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Introduction

e DL-05 is an open-label, single-arm, Phase 2 trial evaluating the efficacy and safety of T-DXd 5.4 mg/kg in patients with HER2m metastatic NSCLC with disease progression on or
after 21 prior anticancer therapy (Figure 1)

e Locally or centrally confirmed HERZ2 mutation was acceptable for trial eligibility and retrospective central confirmation was performed on all patients enrolled based on local testing

e HERZ2 mutations have been identified in ~2—4% of tumors in patients with
NSCLC globally, including in patients from China2-°

Trastuzumab deruxtecan in Chinese patients
with previously treated HER2 mutant non-small

e In China, there are no treatments specifically approved for patients with
HER2m NSCLC

Figure 1. DL-0S5 trial design
e T-DXd is approved in the US, EU, and Japan for the treatment of adult
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*Approximately 80 patients were planned for enroliment, with 72 patients enrolled at data cutoff. TBased on a pre-existing tissue test result from a local laboratory or prospective central confirmation of the HER2 tissue mutation test result.
*Treatment with prior HER2-directed therapy, except for pan-HER?2 class tyrosine kinase inhibitors, and prior treatment with an ADC that consists of an exatecan derivative that is a topoisomerase | inhibitor were not allowed
ADC, antibody-drug conjugate; DCR, disease control rate; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2; ICR, independent central review; INV, investigator assessed; 1V, intravenous; NSCLC, non-small cell lung

cancer; ORR, objective response rate; PFS, progression-free survival; PS, performance status; Q3W, every 3 weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1; T-DXd, trastuzumab deruxtecan; WHO, World Health Organization
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Results and interpretation

Patient characteristics Safety

Figure 2. Best change from baseline in target lesion size by ICR
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. : 1001
i i HER.2m TetaStatIC NSCLC were enrolled (full analysis set) and had £ 90- M Complete M Partial W Stable I Progressive e The safety profile of T-DXd is shown in Tables 3 and 4
Ob ectlve received 21 dose of T-DXd o  80- response response disease disease*
j : : . - : N 29 e The most common (25%) drug-related Grade =3 adverse events by
e Patient demographics and clinical characteristics are presented in Table 1 ® 3 (26.4%) th 2 (18.10
e The objective of the Phase 2, single-arm DESTINY-Lung05 (DL-05) trial was to evaluate the efficacy and safety of Th 4 duration of fol 0.8 (10-14.0 " S gg: grouped term weore neutropenia (26.4%), torombocytopenla (18.1%),
trastuzumab deruxtecan (T-DXd) 5.4 mg/kg in Chinese patients with human epidermal growth factor receptor 2 (ERBB2) * The median (range) duration of follow up was 9.8 (1.0-14.0) months S 0 leukopenia (11.1%), and lymphopenia (6.9%)
mutant (HER2m) metastatic non-small cell lung cancer (NSCLC) with disease progression on or after =1 prior : : T [ e Most cases of adjudicated drug-related interstitial lung disease/pneumonitis
anticancer therapy Table 1. P_atl_ent demographlcs and clinical ‘E 20- (6/7) were of low grade (Grade 2)
The primary endpoint was to determine the confirmed objective response rate (ORR) by independent central review (ICR) characteristics é 18:
Secondary endpoints included investigator-assessed (INV) confirmed ORR; duration of response (DOR), disease control Eull Ivsi * N=72 § -10- Table 3. Safety prOflle of T-DXd
rate (DCR), progression-free survival (PFS) by ICR and INV; and safety uil analysis se - 8 ~207
- Median age, years (min, max) 57.0 (34, 76) S :ig: I n (%) N=72*1
Conclusions £
Female, n (%) 41 (56.9) =2 | Any drug-related AEs 71 (98.6)
e T-DXd 5.4 mg/kg demonstrated clinically meaningful and strong, durable responses, with an acceptable and generally e :;58_
manageable safety profile in Chinese patients with pretreated HER2m metastatic NSCLC Former smoker, n (%) 22 (30.6) £ _go- Grade =3 drug-related AEs 37 (51.4)
e The response rates observed in DL-05, albeit in a small patient population, were similar to those observed in ECOG PS, n (%) @ -90- i
DESTINY-Lung02," and the safety profile was consistent with the established profile of T-DXd ~100 , _ — — — , , Grade S drug-related AEs 0
0 24 (333) Begt percgntage change is the maximum reQuctlo_n or minimum increase frqm baseline in the target lesion Elze determined by_ ICR. Analyses were_performed in .
patients with HER2m NSCLC by central testing with at least one post-baseline target lesion assessment (n=66). The dashed line at -30% change in target lesion size Serious drug-related AEs 17 (236)
indicates the threshold for partial response. The color of each bar indicates the confirmed best objective response per RECIST v1.1 determined by ICR.
1 48 (667) *Included RECIST v1.1-defined disease progression and death <13 weeks without RECIST v1.1-defined disease progression ) )
HER2m, human epidermal growth factor receptor 2 mutant; ICR, independent central review; NSCLC, non-small cell lung cancer; RECIST v1.1, Response Evaluation DrUg'related AEs associated with 2 1
Plai n Iang uage S u m mary Prior lines of therapy’ n (%) Criteria in Solid Tumours version 1.1 dose interruption 6 (36 )
1 30 (41.7) Figure 3. Duration of response by ICR Drug-related AEs associated with 14 (19.4)
Why did we perform this research? >2 42 (58.3) S dose reduction
Trastuzumab deruxtecan (T-DXd) is an antibody-drug conjugate, which is a chemotherapy with a linker Median (range) 2.0 (1-7) § Drug-related AEs associated with T
(deruxtecan) joined to an antibody (trastuzumab). Trastuzumab binds to a protein found on cancer cells called X discontinuation (2.8)
human epidermal growth factor receptor 2 (HER2), where it releases the chemotherapy (DXd) to kill these cells."2 Most common prior treatment modalities, n (%) 3 ) | | | |
T-DXd is approved in the US, EU, and Japan for people with non-small cell lung cancer (NSCLC) who have Cvtotoxic ch h 67 (931 § AAI\ErTaellyéizsrsv;/ese%irf_?_rén;dd’ Itr:aasllupzal;urigfc\ll\glgxrtzcézxed >1 dose of T-DXd. TInvestigator assessed
received prior anticancer treatment, and whose tumor cells have a mutation in the gene that codes for the HER2 ytotoxic chemotherapy (93.1) 2
protein (known as I;IEITZ (r:nhutant Lm]) and have spread to nearfby ’:Iissues or e(;sfewhere :n thehbl?l(g{ (2avaag((::eLdCor Platinum chemotherapy 65 (90.3) § Table 4. Adjudicated drug-related interstitial |ung
metastatic cancer).’ In China, there are no treatments specifically approved for people wit m : - e
) p y app peop mmunotherapy 49 (68.1) S disease/pneumonitis*
How did we perform this research? Antiangiogenic therapy 49 (68.1) S n (%) N=72
In DEST|.NY-LUHQO5, we evalluated. how well T-DXd works in Chinese pe(?ple with HER2m metastatic cancer who *Patients with HER2m NSCLC assessed by central testing; including patients with HER2 exon 19 (n=2), exon 20 §
had received one or more prior anticancer treatment and the cancer continued to grow, spread, or get worse. (;gg%g aEndtexonC 19 and t2_0 (?;1) llrnutagons I e o 2 HERO e o Treatment ongoing Any grade 7 (9.7)
: HP , zastern cooperative Oncolio roup; , uman epliaermal growtn ractor receptor Z; m, human X . .
We also evaluated the Safety of T-DXd in StUdy pamC'pantS- epidermal growth fac?or receptor 2 mgu}ffant; NpSCLC, non-small cfell lung c?ancer; PS, perforngance status § x Treatment discontinued
_ x ® Censored Grade 2 6 (8.3)
What were the findings of this research? Efficacy S 4 End of response T
This clinical study demonstrated that 58.3% of participants who had received previous treatment for HER2m e The confirmed ORR by both ICR and INV was 58.3% (95% confidence o : E:::ZE: x:tﬁ ;er;zlﬁt;;e::;nse Grade 5 114
metastatic NSCLC had a response to T-DXd, and ~92% of participants’ tumors shrank or remained stable. interval [C|] 46.1, 69.8); one patient achieved a complete response and > "Assessed by the independent ILD adjudication committee. Analyses were performed in all patients who received
X 21 dose of T-DXd. TRe-adjudicated as drug-related ILD/pneumonitis of maximum Grade 3 following updated

41 patients achieved partial responses as assessed by ICR (Table 2)

The study also demonstrated that the side effects were generally manageable in these participants.
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information provided by the investigator after data cutoff; the adjudication committee initially concluded that there was
not enough information to assess whether the death was caused by ILD/pneumonitis
ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan
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What the implicati £ thi = e Best change from baseline in target lesion size by ICR is shown in Figure 2
at are the Implications o IS researcn:

These results support further evaluation of T-DXd in Chinese people with HER2m metastatic NSCLC.

Analyses were performed via ICR in patients with HER2m NSCLC by central testing. DOR was defined as the time from the first documented complete or partial
response (n=42) until the date of progression or death or the last evaluable RECIST v1.1 assessment

DOR, duration of response; HER2m, human epidermal growth factor receptor 2 mutant; ICR, independent central review; NSCLC, non-small cell lung cancer;
RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1

e The median (range) time to onset of response from enrollment by ICR and
INV was 1.6 (1.0-7.0) and 2.4 (1.0-8.0) months, respectively

e The median DOR by ICR and INV was not estimable (NE; 95% CI 6.1, NE)
and 9.0 (7.2, NE) months, respectively
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—The DOR by ICR for each patient is presented in Figure 3
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