First-in-human study of DM005, an anti-EGFR/c-MET bispecific antibody-drug conjugate,
in patients with advanced solid tumors #545808
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- . e T . . Table 1: Baseline Characteristics (N=70)
Figure 1: DM005 Molecular Design Figure 2: Proposed Mechanism of DM005 Flgure 5. Antitumor CIctIVIty of DM0OS in solid tumors Median age, years (range) 60 (40-76)
Best Tumor Response in Target Lesions (N=65) Sex, n (%)
80- ®  05mgke(N=3) * 42mgkg(N=17) Female 35 (50%)
;\; - 1 mg/kg (N=3) w 5.2 mg/kg (N=18) )
< 60 r lemgkg(N=3) ™ 6.5 mgkg (N=13) Male 35 (50%)
é ®  25mgkeg(N=3) " 8mgkg(N=3) Race
E’ ‘0. ¥ 3.3 mgkg (N=2) Asian 58 (82.9%)
E:n White 12 (17.1%)
§ 20 Baseline ECOG PS, n (%)
o 0 8 (11.4%)
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3 1 62 (88.6%)
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'; -201 Table 2: TEAEs and TRAEs occurring in 220% of patients
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Sample ka (1/Ms) kd (115) KD (M) 2‘0 -40- Sy:teT Or%a_lr] Class TEAE, Overall (N=74), N (%) TRAE, Overall (N=74), N (%)
N0 hEGFR-His 1.92E+05 1.65E-02 8.59E-08 =S % 4.2 me/kg referred ferm Any Grade 2G3 Any Grade 2G3
BhMET-His 299EF0 2-24E-05 3.70E-08 g 00 Related to EGFR inhibition
2 —
« Mechanism of Action: DMOO5 is a novel, first-in-class bispecific antibody-drug conjugate (BsADC) targeting EGFR -80° EGFR-mu. NSCLC EGFR-wt. NSCLC SCLC_ HNSCC _ CRC PDAC Constipation 27(36.5) 0 15(20.3) 0
and c-MET, engineered to overcome resistance mechanisms associated with standard-of-care targeted . . . . o . . Related to MET inhibition
therapies. (Figure 2). Figure 6: SW|m_mer plqt o'f treatment tlmeqnd antltumqr actlvlty Qf DMOOS In SQlId tumors Hypoalbuminaemia 24(32.4) 0 15(20.3) 0
. - , , - , , , , — = — . Elevation of AST 16(21.6) 0 14(18.9) 0
 Payload & Design: It utilizes a fully humanized bispecific antibody conjugated to a highly potent DNA topoisomerase | , S — S
L : : : : . ) : . : : A~ . 0Smekem3) Related to MET/EGFR inhibition
inhibitor (BCPT02) via a proprietary cleavable linker, with an optimized drug-to-antibody ratio (DAR) of 4. (Figure 1). 0. - sl
0> o /gk@(‘ )3) | Nausea 39(52.7) 2(2.7) 36(48.6) 2(2.7)
° ° . . > = O MEks = . .
 Dual-Targeting Rationale: EGFR and c-MET are frequently co-expressed across various solid tumors (e.g., NSCLC, EGFR-mu. 2~ = 2smgkg@d) Others
HNSCC, CRC) and drive tumor progression and treatment resistance. Dual targeting enhances tumor-specific e : D Decreased appetite 31(41.9) 1(1.4) 29(39.2) 1(1.4)
internalization and selectively delivers the cytotoxic payload, overcoming resistance associated with single-pathway =  52mekgm-18) Hypoalbuminaemia 24(32.4) 0 15(20.3) 0
. op oy o« o . . o« o . n : x= 6.5 mg/kg (n=13)
|nh|b|t|or\. Precllnlcol. s.tudles demonstrated robust and durable antitumor activity across multiple PDX/CDX models, - T e Hypocalcaemia 17(23.0) 0 8(10.8) 0
supporting further clinical development of DM005 (Figure 3). = L tcmentongong e vonatraomia p— an 5108 X
° A PR
Flgure 3: Best response of DMO0O05 (6 mglkg) - : o — — | | | | | | | - © SD | | | Leukopenia 27(36.5) 7(9.5) 27(36.5) 7(9.5)
Note: —- e Lymphopenia 24(32.4) 9(12.2) 20(27.0) 7(9.5)
* Regression= (Ti-T0)/T0*100% " 6> | | | | | | | | | | | | | | |
« AT/ AC=(Ti-T0)/(Ci-C0)*100% . 2 Neutropenia 20(27.0) 11(14.9) 20(27.0) 11(14.9)
Ti, tumor volume of treatment group on best response day (210 , - , o>
Q days) Eggﬁgﬂ' — yel Aspartate aminotransferase increased 16(21.6) 0 14(18.9) 0
Z; TO, tumor volume of treatment group before 1st dose on day0 i
Ci, tumor volume of control group best response day ) -
E ~CO, tumor volume of control group before 1st dose on day0 o Anaemia 36(48.6) 3(4.1) 34(45.9) 3(4.1)
< - :
* refers to CDX models, and the remaining are PDX models B — > Fatigue 25(33.8) 1(14) 23(31.1) 101.4)
B Body weight loss 16(21.6) 0 12(16.2) 0
§ SCLC . : | | | | | | | | | | | | | | |
= - 5 ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ | | | | | | Note: N: number of subject; number of subjects 74 also includes 4 expansion cohort subjects.
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o CRC : Safety Profile
Q - — | | | | | | | | | | | | | | | | | ers
= — cn o o> - Favorable Tolerability: DM005 was generally well-tolerated at dose levels up to 8.0 mg/kg. The MTD has not
" | 100 hac . —_—— been reached, and no DLTs or treatment-related deaths were reported.
0 6 12 18 24 30 36 42 48 54 60 . oy .
.  No ILD and IRR: Importantly, there were no reports of treatment-related interstitial lung disease (ILD),
EGFRIHC | 3+ | NA | NA | 2+ | 3+ | 3+ | NA [ NA | 3+ | 3+ | 3+ | 3+ | 3+ | NA | 3+ | 3+ | 1+ | 3+ | NA | 3+ | 3+ | NA | NA | 3+ | 3+ | 3+ Treatment duration (Weeks) .. . . .
c-MET IHC 2+ NA | NA 1+ 1+ 1+ NA | NA 0- 3+ 2+ 2+ 3+ NA 2+ 1+ 0- 1+ NA 3+ 3+ NA | NA 3+ 3+ 3+ o o o pneum0n|t|s, or InfUSIOn_reIOted reGCtlonS (IRRS)
Preliminary Efficacy - Predictable Adverse Events: The most common treatment-related adverse events (TRAEs) were primarily
& & - Encouraging Antitumor Activity: Among 65 heavily pretreated patients evaluable for tumor assessment gastrointestinal and hematologic, including nausea (48.6%) and anemia (45.9%), which were mostly Grade
Tumortype | 3 | © = 53|cclos 5 6wl o C<|lo3|oz at the data cutoff, DMO05 demonstrated robust preliminary clinical benefit across multiple dose cohorts. 1 or 2.
2| < I < ‘HEHEE o 2138 8 SHIEHIEE: . . . . . : . - -
El8lol818 a8, SEIS3|S53| o sl el 8l 1al, |5 o3 5| 5 [38|ok |} . Broad Efficacy: Deep and durable tumor regression was observed in NSCLC patients with EGFR-mutantand ~ * High-Grade Events: The most frequent Grade 23 TRAEs were neutropenia (14.9%), lymphopenia (9.5%), and
-/ \ wild-type, small cell lung cancer (SCLC), and HNSCC. leukopenia (9.5%). /

\_
-

Methods \ [ DMOOS5 exhibited a favorable pharmacokinetic profile

Figure 4: Study Design The systemic exposure of DMOO5 increased approximately proportional to dose with the mean T, of 52~140 h. The PK parameters of total antibody were similar to those of
\ Dose escalation (N=28) pose backfilling (N=42] mimary oot \ . Study Design: This is an ongoing, first-in-human, multicenter, open-label k DMOO0DY, suggesting that DM0O05 was stable in the circulation. The BCPT02 exposure in the blood was much lower than that of DMOOb. /
Key eligibility criteria * safety Phase 1/2a study (NCT06515990) evaluating DM005 in patients with
* Subjects who have M/A NSCLC, SCLC, 8.0 mg/kg / \ o d d OdVOnced SOIid tumors. / Conc' USions \
ancreatic cancer, Gastroesophageal Cancer 6.5 mg/kg Secon ary en pOintS: ° H . ih I I o . . “re . . . . . . .
ch Hc: HNscc’a:d:ther:idgtu;irs - Three backfilling " one Dose Escalation (Part 1): Utilizes a standard 3+3 design to determine Fhe - DMO0O5 exhibits a highly favorable safety and tolerability profile in patients with heavily pretreated advanced solid tumors, with no DLTs, MTD not reached (up to 8.0 mg/kg),
curable with standard local therapies and "3+3” cohorts targeting . DGR ?&%’;Sﬂum tolerated dose (MTD) and recommended dose for expansion and notably, zero incidence of treatment-related ILD or pneumonitis.
BV PIrREREseC] e ST Eine) USIE ) O > various advanced * DOR ' - Through dual EGFR/c-MET targeting and a potent topoisomerase | inhibitor payload, DM005 demonstrates highly encouraging preliminary efficacy, particularly in NSCLC, SCLC,
intolerant to standard therapy —— solid tumors " PR - Administration: DM005 is administered via a single intravenous (Iv) and HNSCC.
" 2idyears -Jmm -2 infusion every 3 weeks (Q3W), with a 21-day dose-limiting toxicity (DLT) T - - : - : - i i i
+ ECOG status of 0,1, or 2 . PK . Y . ’ Y 9 Y « Dose optimization and expansion cohorts are actively enrolling patients across multiple tumor types to further validate these promising early clinical findings.
* Life expectancy 2 3 months \ / . Observqtlon pe”Od-
et - Exploratory endpoints: / \
° equate organ runcaon ® . 1 1 1
* Patients who received prior treatment with DMO005 monotherapy IV Q3W D1 Enrollment of dose backfilling > DTG B CEEEL ) Uik g;cs:less_l_sm]egl::e:lgmor response IS eVOIUOted by InveStIg(]tOI‘ Ossessment per ACkn OWIedgements
can be eligible. h let d expression of biomarkers, EGFR . . . o . .
\ADC be eligibl / as complete \and/orc-mnand o anﬁ_tuny The authors would like to thank all the participants and their families.
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