;
Patritumab
deruxtecan
approved for non-

4

MedComm, Volume: 5, Issue: 8, First published: 28 July 2024, DOI: (10.1002/mco02.671)

cancer

small-cell lung
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Antibody drug conjugates in lung cancer:

Trastuzumab emtasine Trastuzumab deruxtecan Patritumab deruxtecan
(T-DM1, DAR 3.5) (T-DXd, DAR 8) (HER3-DXd, DAR 4)

N K K™
T T T

HER2

Datopotamab deruxetecan Sacituzumab govitecan Tusamitamab ravtansine Telisotuzumab vedotin
(Dato-DXd, DAR 8) (Trodelvy®, DAR 7.6) (Sar408701, DAR 3.8) (Teliso-V, DAR 3.1)

I S S

TROP2 CEACAMS c-MET




(1) Human epidermal growth factor receptor 2,

- EGFR tyrosine kinase family - facilitates tumour cell proliferation,
. cellular survival, metastasis, and invasion in lung cancer

* In NSCLC, the incidences of HER2 overexpression : 7.7%-23%,

HER2 amplification :2%-22%
| HER2 mutation : 1%-6.7%
* exon-20 insertions account for 90% of HER2 mutations

* associated with female sex, never-smoking history, and a poor :
~ prognosis, as well as with a slightly younger age and higher incidence |
of brain metastases




e Current first-line treatment options for patients with HER2-mutant
(HER2m) NSCLC - chemotherapy and/or immunotherapy

- limited efficacy in the second-line setting.




(la) Transtuzumab deruxtecan

| %0@
lTl

* The first ADC authorized for clinical application in NSCLC (2022)

DESTINY-LungO1

T-DXd 6.4 mg/kg in patients with HER2m
MNSCLC : cORR, 54.9% [50/91])

DESTINY-Lung02

Rate of adjudicated drug-related
interstitial lung disease (ILD) - 26.4%
(24/91)

Efficacy and safety of T-DXd 5.4 mg/kg
and 6.4 mg/kg - assessed in patients with
previously treated HER2Zm mNSCLC

Rs 1,40,000/ 100 mg

NOC 65507-406-01 Foc only

ENHERTU"®
(fam-trastuzumab deruxtecan-nxki)

For Injection

100 mg per vial

For Intravenous Infusion Only
Dispense the enclosed Medication Guide % each patient.

(O Daiichi-Sankyo AstraZeneca%




Destiny-Lung 02

ELIGIBILITY Pathologically documented mNSCLC with a known activating HER2 mutation documented from an
archival or fresh biopsy tumor tissue sample by certified local laboratory assessment
Received at least one prior anticancer (including platinum-based chemotherapy
Had at least one measurable lesion by BICR per RECIST v.1.1.
Patients with stable brain metastases (asymptomatic and not requiring corticosteroids or
anticonvulsants) were eligible.

EXCLUSION A known driver mutation in the EGFR, BRAF, or MET exon 14 gene or a known ALK, ROS1, RET, or
NTRK fusion;
Clinically active brain metastases (untreated, symptomatic, or requiring corticosteroids or
anticonvulsants)
* history of non-infectious ILD requiring steroids or current or suspected ILD

Intervention 152 patients, randomly assigned 2:1 to receive T-DXd 5.4 mg/kg or 6.4 mg/kg, administered
intravenously once every 3 weeks.
Two dose reductions were permitted in each arm; thereafter, patients were withdrawn from the study if
further toxicity occurred that met the requirement for dose reduction

End-points The primary efficacy end point was cORR, (sum of complete response (CR) and partial response (PR)
rates, assessed by BICR )
Secondary efficacy end points - cORR based on investigator assessment, duration of response (DOR),
disease control rate (DCR), progression-free survival (PFS), and overall survival (OS)




T-DXd 5.4 mg/kg T-DXd 6.4 mg/kg
Patient Characteristic n =102 n =50

Age, median (Q1-Q3), y 59.4 (51.1-69.2) 61.3 (51.8-67.2)
Female, n (%) 65 (63.7) 34 (68.0)
Region, n (%)

Asia 63 (61.8) 30 (60.0)

Europe 33 (32.4) 17 (34.0)

North America 4(3.9) 2 (4.0)

Australia 2 (2.0) 1(2.0)
ECOG performance status, n (%)

0 29 (28.4) 19 (38.0)

1 73 (71.6) 31 (62.0)
Histology, n (%)

Adenocarcinoma 100 (98.0) 50 (100)

Squamous 1(1.0) 0

Other 1(1.0) 0
HER2 mutaticon, n (%)

Kinase domain 99 (97.1) 50 (100)

Extracellular domain 3(2.9) 0
Central nervous system metastases at baseline, n (%) 35 (34.3) 22 (44.0)
Tobacco users, n (%)

Never 55 (53.9) 29 (58.0)

Former 47 (46.1) 21 (42.0)
Renal function at baseline,” n (%)

Normal 38 (37.3) 16 (32.0)

Mild impairment 41 (40.2) 29 (58.0)

Moderate impairment 23 (22.5) 5 (10.0)
History of prior lung resection, n (%) 22 (21.6) 12 (24.0)
History of any prior systemic cancer therapy, n (%) 102 (100) 50 (100)

Lines of prior systemic therapy for advanced/metastatic disease, n (%)
I-::Z tines 69 (67.6) 31 (62.0) l

=2 lines 33 (32.4) 19 (38.0)

Median (Q1-Q3) 2.0 (1.0-3.0) 1.7 (2.0-3.0)
Prior

Platinum-based 102 (100) 50 (100) I

Anti-PD-(L)1 75 QS.S) 39 (78.0)

Platinum and anti-PD-({L)1 (in combination) 51 (50.0) 29 (58.0)

Platinum and anti-PD-(L)1 (not in combination) 24 (23.5) 10 (20.0)

Docetaxel 30 (29.4 17 (34.0
Prior radiation therapy, n (%)

Yes 58 (56.9) 25 (50.0)

No 44 (43.1) 25 (50.0)
Time since radiotherapy (Q1-Q3), mo 6.5 (2.1-11.2) 5.3 (1.3-16.7)
Prior cancer surgery, n (%)

Yes 25 (24.5) 13 (26.0)

No 77 (75.5) 37 (74.0)

Anti-PD-(L)1 therapy as prior immediate treatment, n (%) . X i .
Yes 29 (28.4) 15 (30.0) Janne PA, Goto Y, Kubo T, et al. Final analysis results and patient-reported

No 46 (45.1) 24 (48.0) _ i - bli i
e S 650 outcomes from DESTINY-Lung02—a dose- blinded, randomized, phase 2 study

Time from |0 therapies (Q1-Q3), mo 4.2 (1.9-13.0) 7.1 (2.0-10.7) of trastuzumab deruxtecan in patients with HER2-mutant metastatic NSCLC. J




Table 2. Efficacy Summary by BICR

Efficacy Measure

T-DXd 5.4 mg/kg (n = 102)

T-DXd 6.4 mg/kg (n = 50)

Confirmed objective response rate,”” n (% [95% CI])
Best overall response, n (%)

Complete response”

Partial response

Stable disease

Progressive disease

Non-evaluable
Median disease control rate,” n (% [95% Cl])
Duration of response,” median (95% Cl), mo
Progression-free survival,” median (95% CI), mo
Time to initial response,” median (Q1-Q3), mo

51 (50.0 [39.9-60.1])

3 (2.9)

48 (47.1)

44 (43.1)

4 (3.9)

3 (2.9)

95 (93.1 [86.4-97.2])
12.6 (6.4-NE)

10.0 (7.7-15.2)

1.8 (1.4-3.0)

28 (56.0 [41.3-70.0])

4 (8.0)

24 (48.0)

18 (36.0)

2 (4.0)

2 (4.0)

46 (92.0 [80.8-97.8])
12.2 (7.0-NE)

12.9 (7.2-16.7)

1.6 (1.4-3.5)

“Proportion of patients with confirmed complete response or partial response.

bAssessed by BICR per RECIST v.1.1.

“Two additional complete responses were reported in each arm since the prior data cutoff. In the 5.4-mg/kg arm, one patient improved from partial response
to complete response at week 78. Another patient was reassessed from partial to complete response starting from week 6 onward; the remaining lymph node
initially assessed as partial response was later confirmed as co
had a partial response at the time of the primary analysis and
at week 60 and week 42, respectively.

Benchmark ORR : 266.4% - the upper limit of the 95% ClI (ORR,
G e LSRR BN M C SRS EEEY 99 995 959 C|, 19.7 to 26.4%) in the ramucirumab plus docetaxel
BICR, blinded independent central review; NE, not estimable; . . . .
derudacant arm of the REVEL trial, - second-line treatment for patients with

advanced NSCLC after platinum-based therapy

Janne PA, Goto Y, Kubo T, et al. Final analysis results and patient-reported outcomes from DESTINY-Lung02—a dose- blinded, randomized, phase 2 study of
trastuzumab deruxtecan in patients with HER2-mutant metastatic NSCLC. J Thorac Oncol




A)

No. CR or PR/

total no. of patients

ORR (85% C)

All patients (T-DXd 5.4 mg/kg)
HERZ mutation domain
Kinase domain
Prior anti-PD-{L)1 treatment
Yes
No
CNS metastasis
Yas

No

SOr102

45032010 531)

48538310 58.7)

48.0 {36.3 10 59.8)

51931910 71.3)

No. CR or PR/
total no. of patients

ORR (85% C1)

All patients (T-DXd 6.4 mg'kg)
HER2 mutation domain

Kinase domain
Prior anti-PD-{L)1 treatment
Yes

No

S60(41310700)

560(21310700)

487(32410652)
818(482w977)

455(24 41067 8)

4344 110814)




Supplemental Table 4. Most common treatment-emergent adverse events in >20% of patients by preferred/grouped term and worst CTCAE grade

T-DXd 5.4 mg/kg T-DXd 6.4 mg/kg

n (%) n=101* n =50°
Preferred/Grouped Term Any srade | Grade 1 or 2 | Grade 3 | Grade 4 | Grade 5 Any grade | Grade 1 or 2 | Grade 3 | Grade 4 | Grade 5
Nausea 68(67.3) | 64(63.4) | 4(40) | 0 | 0 | 41(820) | 38(76.0) | 3(6.0) | 0 | 0
Fatizue’.
Neutropenia® Supplemental Table 5. Treatment-emergent adverse events associated with study drug discontinuation by
Decreased appetite referred/grouped term

Aneoua? T-DXd 5.4 mg/kg T-DXd 6.4 mgkg
Constipation n (%) n = 101* n=>50*

Vomiting : Any treatment-emergent adverse event 17 (16.8) 16 (32.0)
Thrombacyiopenta® Interstitial lung dissase® 6(5.9) 5(10.0)
S b

L;ukm,\ Pnenmonitis? 5(5.0) 4(8.0)
Diarrhea .

. - Prneumonia 1(1.0) 2(4.0)
Transaminases mereasedt —— -
Al ; Blood bilirubin increaseds 1(1.0) 1(2.00

opecia -

Blood bilirubin increased® Hypokalagmia® 1(1.0) 0
Metastases to meninges 1(1.0) 0

CTCAE, Common Terminology Criteria for £ Myocarditis 1(1.0) 0

Randomly assigned patients who recerved =! e

*Grouped terms include fatigue (fatigue, asth Pulmonary toxicity 1(1.0) 0
decreased), thrombocytopenia (platelet count Acute kidnev injury 0
aminotransferase increased, alanine aminotra ety

bypertransamupasagmia). and blood bilirubin

0
Lymphanziosts carcinomatos? 0
Neutropenia® 0

T-DXd, trastuzumab deruxtecan.

Randomly assigned patients who recerved =1 T-DXd dose.

"As reported by investigator.

“Grouped terms are neutropenia (neutrophil count decreased, neutropenia), hyvpokalemia (hypokalemia, blood potassium decreased), and blood
bilirubin increased (blood bilirubin increased, hyperbilimibinemia, bilimibin conjugated increased. blood bilimibin unconjugated increased).




Table 3. Adjudicated Drug-Related ILD

Adjudicated Drug-Related ILD Variable

T-DXd 5.4 mg/keg
n = 101"

T-DXd 6.4 mg/keg
n = 50°

Any grade, n (%)
Grade 1
Grade 2
Grade 3
Grade 4
Grade 5
Grade >3
Outcome of ILD events,” " n/N (%)
Fatal
Not recovered/not resolved
Recovering/resolving
Recovered/resolved with sequelae
Recovered/resolved
Treatment of ILD,™' n/N (%)
Steroids”
Antibiotics
Steroids and antibiotics
Anti-PD-(L)1 as prior immediate treatment, n/N (%)
Yes
No
Missing
Time since the completion of prior anti-PD-(L)1 therapy,” n/N (%)
>3 mo
<3 mo
No prior therapy
Prior 10 therapy,' n/N (%)
Yes
No
Time from IO therapies, n/N (%)
<3 mo
>3 to <6 mo
=6 mo
Tobacco users, n/N (%)
Never
Former

15 (14.9)
4 (4.0)

9 (8.9)
1(1.0)
0
1(1.0)°
2 (2.0)

1/15 (6.7)
3/15 (20.0)
1/15 (6.7)

0

10/15 (66.7)

12/15 (80.0)
7/15 (46.7)
6/15 (40.0)

6/15 (40.0)
5715 (33.3)
4/15 (26.7)

5/44 (11.4)
6/30 (20.0)
4/27 (14.8)

10/15 (66.7)
5/15 (33.3)

6/15 (40.0)
0
4/15 (26.7)

7/15 (46.7)
8/15 (53.3)

16 (32.0)
3 (6.0)
11 (22.0)
1(2.0)
0
1(2.0)°
2 (4.0

1/16 (6.3)

6/16 (37.5)
0

1/16 (6.3)

8/16 (50.0)

13/16 (81.3)
5/16 (31.8)
4/16 (25.0)

5/16 (31.3)
8/16 (50.0)
3/16 (18.8)

10/28 (35.7)
3/11 (27.3)
3/11 (27.3)

12/16 (75.0)
4/16 (25.0)

3/16 (18.8)
3/16 (18.8)
6/16 (37.5)

9/16 (56.3)
7/16 (43.8)

“At data cutoff (August 25, 2023), all potential cases of ILD were adjudicated by the adjudication committee, with no pending cases.

“Randomly assigned patients who received >1 T-DXd dose.

At the 5.4-mg/kg dose, the fatal case involved a 73-year-old (age at screening) female patient who had received two earlier anticancer regimens, including
carboplatin, pemetrexed, anti-PD-(L)1 therapy, and an EGFR TKI; her most recent anti-PD-(L)1 treatment occurred 2 years before study enrollment. At the
6.4-ma/kg dose, the fatal case involved an 85-year-old female patient with no history of prior 10 therapy. She had received two prior systemic anticancer
treatments, which included carboplatin, pemetrexed, and a taxane. Both patients developed respiratory symptoms after several treatment cycles. Initial
management did not include corticosteroids for the patient in the T-DXd 6.4-mg/kg arm, but the patient in the T-DXd 5.4-mg/kg arm received |V methyl-
prednisolone 1000 mg once daily starting on 8 March 2022, following the onset of grade 3 respiratory failure (later determined to be pneumonitis). Pneu-
monitis was not suspected until later stages and progressed quickly, resulting in death.

“The outcome of the worst ILD event denominator is based on the adjudicated drug-related ILD.

“Percentages are calculated using the total number of patients with adjudicated drug-related ILD as the denominator.

reatment of ILD includes the antibiotics and/or steroids used and reported by investigators for patients with adiudicated drug-related ILD.



Adv:

* The primary end point of confirmed ORR by BICR was met and
exceeded the statistical hypothesis

* Responses were consistent regardless of HER2 mutation type and
amplification status and presence or absence of baseline CNS
metastases and prior treatment.

* More favorable benefit/risk profile observed with T-DXd 5.4 mg/kg
* FDA approved T-DXd 5.4mg/kg for previously treatedHER2m mNSCLC.
* Lack of a comparator arm?




DESTINY-Lung03 (DL03): Phase Ib Study of the Safety of T-
DXd and Immunotherapy Agents With and Without
Chemotherapy in Advanced or Metastatic HER2+, Non-
squamous NSCLC

Last Update
September 9, 2025

Study drugs

© pemetrexed, rilvegostomig
(AZD2936), cisplatin,
trastuzumab deruxtecan,
durvalumab, volrustomig,
Enroliment Goal carboplatin

2 4 4 Modalities

Chemotherapy, Immunotherapy,
Monoclonal Antibody

Contact Us

or

1-844-432-3892

Our clinical Trial Navigators can
help you connect with a site, find
a match, or join our registry to
receive updates.

Monday - Friday
9:00 am - 6:00 pm ET
Se habla Espaniol.




Trastuzumab emtasine
(T-DM1, DAR 3.5)

(Ib) Trastuzumab Emtansine, T-DM1 o

* First ADC to be used in the treatment of solid tumors. 'T'

* Robust efficacy with mild toxicity for HER2-overexpressing
amplified breast cancer -approved for its treatment

e Currently “under investigation” for non-small cell lung cancer (NSCLC




ELIGIBILITY Histologically or cytologically confirmed adenocarcinoma of the lung at stage Ill or IV or
postoperative recurrence that tested positive for HER2 exon-20 insertion mutations;
history of treatment with one or two chemotherapeutic lines, with the exception of
monotherapy with an immune checkpoint inhibitor;

ECOG status of 0-2
Adequate organ function including a left ventricular ejection fraction of 50%.

A lesion that was measurable as per Response Evaluation Criteria in Solid Tumours
(version 1.1) was required for evaluation of response.

EXCLUSION History of treatment with HER2 inhibitors including trastuzumab, pertuzumab, afatinib or
dacomitinib, and evidence of other driver oncogenic alterations in EGFR, ALK, ROS1, BRAF,

RET, MET or NTRK genes

Intervention 22 patients, T-DM1 (3.6 mg/kg) was administered by intravenous infusion every 21 days
until disease progression, unacceptable toxicity or withdrawal of consent.

End-points Primary end-point - investigator- assessed ORR, defined as the proportion of per-protocol
patients for whom the best response was a complete or partial response.
Secondary end-points were PFS, overall survival (OS), duration of response and safety

Iwama E, Zenke Y, Sugawara S, Daga H, et al Trastuzumab emtansine for patients with non-small cell lung cancer positive for human epidermal growth factor receptor 2 exon-20
insertion mutations. Eur J Cancer. 2022 Feb;162:99-106.




Characteristics of the study patients (n = 22).

Characteristics No.

[Median age (range), years
Sex
Male
Female
Smoking status
Never smoker
Former smoker
Current smoker
ECOG performance status

61.5 (35—80)]

All patients included in the efficacy analysis (n = 21) had
discontinued the protocol treatment as a result of progressive
disease (n = 19) or unacceptable toxicity (n = 2) by the date
for data cut-off (26th February 2021)

Median follow-up time

8.0 months (range : 0.3 - 24.7 months

I Histology, adenocarcinoma
inical stage at screening
1\Y
Postoperative recurrence
Baseline CNS metastasis
Positive
Negative
No. of lines of prior systemic therapy

I'ype ol HEK. exon-Z0msertion mutation
A775_G776insYVMA 19
Other 3
Confirmation of HER2 exon-20 insertion mutation
NGS platform 21 95.5
Multiplex real-time PCR 1

Median number of cycles of T-DM1
Reduction in tumor size from baseline
ORR

Disease control rate

Median duration of response

Median PFS

Median OS

2.5 (range: 1 to 15 cycles).

11 patients (PRin 8 and SD in 3)
38.1% (90% Cl, 23.0- 55.9%, P 0.2091)
52.4% (90% Cl, 35.2- 69.0%)

3.5 months (95% Cl, 2.7-6.5 months)
2.8 months (95% Cl, 1.4-4.4 months)

8.1 months (95% Cl, 3.5-13.2 months)

ECOG, Eastern Cooperative Oncology Group; CNS, central nervous
system; HER2, human epidermal growth factor receptor 2; NGS, next-
generation sequencing; PCR, polymerase chain reaction.

Iwama E, Zenke Y, Sugawara S, Daga H, et al Trastuzumab emtansine for patients with non-
small cell lung cancer positive for human epidermal growth factor receptor 2 exon-20
insertion mutations. Eur J Cancer. 2022 Feb;162:99-106.




Trastuzumab deruxtecan
(T'DXd. DAR 8) Trastuzumab emtasine

(T-DM1, DAR 3.5)
—DXd
& ~»—DM1
/a E\ -

'T' T-deruxtecan vs T- emtasine tr-

Both bind to HER2 on the surface of malignant tumour cells expressing the receptor and are internalised into
early endosomes and then transferred to lysosomes.

T-DXd payload is liberated by lysosomal enzymes such  T-DM1 releases its cytotoxic payload after its
as cathepsins that are upregulated in the tumour degradation in lysosomes
microenvironment

DAR : 8 3.5

T-DXd payload capable of permeating membranes-
cytotoxic effect to neighbouring tumour cells

ORR: 50 (95% Cl: 39.0 to 59.1) 38.1% (90% Cl, 23.0- 55.9%)
PFS: 10 months 2.8 months




Sacituzumab govitecan Datopotamab deruxetecan
(Trodelvy®, DAR 7.6) (Dato-DXd, DAR 8)

rophoblast surface antigen ?E
7\

f)E‘SNBB TROP-2 T

TROP2

* Transmembrane glycoprotein initially identified in trophoblast cells.

* Highly expressed in epithelial cancers such as lung adenocarcinoma, is
associated with an aggressive oncogenic phenotype.

e Sacituzumab govitecan : selectively delivers topoisomerase | inhibitor
SN-38, an active metabolite of irinotecan, to cancer cells and the
surrounding tumor microenvironment




EVOKE-01 trial a global, randomized, open-label, phase Ill study of SG versus docetaxel in advanced or
metastatic NSCLC

ELIGIBILITY * Age 18 years and older with pathologically documented NSCLC and measurable stage
IV disease that progressed after platinum-based chemotherapy in combination or
sequential with an anti—PD-(L)1—containing regimen.

Must have received treatment with > one appropriate tyrosine kinase inhibitor (TKI),
reflecting standard clinical practice. EGFR, ALK, and PD-L1 status were required before
enrollment.

Patients with stable, previously treated brain metastases (prednisone <10 mg
maximum per day or equivalent and neurologic symptoms returned to baseline for >4
weeks) were also eligible.

Intervention From December 2013 to March 2016, 603 patients
Randomly assigned (1:1) with stratification receive one 10 mg/kg intravenous infusion of
SG (n=299) on days 1 and 8 or one 75 mg/m? intravenous infusion of docetaxel (n=304) on
day 1 of every 21-day cycle.

End-points The primary end point was overall survival (OS).
Secondary efficacy end points were investigator-assessed progression-free survival (PFS),
ORR (percentage of patients with confirmed CR or PR), DoR, disease control rate




TABLE 1. Patient Baseline Characteristics and Demographics

Charactenstic

SG
{n = 299)

Docetaxel
(n = 304)

Disease stage al diagnesis,” No. (%)

Stage 1l

Age, vears, median (range)

66 (31-84)

B4 (32-83)

<65, Na. {%)

136 (45.5)

ib1 {53.0)

=65, No. (%)

163 (54.5)

143 (47.0)

Slage IV

Patients with bram melastasis, No. (%)

Sex, No. (%)

Male

194 (64.9)

Female

105 (35.1)

Previous lines of therapy, Na (%)
167 (65.9)

03 (34.4)

Race or ethnic group, No, (%)

>3 29 (9.7)

While
glack

7 {23)

gest response 1o last ant-PDL(L)1-
containing regimen,” No, (%)

Asian

26 (8.6)

Other/not specified”

55 (18.1)

Responder (CR/PR) 106 (35.5)

113 (37.2)

ECOG PSP No. (%)

Nonresponder (SD/PD) 192 {64.2)

191 (62.8)

a

89 (20.3)

Not available 1 (0.3)

]

212 (69.7)

Previous therapy for AGA, No. (%)

/
<

1(0.3)

\f' ‘.‘ '.'u

Histology, No. (%)

Nonsquamous®

215 (71.9)

224 (73.7)

EGFR alteration”

SquUamous

84 (28.1)

80 (26.3)

Al K alteraltion




Variable SG (n = 299) Docetaxel (n = 304) COmpa rator Standard Of Care:

08, months, median (95% ClI) 11.1 (9.4 to 12.3) 9.8 (8.1 to 10.6) REVEL Study’ OS for docetaxel
I HR for death (95% Cl), one-sided P* 0.84 (0.68 to 1.04), .0534 I .

0S in patients nonresponsive (SD/PD) to last anti—=PD-(L)1 regimen, months, median (95% Cl) 11.8 (9.6 to 12.5) 8.3 (7.0 to 10.6) (med Ian' 9 1 months' H R' 086

HR for death (95% CI) 0.75 (058 to 0.97) [95% CI, 0.75 to 0.98]

0S in patients responsive (CR/PR) to last anti—PD-(L)1 regimen, months, median (95% Cl) 9.6 (8.1 to 14.4) 10.6 (89 1t0 12.8)
HB fordeath (95 O 100 (07610 1 56
I PFS (95% Cl), months, median (95% ClI) 41 (3.0t0 4.4) 39(31t04.2)
HR for disease progression® or death (95% Cl) 092 (0.77 to 1.11)
| 0RR>< No. (%) 41 (137) 55 (18.1)
CR 0 3 (1.0)
PR 41 (13.7) 52 (17.1)
SD 161 (53.8) 149 (49.0)
PD 66 (22.1) 64 (21.1)
Not evaluable/not assessed 31 (10.4) 36 (11.8)
DCR. No. (%) 202 (67.6) 204 (67.1)
DoR,® months, median (95% ClI) 6.7 (4.4 t0 9.8) 5.8 (4.1 t0 8.3)

DoR rate at 6 months® 52.5 (35.6 to 66.9) 46.5 (31.9 to 59.8)
e |

Abbreviations: CR, complete response; DCR, disease control rate; DoR, duration of response; HR, hazard ratio; ORR, objective response rate; 0OS,
overall survival; PD, progressive disease; PFS, progression-free survival; PR, partial response; SD, stable disease; SG, sacituzumab govitecan; v1.1,
version 1.1.

20n the basis of stratified log-rank test (two-sided P = .1068)

®Investigator-assessed per RECIST v1.1. - . . . -
I T I e e At the protocol-specified primary analysis, the study did not meet statistical

ooted. significance for the primary end point of OS.

9Disease control defined best overall response of confirmed C

“Evaluated in patients with confirmed CR or PR. (powered to detect a hazard ratio (HR) of 0.7 for SG versus docetaxel at the
'On the basis of Kaplan-Meier estimates. .
one-sided alpha of .025)




SG Docetaxel
(n = 299) (n = 304)

No. of events 168 187
Median OS, months (95% Cl) 11.1(9.4t0 12.3) 9.8 (8.1 to 10.6)
HR (95% CI), P 0.84 (0.68 to 1.04), P=.0534

12-month OS rate, % (95% Cl) 46.59 (40.45 to 52.50) 36.72 (30.88 to 42.57)

—4— SG

~4— Docetaxel
| | |
2 10 12

Time (months)

No. at risk:
SG 299 140 76
Docetaxel 304 128




B 0s

Median, Months (95% ClI)
Subgroup SG Docetaxel HR (95% CI)
Overall (N = 603) 11.1(9.4t0123) 9.8 (8.1to0 10.6) 0.84 (0.68 to 1.04)
Histology®
Squamous (n = 164) 10.2 (8.1to 12.7) 9.2(6.9t0 11.0)

1139420126) _99(780108)
Response to last anti-PD-{L)1-containing regimen*

Nonresponder (PD/SD) {n = 383) 11.8 (9.6 to 12.5) 8.3 (7.0 to 10.6)

Responder (CR/PR) (n = 219) 9.6 (8.1t0 14.4) 10.6 (8.9 to 12.8)
Heceived previous therapy for actionable genomic alteration”

No (n = 559) 11.0 (9.2 to 12.3) 9.9 (8.1to0 10.7)

Yes (n = 44) NR (7.2 to NR) 7.0(5.2to 11.6)
Geographic region

United States (n = 60) 12.2 (7.9 to NR) 7.4 (5.1t0 14.2)

Canada/western EU/Australia (n = 455) 10.8 (8.9 to 12.3) 9.8 (7.9 to 10.6)

Rest of the world (n = 88) 10.2 (7.8 to NR) 12.8 (6.4 to NR)
Age group, years

0.83 (0.56 to 1.22)

0.75 (0.58 to 0.97)
1.09 (0.76 to 1.56)

L {Hh

0.89 (0.72 to 1.11)
0.52 (0.22 to 1.23)

[

0.68 (0.36 to 1.27)
0.87 (0.69 to 1.10)
0.98 (0.53 to 1.83)

-

]
T
'
'
]
e
L)
'

<65 (n = 297)

=65 (n = 306)
Race

White (n = 445)

Non-White (n = 65)
Baseline ECOG status

0 (n = 190)
1(n=410)

Sex
Male (n = 410)
Female (n = 193)

12.1 (9.7 to 14.7)
9.9 (8.41t0 12.2)

10.7 (8.9 to 12.2)
12.9 (12.9 to NR)

12.9 (10.0 to NR)
9.6 (8.1t0 11.9)

9.5 (8.1to 12.3)
12.1 (10.6 to 16.0)

10.1 (7.3 to 10.8)
9.6 (7.6t0 11.2)

8.9 (7.3to0 10.6)
11.2 (9310 15.3) }

==
5
e
i
}—-ﬂi—l

-

13.6 (10.4 to NR)
7.6 (6.8 10 9.8)

8.5 (7.3t0 10.2)
10.6 (8.2 to 13.9)

0.80 (0.59 to 1.08)
0.90 (0.68 to 1.20)

0.87 (0.68 to 1.10)
0.41 (0.15 to 1.13)

1.06 (0.70 to 1.60)
0.81 (0.64 to 1.04)

0.89 (0.70 to 1.14)
0.85 (0.58 to 1.26)

-

Ll L)

2 Bl 8

A M

0.125 0.25 0.5
SG Better Docetaxel Better




TABLE 3. Summary of Treatment-Emergent Adverse Events in All Treated Patients

SG (n = 296), No. (%)

Any Grade Grade =23

Docetaxel (n = 288), No. (%)

Any Grade Grade =3

265 (99.7) 197 (66.6)

282 {97.9) 218 (718.7)

Fatigue 8 (56.8) 37 (12.5)

161 (65.9) 28 (9.7)

Darrhea 2.7 31 (10.5)

97 {33.7) 11 (38)

Alopecia 28 (43.2) 2(0.7)

86 (20.9) 20

Nausea

75 (26.0 301.0)

Anermua

17 (5.9)

Neutropena

106 (36.8)

Decreased appetite

Vomiting

6(2.1)

Cough

1(03)

Dyspnea

13 (4.5)

Stomatitis 39 (13.2) 3(1.0

Leukopenia 38 (128) 15(5.1)

Pruritus 37 (125 (0.3)

Pyrexia 37 (12.5) 2(0.7)

Back pain 33( ) (0.7)

Abdomunal pain N ) 3(1.0)

Arthralgia 20 (70 2 (0.7)

Rash 30 2.1 0

Febrile neutropenia 23 (7.8) 23 (7.8)

Lymphopenia 23 (7.8) 9 (3.0)

Penpheral edema

Dysoeusia

Peripheral neuropathy 11 (3.7)

2(0.7)

Treatment-related® 274 (94.3) 156 (52.7)

262 {91.0) 173 (60.1)

48 (16.7)

eading to discontinuation 29 (9.8)

TEAES leading to death 10 (3.4)

41 (145
13 (4.5)

Treatment-related* 4 (1.4)

3(1.0)

TEAES leading to dose reducbon 87 (29.4)

112 {38.9)

TEAEs leading 10 treatment nterruption 171 (57.8)

81 (28.1)

Abbreviations: AE, adverse event; MedDRA, Medical Dictionary for Regulatory Activities, SG, sacituzumab govitecan; TEAE, treatment-emergent

adverse event.

“TEAE is any AE with an onset date on or after the study drug start date and no later than 30 days after last dose of study drug.
“Coded according to MedDRA version 26.1 and AE severity was graded per National Cancer Institute Common Terminology Criteria for Adverse
Events. Multiple AEs were counted only once per participant for the highest severity grade for each preferred term.

“Determined by investigator.

“Treatment-related TEAES that led to death, investigator-assessed, included cardiac failure, cerebrovascular accident, death, febrile neutropenia,
hematemesis, ischemic stroke, myocardial ischemia, neutropenic colitis, sepsis, and septic shock (one each) in the SG group and death (n = 4),
pneumonia (n = 3), cardiac failure, acute respiratory failure, cardiorespiratory arrest, intestinal obstruction, pneumonitis, and respiratory failure (one

each) in the docetaxel group.




SG vs Docetaxel

* Trend towards benefit with SG :

(i) At 12 months, the OS rate for patients with SG was
approximately 10% higher than with docetaxel,

(ii) incidence of high-grade TEAEs and TEAEs leading to dis
continuation were lower with SG than docetaxel

* Benefit seen in both squamous and non-squamous histologies
 Among those previously treated with anti—PD-(L) 1 :

3.5-month OS improvement was observed favoring SG over docetaxel,
with 25% reduction in risk of death in patients who were
nonresponsive to their last anti—-PD-(L) 1-containing regimen.




Datopotamab deruxetecan
(Dato-DXd, DAR 8)

(Ilb) Datopotamab deruxtecan 5 ™

f

TROP2

* Consists of a TROP2-targeting antibody — datopotamab — conjugated
to deruxtecan, an exatecan derivative topoisomerase | inhibitor, via a

stable tetrapeptide-based cleavable linker




Study
Name

Study Population

Treatment Arms

Primary
Endpoint

Secondary
Endpoint

ORR,
confirmed

Median
DOR

PFS

0s

Findings

TROPION-
PanTumor0i1

Advanced/Metastatic
NSCLC

Dato-DXd
4 mg/kg (n =40),
6 mg/kg (n=>50),
8mg/kg (n = 80)

Safety/tolerability

ORR, survival,
pharmaco-kinetics

26% (95%
CI 14.6-
40.3)
(6 mg/kg)

10.5 (95%
CI 5.6-
26.5)

6.9 (95%
CI 2.7-
8.8)
(6 mg/kg)

11.4 (95%
CI 7.1-20.6)
(6 mg/kg)

Recommended dose
of 6 mg/kg

TROPION-
Lung05

Advanced/Metastatic
NSCLC with AGA

Dato-DXd
(6 mg/kg)

DOR,
safety/tolerability,
survival

35.8% (95%
ClI 27.8-
44 4)

5.4 (95%
CI 4.7-
7.0)

13.6 (95%
CI 9.9-
NE[non

evaluable])

Promising response
in metastatic
pretreated AGA
population

TROPION-
Lung01

Pretreated
Advanced/Metastatic
NSCLC, with and without
AGA, squamous and
NONSqUamous

Dato-DXd (6
mg/kg)

Vs
Docetaxel (75
mg/m?),
subcategories of
SQUAMOoUS VS
nonsquamous for
each

ORR, DOR, safety

Dato-DXd:
26.4 (95%
CI 21.5-
31.8),
Docetaxel:
12.8 (95%
CI 9.3-17.1)

Dato-DXd:
7.1 (95%
CI
5.6-10.9),
Docetaxel:
5.6 (95%
CI 5.4-8.1)

Dato-DXd:

4.4 (95%
CI
4.2-5.6),

Docetaxel:

3.7 (95%
CI 2.9-
4.2)

Dato-DXd:
12.9 (95%
CI 11.0-
13.9),
Docetaxel:
11.8 (95%
CI 10.1-
12.8)

Significantly
improved PFS and a
non statistically
significant increase
in OS for
nonsgquamous
histology




TROPION-Lung01

ELIGIBILITY

Exclusion

Intervention

End-points

randomized, open-label, global phase Il study for Dato-DXd versus docetaxel in patients
with advanced/ metastatic NSCLC

» Age 18 years and older with stage I1IB/C or IV NSCLC.

e Patients without actionable genomic alterations must have only received platinum-
based chemotherapy and anti—PD-1/PD-L1 immunotherapy.
Patients with protocol-specified actionable genomic alterations (EGFR, ALK, ROS1,
NTRK, BRAF, MET exon14skipping,orRET) must have received one to two lines of
targeted therapy and platinum-based chemotherapy, with or without anti—-PD-1/PD-L1.
Patients with inactive or treated asymptomatic brain metastases.

Current or suspected diagnosis or history of interstitial lung disease (ILD) requiring
steroids.

February 17, 2021, and November 7, 2022

Patients were randomly assigned 1:1 (stratified by histology, actionable genomic alteration
status, geographic region, and immediate previous therapy with anti—-PD-1/PD-L1) to
receive Dato-DXd 6 mg/kg (299 patients) or docetaxel 75 mg/m2 (305 patients)
intravenously once every 3 weeks until disease progression,

The dual primary end points were progression-free survival (PFS) and overall survival (OS).
Objective response rate (ORR), duration of response (DOR), and safety were secondary
end points.




Characteristic Dato-DXd (n = 299) Docetaxel (n = 305) Actionable genomic piterabons, No. (%)

Age, years, median (range) 63.0 (26.0-34.0) 64.0 (24.0-88.0) Absent

Sex, male, Mo. (%) 183 (61.2) 210 (28.9) M

Race, Mo. (%)
White 123 {(41.1) 126 (41.3)
Asian 119 (39.8) 120 (39.3)
Black or African American 6 (2.0) 4(1.3)

PO-L1 expression, No

o r . Unknown/missing
American Indian or Alaska Mative 1(0.3) 0 r Wi, ing

Other/missing 50 (16.7) 55 (18.0) Net dons
Ethnic group, Mo. (%) Brain metastases at baseline, No. (

%)

Hispanic or Lating 10(3.3) 8 (2.6) Previous cancer therapy, No (%)
Mot Hispanic or Latino 251 (83.9) 263 (83.0) Platinum chemothers

Ry

Unknown/missing 38(127) 44 (14.4) Nor

wlatmum chemotherany

Ar l” L[ Ll ';!Jl?'(

Geographic region, No. (%)
Europe 137 (45.8) 152 (49.8)
Asia 113 (37.8) 118 (38.7)
Marth America 39 (13.0) 26 (8.5)
Australia 7 (2.3) 8 (2.6) Prewous nes of systemic therapy for metastatc disease, No (%)

Targeted therapy

Other

South America 3(1.0) 1(0.3) ) 57 (669) 174 (57.0)
Smaoking status, No. (%)

Current 39 (13.0) 42 (13.8)

Former 199 (66.6) 209 (68.5)

Mever 61 (20.4) 52 (17.0)

Missing o] 2(07)
ECOG performance status score, Mo. (%)°

1] 89 (29.8) 94 (30.8)

1 210 (70.2) 211 (69.2)
Histology, No. (%)

Adenocarcinoma 222 (VAZ) 223 (73.0)

Large cell 2{07 1(0.3)

Sgquamous (21.7) 71(23.3)

Other (3.3) 10 (3.3)

108 (d6.1) 1032 (33.4)
23 (7.5)
6 (1.6)

Ahn MJ, Tanaka K, Paz-Ares L, Cornelissen R, et al TROPION-LungO1 Trial Investigators. Datopotamab Deruxtecan Versus Docetaxel for Previously Treated Advanced or
Metastatic Non-Small Cell Lung Cancer: The Randomized, Open-Label Phase 11l TROPION-Lung01 Study. J Clin Oncol. 2025 Jan 20;43(3):260-272.




Dato-DXd Docetaxel
(n =299) (n = 305)

No. of events/No. of patients 213/299 218/305
Median PFS, months (95% ClI) 4.4 (4.2 to 5.6) 3.7(29t0 4.2)

No. of events/No. of patients HR for disease progression or death
Dato-DXd Docetaxel

Age at random assignment, years
= Dato:0Xd <65 118/162 115/155
-~ Docetaxel >65 95/137 103/150
Sex
' Male 136/183 158/210
2 Female 77/116 60/95
Race
White 93/123 83/126
Asian 76/119 82/120
Black/African American 5/6 4/4
Other 33/43 42/47
Dato-DXd 299 Smoking status
Docetaxel 305 ap Never 36/61 33/52
g Former/current 177/238 184/251
Brain metastases at baseline
With 33/50 31/47
\Withotit 1807249 1R7/258
Histology
Nonsquamous 159/234 170/234
Squamous 54/65 48/71
Actionable genomic alterations®
Absent 187/249 182/254
Present 26/50 36/51

Number at risk

T L]

2.0 2.5

Favors Favors
Dato-DXd Docetaxel




Dato-DXd Docetaxel
(n = 299) (n = 305)

No. of events/No. of patients HR for death

Dato-DXd Docetaxel

Age at random assignment, years
<65 117/162 112/155
=65 98/137 106/150
Sex
Male 136/183 156/210
Female 79/116 62/95
Race
White 90/123 95/126
Asian 83/121 79/120
Black/African American 4/6 2/4
Other 33/43 35/47
Smoking status
Number at risk Never 43/60 31/52
. e j Former/current 172/239 186/251
Dato-DXd 299 272 242 Brain metastases at baseline
Docetaxel 305 273 239 With 37/50 31/47
Without 178/249 187/258
Histology
Nonsquamous 160/234 163/234
Squamous 55/65 55/71
Actionable genomic alterations®
Absent 182/249 185/254
Present 33/50 33/51

Favors Favors
Dato-DXd Docetaxel




Variable

All Patients

Dato-DXd (n = 299) Docetaxel (n = 305)

PFS, months, median (95% Clj®

4.4 (4.2 to 5.6) 37 (2.9 to 4.2)

HR for disease progression or death (95% Cl)

0.75 (0.62 to 0.97)

P

004

0S, months, median (95% CI)

12.9 (11.0 to 13.9) 11.8 (101 t0 12.8)

HR for death (95% CI)

0.94 (D.78 to 1.14)

P
Confirmed ORR, No.2®

.530
79 39

Percent (95% CI)

Best overall response, No. (%)®

26.4 (215 to 31.8) 12.8 (9.3 to 17.1)

CR

4(1.3) 0

PR

75 (25.1) 9 (12.8)

sD

149 (49.8) 153 (50.2)

MNon-CR/non-FD

3 (1.0)

FD

46 (15.4)

ME

22 (7.4)

DCR, No.®f

231

Percent (95% CI)

77.3 (72.1 to 81.9) 64.9 (59.3 to 70.3)

DOR, months, median (95% Cl)®2

7.1 (56 to 10.9) 56 (5.4 to 8.1)

TTR, months, median®

1.6 26

Ahn MJ, Tanaka K, Paz Ares L, Cornelissen R, et al TROPION- LungOl Trial Investigators. Datopotamab Deruxtecan Versus Docetaxel for Previously Treated Advanced or




TABLE 4. TRAEs Observed in =z15% of Patients and Adjudicated Drug-Related ILD or Pneumonitis

Dato-DXd (n = 297), No. (%) Docetaxel (n = 290), No. (%)

Patients With Events Any Grade Grade =3 Any Grade Grade =3
Gl disorders®
Stomatitis 141 (47.5) 20 (6.7) 45 (15.5) 3 (1.0)
Mausea 101 (34.0) 7 (2.4) 48 (16.6) 3(1.0)
Diarrhea 30 (10.1) : 55 (19.0) 4 (1.4)
Hematologic disorders®
Anemia® 44 (14.8) 2 (4.0) 60 (20.7) 12 (4.1)
Neutropenia® 14 (4.7) 2 {0.7) 76 (26.2) B8 (23.4)
Leukopenia® 9 (3.0) 0 45 (15.5) 38 (13.1)
Skin and subcutaneous tissue disorders®
Alopecia 95 (32.0) 107 (34.8)
Metabolism and nutrition disorders®

Decreased appetite 68 (22.9) e 46 (15.9)

General disorders and administration site conditions®

Asthenia 56 (18.9) 8 (2. 56 (19.3)
Adjudicated drug-related ILD or pneumonitis® 26 (8.8) 11 (3. 12 (4.7)

Ahn MJ, Tanaka K, Paz Ares L, Cornelissen R, et al TROPION- LungOl Trial Investigators. Datopotamab Deruxtecan Versus Docetaxel for Previously Treated Advanced or




TROPION-LungO1

* PFS showed a statistically significant improvement for Dato-DXd over
docetaxel in patients with pre-treated advanced/metastatic NSCLC.

* In patients with non-squamous histology, PFS with Dato-DXd was
superior to what was seen with docetaxel.

* OS, did not reach statistical significance in the full analysis set.

* In non-squamous NSCLC, patients with and without actionable
genomic alterations had better PFS, OS with Dato-DXd.




Patritumab Deruxtecan Biologics License Patumab deroteca
Application for Patients With Previously jE Dxd
Treated Locally Advanced or Metastatic ik
EGFR-Mutated Non-Small Cell Lung B

Cancer Voluntarily Withdrawn

BASKING RIDGE, N.J. & RAHWAY, N.J., May 29, 2025 - The Biologics License Application (BLA) seeking accelerated
approval in the U.S. for Daiichi Sankyo (TSE: 4568) and Merck’s (NYSE: MRK), known as MSD outside of the United
States and Canada, patritumab deruxtecan (HER3-DXd), based on the HERTHENA-LungO1 Phase 2 trial for the
treatment of adult patients with locally advanced or metastatic EGFR-mutated non-small cell lung cancer (NSCLC)

May 29,20 previously treated with two or more systemic therapies, has been voluntarily withdrawn.

The decision to withdraw the BLA is based on topline overall survival (OS) results from the confirmatory HERTHENA-
Lung02 Phase 3 trial where OS did not meet statistical significance, as well as discussions with the U.S. Food and Druc
Administration. The decision is unrelated to the Complete Response Letter that was received in June 2024 and

outlined findings pertaining to an inspection of a third-party manufacturing facility.



(1V) Telisotuzumab vedotin s e
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c-MET

 MET proto-oncogene encodes the c-Met protein (also known as MET

protein and proliferation, survival, and angiogenesis
* C-MET protein overexpression: 25%-39% of patients with NSCLC

* Telisotuzumab vedotin: the monoclonal antibody telisotuzumab
conjugated to the microtubule inhibitor monomethyl auristatin E
(MMAE) via a cleavable di-peptide linker




Telisotuzumab vedotin
(Teliso-V, DAR 3.1)

5
|

On 14 May 2025, telisotuzumab vedotin received accelerated approval in
the USA for the treatment of adult patients with locally advanced or
metastatic non-squamous NSCLC with high c-Met protein overexpression
[> 50% of tumour cells with strong (3+) staining], as determined by an
FDA-approved test, who have received a prior systemic therapy




LUMINOSITY

ELIGIBILITY

EXCLUSION

Intervention

End-points

A phase Il, multicenter, nonrandomized, two-stage study

Stage | enrolled patients into three cohorts defined by histology and EGFR mutation status:

(1) c-Met protein-overexpressing, nonsquamous EGFR-wildtype NSCLC,

(2) c-Met protein-overexpressing, nonsquamous EGFR-mutant NSCLC, and

(3) c-Met protein-overexpressing squamous NSCLC.

Patients with c-Met protein-overexpressing, nonsquamous EGFR-wildtype were enrolled in stage Il.

* Adults (age 218 years) with locally advanced/metastatic, c-Met protein—overexpressing,
nonsquamous NSCLC with known EGFR status or squamous cell NSCLC were enrolled.
c-Met protein—overexpressing, nonsquamous EGFR wildtype NSCLC was required for stage Il.
ECOG status 0-1, measurable disease per RECIST v1.1, and <2 lines of previous systemic therapy
in the locally advanced/metastatic setting, including cytotoxic chemo therapy (maximum one
line), immunotherapy, and therapy targeting driver gene alterations (if eligible).

History of interstitial lung disease (ILD) or pneumonitis that required systemic steroid treatment

Teliso-V dosed at 1.9 mg/kg IV once every 2 weeks in stages | and II.

The primary end point was overall response rate (ORR)
Sec ondary end points were duration of response (DOR), disease control rate (DCR; per RECIST
v1.1), progression-free sur vival (PFS), and overall survival (OS).




Stage ll
(N = up to 160 by end
of stage Il)

c-Met high
NSQ EGFRWT (n =30)

(n = 60) c-Met intermediate
(n = 30)

c-Met high Single-arm expansion:

NSQ EGFRWT

NSQ EGFR MU (n = 30)

(n = 60) c-Met intermediate
(n = 30)

Teliso-V 1.9 mg/kg q2w dosing

|| ebels 0}
uoisioap ob-ou/on

Camidge DR, Bar J, Horinouchi H, et alTelisotuzumab Vedotin Monotherapy in Patients With Previously Treated c-Met Protein-Overexpressing Advanced
Nonsquamous EGFR-Wildtype Non-Small Cell Lung Cancer in the Phase || LUMINQOSITY Trial. J Clin Oncol. 2024 Sep 1;42(25):3000-3011..




* The aim was to identify the population best suited for Teliso-V in the
second or third line (stage ) and to further assess the efficacy and
safety in the selected population (stage Il).

* The c-Met protein—overexpressing, nonsquamous EGFR-wildtype
NSCLC population was selected for further evaluation in stage Il.

(overexpression : = 25 % of tumor cells with membrane staining at 3+
intensity)

Camidge DR, Bar J, Horinouchi H, et alTelisotuzumab Vedotin Monotherapy in Patients With Previously Treated c-Met Protein-Overexpressing Advanced
Nonsquamous EGFR-Wildtype Non-Small Cell Lung Cancer in the Phase Il LUMINQOSITY Trial. J Clin Oncol. 2024 Sep 1;42(25):3000-3011..




* The non-squamous EGFR-wildtype NSCLC cohort met protocol-
specified criteria for expansion at Interim Analysis 3.

* The squamous and nonsquamous EGFR-mutant cohorts met protocol-
specified criteria for futility at Interim Analyses 3 and 4,respectively.




TABLE 1. Baseline Demographics and Disease Characteristics of Patients With c-Met Protein—Qverexpressing Nonsquamous EGFR-Wildtype

NSCLC

Characteristic

c-Met High (n = 78)

c-Met Intermediate (n = 83)

c-Met OE Total (N = 161)®

Age, years, median {range)

64.0 (38-83)

66.0 (38-82)

64.0 (33-83)

Sex, Na. (%)

Male

58 (74.4)

53 (63.9)

111 (68.9)

Female

20 (25.6)

30 (36.1)

50 (31.1)

Race, Mo. (%)

White

51 (65.4)

59 (71.1)

110 (68.3)

Black or African American

1(1.3)

2 (2.4)

3(1.9)

Asian

26 (33.3)

22 (26.5)

Region, Na. (%)

Morth America

9 (11.5)

19 (22.9)

Asia

25 (32.1)

19 (22.9)

Europe

29 (37.2)

22 (26.5)

Rest of world

15 (19.2)

23 (27.7)

Tobacco use, No. (%)

Current

10 (12.8)

15 (18.1)

25 (15.5)

Former

54 (69.2)

47 (56.6)

101 (62.7)

Mever

14 (179)

21283}

38 (1.7

Stage IV at study entry, No. (%)

77 (98.7)

81 (97.6)

158 (08.1)

Brain metastasis, No. (%)

14 (17.9)

19 (22.9)

33 (20.5)

ECOG performance status, No. (%)

0

20 (25.6)

27 (32.5)

47 (29.2)

1

57 (73.1)

56 (67.5)

113 (70.2)

2

103

0

1086

Mo. of previous systemic cancer therapies, median (range)

1(1-3)

1(1-3)

1(1-3)

Type of previous systemic cancer therapies, n (%)

Platinum-based

75 (96.2)

B2 (98.9)

157 (37.5)

Immune checkpoint inhibitor-based

66 (84.6)

66 (79.5)

132 (82.0)

Targeted therapy™©

4(5.1)

8 (9.6)

12 (7.5)




TABLE 2. Efficacy Summary in Patients With c-Met Protein—Overexpressing Nonsquamous EGFR-Wildtype NSCLC

Outcome c-Met High (n = 78) c-Met Intermediate (n = 83) c-Met OE Total (N = 161)
ORR,* % (95% ClI) 34.6 (242 10 46.2) 229 (14.4 to 33.4) 28.6 (21.7 to 36.2)
DCR.* % (95% ClI) 60.3 (48.5 t0 71.2) 57.8 (46.5 to 68.6) 59.0 (51.0 to 66.7)
DOR,* months, median (95% CI) 9.0 (4.2 to 13.0) 7.2 (5.3 t0 11.5) 83 (5.6t0 11.3)
DOR =6 months® n/no. of responders (%) 17/27 (63.0) 9/19 (47.4) 26/46 (56.5)

PFS,®* median, months (95% ClI) 55 (4.1 to 8.3) 6.0 (4.5 to 8.1) 5.7 (46 to 6.9)

6-month PFS2® % (95% Cl) 458 (33.8 t0 57.1) 50.1 (37.9 to 61.1) 48.0 (39.5 to 56.1)
0S8, months, median (95% ClI) 14.6 (9.2 to 25.6) 14.2 (9.6 to 16.6) 14.5 (99 to 16.6)

12-month OS," % (95% Cl) 57.0 (45.0 to 67.4) 55.0 (43.5 to 65.2) 56.0 (47.7 to 63.4)
|

Abbreviations: DCR, disease control rate; DOR, duration of response; EGFR, epidermal growth factor receptor; NE, not estimable; NSCLC, non—small
cell lung cancer; OE, overexpressing; ORR, overall response rate; OS, overall survival, PFS, progression-free survival.

*Per independent central review.

“Estimated using the Kaplan-Meier method.

Camidge DR, Bar J, Horinouchi H, et alTelisotuzumab Vedotin Monotherapy in Patients With Previously Treated c-Met Protein-Overexpressing Advanced
Nonsquamous EGFR-Wildtype Non-Small Cell Lung Cancer in the Phase Il LUMINQOSITY Trial. J Clin Oncol. 2024 Sep 1;42(25):3000-3011..




* Highest ORR - patients with c-Met protein—overexpressing, non-
squamous EGFR-wild type NSCLC.

* Contrasts with studies evaluating ADCs targeting trophoblast antigen
2 (TROP2) in NSCLC, where TROP2 expression was not predictive of

response

* DCR, PFS, and OS were comparable between c-Met high, c-Met
interme diate, and c-Met total overexpression - Teliso-V efficacious in
patients with c-Met protein—overexpressing tumors regardless of the
level of expression.

Camidge DR, Bar J, Horinouchi H, et alTelisotuzumab Vedotin Monotherapy in Patients With Previously Treated c-Met Protein-Overexpressing Advanced
Nonsquamous EGFR-Wildtype Non-Small Cell Lung Cancer in the Phase Il LUMINOSITY Trial. J Clin Oncol. 2024 Sep 1;42(25):3000-3011..




TABLE A4. Investigator-Assessed Overall Response Rates of Patients With c-Met Protein—Overexpressing Nonsquamous EGFR-Wildtype NSCLC

NSQ EGFR WT NSCLC
Response Rate c-Met High (n = 78) c-Met Intermediate (n = 83) Total (N = 161)

ORR (CR + PR) [95% CI] 29 (37.2) [26.5 to 48.9] 18 (21.7) [13.4 to 32.7] 47 (29.2) [22.3 to 36.9]
N

Abbreviations: CR, complete response; EGFR, epidermal growth factor receptor; NSCLC, non—small cell lung cancer; NSQ, nonsquamous; ORR,
overall response rate; PR, partial response; WT, wildtype.

stdy  setting ______________ JResut

LUME-Lung 1 Docetaxel with or without nintedanib  ORR per ICR was 4.7 % for docetaxel
in patients whose NSCLC progressed  plus nintedanib and 3.6% for
after first-line chemotherapy docetaxel plus placebo

REVEL trial Docetaxel with or without ORR 21.9% (95%Cl,18.3 to 26.0) for
Ramucirumab docetaxel plus ramucirumab and
14.5% (95%Cl,11.4 to 18.2) for
docetaxel plus placebo

CheckMate 057 NSCLC that had progressed during or  OS at 18 months was 39% (95% Cl, 34
after platinum-based doublet to 45) with nivolumab versus 23%
chemotherapy : nivolumab vs (95% Cl, 19 to 28) with docetaxel.
docetaxel




TABLE 3. The Most Common Any-Grade and Grade =3 TRAEs Experienced by Patients in the c-Met Protein—Overexpressing Nonsguamous
EGFR-Wildtype NSCLC Cohort

c-Met High c-Met Intermediate c-Met OE Total
(n = 84), No. (%) (n = 84), No. (%) (N = 172), No. (%)

Event Any Grade Grade =3 Any Grade Grade =3 Any Grade Grade =3
TEAE 83 (98.8) 50(595) B80(9s82) 45(636) 167 (971) 97 (56.4)
TRAE 68 (81.0) 25(298) 69(821) 23(274) 140(81.4) 48 (279)
TRAES occurring in =5% of patients in the NSQ EGFR WT NSCLC population

Peripheral sensory neuropathy 24 (28.6) 5 (6.0) 27 (32.1) 7 (8.3) 52(302) 12(7.0)

Peripheral edema 17 (20.2) 17 (13.1) 28 (16.3)

Fatigue 11 (13.17) 12 (14.3) 24 (14.0)

Decreased appetite 7 (8.3) 13 (15.5) 20 (11.6)

Increased alanine aminotransferase 3 (9.5) 17 (13.7) 19 (11.0)

Pneumonitis® 11 (13.7) 7 (8.3) 18 (10.5)

Hypoalbuminemia 10 (11.9) 8 (9.5) 18 (10.5)

MNausea 6 (7.7} 11 (13.7) 17 (9.9)

Vision blurred 11 (13.17) 5 (6.0 16 (9.3)

Increased aspartate aminotransferase 7 (8.3) 9 (10.7) 16 (9.3)

Asthenia 4 (4.8) g (10.7) 13 (7.6)

Anemia 7 (8.3) 2(24) 10 (6.8)

Increased gamma-glutamyltransferase 5 (6.0} 5 (6.0) 10 (5.8)

Keratitis 5 (6.0) 5 (6.0 10 (5.8)

Peripheral neuropathy 6 (7.7} 3 (3.6) 9 (5.2}

Decreased weight 4 (4.8) 0] 4 (4.8) 9 (5.2) 0
|

MNOTE. Considered possibly related to study drug by the investigator. TRAEs are shown by the MedDRA Preferred Term according to investigative
site reporting.

Abbreviations: EGFR, epidermal growth factor receptor; ILD, interstitial lung disease; NSCLC, non—small cell lung cancer; NSQ, nonsquamous; OE,
overexpressing; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event; WT, wildtype.

*Pneumonitis events shown are those with a MedDRA preferred term of pneumonitis according to the investigative site reporting. In addition,
TRAEs with a preferred term of ILD according to investigative site reporting were noted in 4 (2.3%) patients with c-Met OE total (c-Met high,n = 2
[2.4%]; c-Met intermediate, n = 2 [2.4%]). Investigative site-reported events of potential ILD, including the terms of pneumonitis and ILD, were also
adjudicated as ILD or not ILD by an independent committee. Adjudicated events of ILD occurred in 17 patients (9.9%); nine had events adjudicated
as grade =3 (5.2%), of which three were grade 5.
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On 14 May 2025, telisotuzumab vedotin received accelerated approval in
the USA for the treatment of adult patients with locally advanced or
metastatic non-squamous NSCLC with high c-Met protein overexpression
[> 50% of tumour cells with strong (3+) staining], as determined by an
FDA-approved test, who have received a prior systemic therapy




Results from a phase Ib study of telisotuzumab vedotin in combination with
osimertinib in patients with c-Met protein-overexpressing, EGFR-mutated locally
advanced/metastatic non-small-cell lung cancer (NSCLC) after progression on prior
osimertinib

A total of 38 patients received Teliso-V (1.6 mg/kg, n = 20; 1.9 mg/kg, n = 18) plus osimertinib and were included in this analysis. No

dose-limiting toxicities were observed. Most frequent any-grade treatment-emergent adverse events (TEAEs) were peripheral

sensory neuropathy (50%), peripheral edema (32%), and nausea (24%). Most common grade 3/4 TEAEs were anemia (11%) and

pulmonary embolism (8%). Five TEAEs led to death; none were reported as being related to Teliso-V or osimertinib. The

pharmacokinetic profile of Teliso-V plus osimertinib was similar to Teliso-V monotherapy. After a median follow-up of 7.4 months,
the ORR was 50.0% per independent central review (ICR) (DOR not reached), and median PFS per ICR was 7.4 months (95%

confidence interval 5.4 months-not reached).

Horinouchi H, Cho BC, Camidge DR, et al Results from a phase Ib study of telisotuzumab vedotin in combination with osimertinib in patients with c-Met
protein-overexpressing, EGFR-mutated locally advanced/metastatic non-small-cell lung cancer (NSCLC) after progression on prior osimertinib. Ann
Oncol. 2025 May;36(5):583-591




Future directives: Combined ADC and ICl

Rationale: When combined with ADCs, immune checkpoint inhibitors can activate previously suppressed
T cells, further improving the immune system’s ability to clear tumors.

Ongoing studies:

Trastuzumab Deruxtecan (T-DXd)
Datopotamab Deruxtecan (Dato-DXd)
Sacituzumab Govitecan (SG)
Patritumab Deruxtecan (HER3-DXd)

Telisotuzumab vedotin

Nivolumab (PD-1 inhibitor)
Pembrolizumab (PD-1 inhibitor) +/- Chemo
Pembrolizumab (PD-1 inhibitor)
Osimertinib (EGFR-TKI)

Osimertinib



Summary

Target

HER2

HER2

TROP2

TROP2

c-MET

Trastuzumab deruxtecan

(T-DXd, DAR 8)

™
T

Trastuzumab emtasine
(T-DM1, DAR 3.5)

~—DM1

‘i‘f_

HER2

Sacituzumab govitecan
(Trodelvy®, DAR 7.6)

A
f

TDND?2

Datopotamab deruxetecan
(Dato-DXd, DAR 8)

g%

Telisotuzumab vedotin
(Teliso-V, DAR 3.1)

— MMAE
N
A4

ADCs

Trastuzumab Deruxtecan (T-
DXd)

Trastuzumab Emtansine (T-
DM1)

Sacituzumab Govitecan (SG)

Datopotamab deruxtecan

Telisotuzumab Vedotin (Teliso-
V)

Indications

Advanced NSCLC with HER2
mutation (second-line
treatment)

HER2 exon 20 insertion
mutation NSCLC (second-line)

Advanced NSCLC (late-line
treatment)

Advanced NSCLC

c-MET overexpression NSCLC

Key clinical research
results

DESTINY-Lung02: Confirmed
ORR by BICR 50%, PFS 10
months, ILD 5.9% in 5.4 mg/k
g

Phase Il: ORR 38.1%, mPFS 2.8
mo, mOS 8.1 mo; Grade > 3
TEAEs 14.3%.

EVOKE-1: 0OS 11.1 mo, HR 0.84
vs Docetaxel, trend to resp in
previosly treated PD-L1. Grade
> 3 neutropenia 25%.

Tropion-Lung 01: PFS 4.4 mo,
0S 12.9 mo, vs Docetaxel.
Grade 2 3 TEAEs Stomatitis 6%,
ILD 3.7%

LUMINOSITY: ORR 35% (high-
expression group), PFS 5.7 mo;
Peripheral neuropathy 30%.
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