Trastuzumab deruxtecan for pretreated patients
in China with HER2 IHC 3+ solid tumors:

DESTINY-PanTumor03 Part 1 primary analysis
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Objective

* To present the primary analysis results from DESTINY-PanTumor03 (NCT06271837) Part 1, evaluating the efficacy and safety
of trastuzumab deruxtecan (T-DXd) in pretreated patients in China with human epidermal growth factor receptor 2 (HER2)
immunohistochemistry (IHC) 3+, locally advanced, unresectable, or metastatic solid tumors'
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Figure 1. HER2 INC 3+ Patient populatlon

* HER2 expression is observed in a range of tumor types (Figure 1)
o T-DXd (HER2-directed antibody-drug conjugate) is approved i [HSRRPRR
multple countries for HER2-positive and HERZ-low/ultraiow breas: Tl ledl e Adults wih histologically confirmed locally advanced, unresectable, of metastatic
cancer, HER2-positve gastric or gastroesophageal junction solid tumors
adenocarcnoma, and HER2-mutant non-small cell lung : ~ Patents with breast, gastric, or gastroesophageal junction tumors, of
cancer (NSCLC)*4 NSCLC with a known HERZ mutation, were excluded
® In DESTINY-PanTumor02 Part 1, T-DXd demonstrated clinicaly % — ® HERZ IHC 3+ expression by central testing and scored using current American Society of
meaningful actvity in pretreated advanced HER2-expressing sosy e Solnctel IS %mowlmdmhmMSCWﬂwm'ﬂm
tumors: the greatest benefit was observed in HER2 IHC 3+ tumors? (SR “ HERZ in gastric cancer™®
* Disease progression following 21 prior systermic treatment for advanced or metastatic

* Based in part on these data, T-DXd has been approved in over 15
disease, or without allernative treatment oplions

countries, mmu&xmmmwa
metastatic -positive (IHC 3+) solid tumors who have received TP ’ = Prior HER2-dwrected therapy was allowed
prior ireatment and/or have no satisfactory allernative therapies* ¢ Eastern Cooperative Oncology Group performance status of 0 or 1
#9 NSCLC o Measurable target disease by Response Evaluation Criteria in Solid Tumours 1.1
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Open-label, multicenter, Phase 2 Primary:
e Confirmed ORR (ICR)*
T-DXd 5.4 mg/kg IV Q3W Secondary:
¢ Confirmed ORR (INV)*
Trial registration # » DOR, DCR, PFS (ICR and INV)*
NCT06271837 e Overall survival

e Frequency of AEs, serious AEs, and

Data cutoff AEs of special interest

November 28, 2025

“Per RECIST 1.1. AE. adverse event; DCR, disease control rate, DOR, duration of response; ICR, independent central review.
INV. investigator assessed. [V, intravenous, ORR, objectve response rate, PFS survival.
W.M3m;mcm.nmemmmsmtm trastuzumab deruxtecan
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* Al primary data cutoff (November 28, 2025), 50 patents with biliary tract (n=11) Table 3. Efﬂcacy outcomes by ICR and INV
colorectal (n=6), cervical (n=10), endometnial (n=7). ovatian (n=5), non-small cell lung (n=7),
Of other cancers (parotid gland, n=3; bladder, n=1) had received T-Dxd All patients (N=50)
* Nineteen (38 0%) patents were fecerving ongoing treatment at data cutolf. the most
Common reason for treatment discontinuation was objective disease progression (n=15 ICR* INV*
30.0%; Table 1)
* Median (range) follow up for all patients was © 9 (1 1-18.3) months Confirmed ORR. % (95% CI) 580432 719) 560413 700)
® Medan (range) number of prior treatment regimens among patients was 2 (1-10), 38.0% of "t 1 154 (125, NE 12383
ak patents had recsived at least three pnor knes of therapy (Table 2) Median DOR, o ket ( : ® s
- DCR at Week 8, % (95% Cl) BB.0 (757, 65 5) 80.0(78.2, 96.7)
Table 1. Patient disposition
DCR at Week 12, % (95% (o)) 820(68 6, 91.4) 86.0(733,942) S4
All patients (N=50)
Median PFS, months (25% CI) 157 (7.2, NE) 10883 138 .
Recevod T-0Xd. n 50 (
Medan overall survival Not reached =]
Ongong treatment st DCO, n (%) 19(38.0) Frmany endpont confrmed ORR by KR *Par RECIST 1 1 01 contdence intervat DCA, draemse continl rate
'.\'): gumaton of resgorse ICR r&mlwun P % r-‘.-n vnu?leu NE vruumgu . o A
4 ORr oY J ' P¥S. progn . vi CisT Crwra o Scie
Dsconlmuod tre L n ‘%) 11 (02 0) COPCtve respoise e Pogresson- fee survive ¥ igente Evalaton @ o N
; Figure 2. Survival outcomes
Ol doss mgreuin Figure 2 Survival outcomes
Adverse avent 6(12.0) PFS by ICR =
L
atlent 1.0+
Patlent decaion 4(8.0) Median (95% CI) PFS Am
Pacst 094 15.7 (7.2, NE) months
3(60) 2 08
Subyective disease progression 2(4.0) & 074
T 06
Investigator decision 1(2.0) 5 05 = (RS s DNJ
¥
Median follow up, manths (range) 89(1.1-183) ? el
- 03+
LS T T N -
DCO. 08 cut 70 ‘.'.:I:,':".L‘Lt..‘:;““"""’ — 024 |
01+
Table 2. Baseline demographics and clinical characteristics 0 v : . : . ’ oA,
0 3 L] “ 12 15 18 21
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Efficacy

* The primary endpoint of confirmed objective response rate by independent central

review (ICR) was 58.0% efficacy outcomes by ICR and investigator assessment (INV)
are presented in Table 3

- Median duration of response by ICR was 15.4 months and by INV was
12.3 months (Table 3)

- Disease control rates were maintained above 80% from Week 6 through
Week 12 (Table 3)

- Median PFS by ICR was 15.7 months; median overall survival was nol reached
(Table 3 and Figure 2)

Safety

o Drug-related adverse events (AEs; any grade) occurred in 49 (98.0%) patients, and
Grade 23 drug-related AEs occurred in 31 (62.0%) patients (Table 4)

~ The most common drug-related AEs included decreased neutrophil (74.0%) and white
blood cell (66.0%) count, and anemia (68.0%; Figure 3)

e Adjudicated drug-related interstitial lung disease / pneumonitis occurred in four (8.0%)
patients; three cases were Grade 2, and one case was Grade 3
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Table 4. Safety

AE category, n (%) All patients (N=50)
Any 50 (100)

Grade 23 34 (68.0)
Associated with death 0

 Drug-related 49 (88.0)
Grade 23 31 (62.0)
Serious 14 (28.0)
Associated with dose reduction 11 (22.0)
Associated with dose interruption 12 (24.0)
Associated with dose discontinuation 6(12.0)

Analyses include all paberts who recerved 21 gose of T-DXd (n=50). Median {range) duraton of restmentwes § 1 (0 7-17.8)
months Mul!moocmmmmomommmwmwwmereuotununMdom
AL acverse evert T-0Xa trastuzumad derustecan
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Figure 3. Most common drug-related AEs
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Conclusions
e T-DXd demonstrated durable and clinically mean

hgfulbeneﬁtinpreheatadWHERZch 3+ advanced or

metastatic solid tumors

- Anﬁnmoractmywuobsavodamamngeofswdum. and durable responses led to clinically meaningful
progression-free survival (PFS)

e Safety was generally consbﬁantwimmeeshblshedT-DXdproﬂle.Mmmmwsak!yWObsemd“

» Data were consistent with results from Part 1 of the DESTINY-PanTumor02 (NCT04482309) study?

* Overall, results from DESTINY-PanTumor03 Part 1 support T-DXd as a tumor-agnostic treatment for patients in China with
HER2 IHC 3+ solid tumors
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Plain language summary

@ Why did we perform this research?

Trastuzumab deruxtecan (T-DXd) is an antibody-drug conjugate, which is a chemotherapy with a linker (together
called deruxtecan) joined 1o an antibody (trastuzumab) T-DXd binds to human epidermal growth factor receptor 2
(HER2) on the surface of cancer cells. Once inside the cell, it releases the chemotherapy to kill these cells, 2
T-DXd is a recommended treatment in multiple countries, including the US, for people with solid tumors that have
the highest level of HER2 (HER2-positive, also known as immunohistochemistry [IHC)] 3+ tumors) and

have spread from the original site to other parts of the body (known as advanced or metastatic cancer) or cannot be
completely removed with surgery, and who have received prior systemic treatment and/or have no satisfactory
alternative treatment options available 35 As treatment options for these individuals in China are limited,
DESTINY-PanTumor03 Part 1 investigated the benefits and side effects of T-DXd in people in China with HER2

IHC 3+ solid tumors ¢

How did we perform this research?

with surgery, except those with breast or stomach tumors, or those with

. . . Participants must have received prior systemic treatment or had no
satisfactory alternative treatment options available before receiving T-DXd.

partici in Part 1 h :
Thamonmmonmocﬂmnhhdb'r- foss o So o cte or partial response to T-DXd

DXd, seen in more than 50% of people, included reduced neutrophil
nt, and i
s ey platelet count, as well as anemia, nausea, and increased aspartate

i s T-oxc.'uom"' the observed side effects were generally consistent with those expected in

@ What are the implications of this research?
1 Nokaca

T. @8 Chem Prorm Bull (Towval 3618 8y cea o - _
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