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 Sacituzumab tirumotecan (sac-TMT) is a novel antibody-drug conjugate targeting Patient Characteristics Efficacy | Safe_ty |
trophoblast cell surface antigen 2 (Trop-2) with a unique bifunctional linker that . As of July 6, 2025, 188 patients were enrolled in each treatment - Sac-TMT was associated with longer PFS than chemotherapy. ’ Dhesplt?h |°”99r8 gxposélu;re W'E[?] SE][C'TN,'[T compared vt\)/:th
maximizes delivery of a belotecan-derivative topo | |n.h|b|tor payload to tumor cells. group in the overall study. Among them, 128 patients (68.1%) in the * Median PFS was 7.4 months for sac-TMT versus 4.3 months gn?/r_rll_cl)?AeEr,a%ogogA).stgg.z.%gngc;gdes)z,sqlgllac:'&)é,vga7§8%:/gr\rllspgr5é7o/eo.;
Sac-TMT (TROP2 ADC) design | sac-TMT group and 126 patients (67.0%) in the chemotherapy group for chemotherapy (hazard ratio [HR], 0.51; 95% confidence TRAE leading to dose reduction, 28.1% vs 23.8%; TRAE
Unique, bifunctional linker | Venoclnalambodv had =3 metastatic sites at baseline and comprised the subgroup interval [Cl], 0.38-0.67) (Figure 2). leading to treatment interruption, 36.7% vs 32.0%. No fatal
+ Maximizes payload delivery to tumor cells ’ " Sadiuzumab, & umanized ant [KOP2 population for this analysis. (Table 1). TRAEs occurred with sac-TMT versus one with
+ Ireversible connection with the antibody ' chemotherapy. No TRAEs led to treatment discontinuation in

either group.

§ DTESTEIS EEEAE DETNE Cytotoxic payload « Baseline characteristics were generally balanced between both 0.70), ORR (61.7% vs 43.7%) and DCR (86.7% vs 77.8%) (Figure 3

lysosome ensures payload release in the « Novel, belotecan-derived topoisomerase | inhibitor

tumor cell . Average DAR of 7.4 (range, 7-8) groups, including age, disease stage, prior EGFR-TKI exposure, & Table 2).  TRAEs were predominantly hematologic in both groups, with
- Membrane permeability elicits a bystander effect in smoking history and baseline brain metastases, etc. stomatitis more frequent for sac-TMT (Figure 4).

% ‘( X antibody with high affinity for TROP2
ensures minimal payload loss in the circulation ‘ /Pbg/II\J \‘  Consistent imprOvement was observed in OS (HR, 049, 95%C|, 0.34-

nearby tumor cells Figure 2. PFS as assessed by BICR of Pts with 23 mets : :
. . . . Table 1. Patient Demographics and Baseline Characteristics J _ d Figure 4. Overview of TRAEs (All Grade 2 20%)
 The phase lll OptiTROP-Lung04 study demonstrated superior survival outcomes with 100 sac-TMT chemotherapy T w—— "
sac-TMT compared with platinum-based chemotherapy in patients (pts) with advanced SNaE'Ig"aT Che&ngt?zegapy (n=128)  (n=126) WBG decrensed | 2 EE .
or metastatic EGFR-mutated (EGFRm) non-small cell lung cancer (NSCLC) after =2 eateh) 2 . No. of Events 1067(i2'8) 1074“;4'9) Neutropenia - 758 6.7
progression on EGFR-TKIs'. Age P Median PFS (95% CI), m0 (5.7 -8.5) (4.1 5.5) Aopecia | 1
Median (range) 60.0 (31, 75) 60.0 (33, 75) g i HR (95% Cl) 0.51 (0.38 - 0.67) *a r::::: 42.2 39.346.7
« Pts with high tumor burQe_n, commonly Qeflned by t_he presence of 23 metastatic S|f[es >65 yr , n (%) 35 (27.3) 40 (31.7) _% %+ . S Decreased appetis - d w
(mets)?, represent a clinically challenging population with poor outcomes following . 2 | 5-9% 2 Thrombocytopenia - a3
EGFR-TKI failure. Sex, n (%) g = s 10.8% 3 Stomatiis | iy soff s
Male 49 (383) 63 (500) : +  Censored : I% - ALT ?ncreased ; 25 08 | os 31.1
. Thits stul?_gro_ttjp analysis evaluated the efficacy and safety of sac-TMT in pts with 23 g qking history, n (%) 0 3 6 0 Timiiﬂ s 15 Y 2 24 AST'”VC;::::: S
metastaliC SItes. No. at risk ight decreased - 26.6 15.6
Current or former smoker 33 (25.8) 38 (30.2) SeTuT 128 o4 . 50 a0 2 ; . 0 O o | e T  —
METHODS Never smoked 95 (74.2) 88 (69.8) CuiﬂffDaIiOES-OT'Oﬁ 100 80 60 40 2'0I ] 0 (0/)2'0 40 60 80 100
. ECOG score, n (%) Figure 3. OS of Pts with 23 mets Salely analysos woro based on tho safty sels (52t TMT, o128 chomothorapy, 12122). cfoase
DeSlgn 0 21 (1 6 4) 25 (1 9 8) sac-TMT chemotherapy AST. aspartate aminotransferase ’ : ’ : ’
« OptiTROP-Lung04 study is a multicenter, open-label, randomized phase lll trial. Eligible 1 107 83. . 101 86 , No. of Events 4(3_(:13283)) 7(3_(;267)) DISCUSSION AND CONCLUSION
pts with locally advanced or metastatic nonsquamous EGFRm NSCLC who progressed (83.6) (80.2) NR 15.7
after EGFR-TKI therapy were randomized 1:1 to receive sac-TMT 5 mg/kg Q2W or Disease stage, n (%) 1001 Median OS (95% Cl), mo  (19.0-NE)  (12.5-17.4)  For pts with high tumor burden (=3 mets), sac-TMT provided
pemetrexed plus platinum-based chemotherapy (Figure 1). b 1 (0.8) 0 N MR (95% £ 0:49(0.34-0.70) substantial and clinically meaningful improvements in PFS,
| | | | | I/ 127 (99.2) 126 (100) - : : OS, ORR and DCR compared with platinum-based
« The primary endpoint was progression-free survival (PFS)assessed by blinded - | . chemotherapy, with no new safety signals identified.
independent central review (BICR)per RECIST v1.1. Secondary endpoints included Liver metastases, n (%) 21 (16.4) 30 (23.8) % : :
overall survival (OS), objective response rate (ORR), disease control rate (DCR), and Brain metastases, n (%) 26 (20.3) 30 (23.8) T @ | . These results support sac-TMT as an effective treatment
fna;teatu)sl,;c;c'rz:lss _tSeUSngObUaZ eal'r;1ae|ySIS assessed PFS, OS, ORR, DCR and safety in pts with 23 EGER mutation subtypet, n (%) S option following EGFR-TKI failure in patients with extensive
| | I . 20 Sac-TMT | | : ' I
L858R 61 (47.7) 47 (37.3) oy ; : metastatic disease.
Figure 1. Study Design of OptiTROP-Lung04 Study 19-Del 68 (53.1) 80 (63.5) ot ; : ; - - 1:8 - - REFERENCES
Randomized, multicenter, open-label, phase 3 trial (NCT05870319) Other 6 (4.7) 5 (4.0) No.at ik Time (Menfhs [1] N Engl J Med. 2026 Jan 1;394(1):13-26.
T790M tati tat o o SETVT 128 124 113 107 101 8 52 15 0 [2] Cancer. 2009 Jul 1;1 15(13)2930-8
Key Eligibility Sac-TMT Primary endpoints’ mutation status, n ( o) CutoffDat::?O%-O?vOB
*ECOG score 0 or 1 - mg/?(:IV QW - *PFS assessed by BICR Negative 31 (24_2) 27 (21 _4) NR: not reached, NE: not evaluable ACKNOWLEDGMENTS | | N |
‘Nsg-NSCLC (stage llIB/IIIC or stage IV) ’ Secondary endpoints Positive 23 (18.0) 22 (17.5) Table 2. ORR and DCR as assessed by BICR of Pts with 23 mets * The authors thank the patients and their families for their
EGFR-sensitive mutations a ——+0S (key secondary endpoint) Sac-TMT Chemotherapy Invaluable c.:ontrit_)u_tion. ar)d commi_tment, and the_ study
-Progression after 3rd gen TKI therapy or Pemetrexed 500 mg/m? + Carboplatin AUC 5 or *PFS assessed by investigator Unknown 74 (57.8) 77 (61.1) (N = 128) (N = 126) team for their participation in the OptiTROP-Lung04 trial.
progression after 1st or 2nd gen TKiIs with Cisplatin 75 ma/m?2 Q3W for up to 4 cvel *ORR, DCR, DOR, etc. Previous third-generation 0
negative T790M .P:r::t::xe d:'(?omm g2 m::nl::n:nc:;:v -Safety EGFR-TKI, n (%) ORRO (CR+PR), n (%) 79 (61.7) 55 (43.7) . This study wgs supported by Sichuan Kelun-Biotech
Treatment until disease progression, intolerable toxicity, or patient request to discontinue treatment. First-line therapy 79 (61 7) 85 (675) 95%Cl 5275 70.2 348, 52.8 B|OpharmaceUt|Ca| CO., Ltd.
|; DCR (CR+PR+SD), n (% 111 (86.7 98 (77.8
. Stratification factors. Second-line therapy 41 (32.0) 35 (27.8) ( ), N (%) (86.7) (77.8) CONTACT INFORMATION
1. Prior EGFR-TKI therapy (3rd gen TKI in 1st line vs in 2nd line vs no 3rd gen TKI) Never received 8 (6.3) 6 (4.8) 95%CI 79.6, 92.1 69.5, 84.7  Contact Dr Li Zhang at zhangli6@mail.sysu.edu.cn for
2_ Brain meta Sta ses ( ye S VS no) 1The sum of percentages exceeds 100 because of overlapping mutations in some patients. The subcategory “Other” CR: complete response, PR: partial response, SD: stable disease questi()ns or com ments_

includes other EGFR mutations co-occurring with exon 21 L858R substitution or exon 19 deletion.



