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Adults with locally advanced or metastatic EGFR-mutated

LIMITATIONS AND REMAINING QUESTIONS
NSCLC who had disease progression after EGFR-TKI therapy e
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monotherapy or pemetrexed plus platinum-based chemother-
apy. The primary end point was progression-free survival as
assessed by blinded independent review.

« Further research on biomarkers may help refine patient
selection for sac-TMT therapy.

CONCLUSIONS

Among patients with advanced EGFR-mutated NSCLC
that had progressed after EGFR-TKI therapy, progres-
sion-free and overall survival outcomes were signifi-

cantly better with sac-TMT than with platinum-based

chemotherapy.
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I ntrOd uctio n Table 1. Baseline Characteristics of the Patients (intention-to-Treat Population).*
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Figure.2

A Overall Survival

100+
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2 80+ 655 (583723 No. of Patients Survival
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£ . (%) ( :O )
s Sac-TMT
g e Sac-TMT  67/188 (35.6)  NE (21.5-NE)
g 40 48.0 (40.2-55 4: Chemotherapy 101/188 (53.7)  17.4 (15.7-20.4)
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£ 50 (95% Cl, 0.44-0.82)
! Two-sided P=0.001 by stratified
| log-rank test
0 . . ; . ; i . . Boundary for statistical significance,
0 3 6 9 12 15 18 21 24 two-sided alpha, 0.0124
Months
No. at Risk
Sac-TMT 188 184 167 158 147 127 75 25 0
Chemotherapy 188 180 162 147 132 110 57 13 0
B Analysis of Overall Survival in Prespecified Subgroups
Subgroup Sac-TMT Chemotherapy Hazard Ratio for Death (95% Cl)
no. of eventsftotal no. of patients
All patients 67/188 101/188 — 0.60 (0.44-0.82)
Sex
Male 28/66 47/83 s e 0.70 (0.44-1.11)
Female 39/122 54/105 —_—l 0.54 (0.36-0.81)
Age
<65 yr 41130 69/137 [ 0.55 (0.37-0.81)
=65 yr 26/58 32/51 - = 0.62 (0.37-1.05)
History of smoking
Current or former smoker 18743 29/53 —_—. 0.71 (0.40-1.29)
Never smoked 49/145 72/135 A 0.55 (0.38-0.79)
ECOG performance-status score
0 10/35 19/43 - 057 (0.27-1.23)
1 57/153 82/145 S — 0.59 (0.42-0.83)
Previous third-generation EGFR-TKI therapy
First-line therapy 44/118 67/117 — = 0.59 (0.40-0.86)
Second-line therapy 20/60 29/60 R 0.58 (0.33-1.03)
Brain metastases
Yes 13/33 21/36 - 0.65 (0.32-1.30)
No 54/155 80/152 A 057 (0.40-0.81)
Liver metastases
Yes 12/25 22/33 - 0.53 (0.26-1.10)
No 55/163 79/155 R 0.60 (0.43-0.85)
EGFR mutation subtype
Exon 21 L858R substitution 36/84 38/71 —_— 0.75 (0.48-1.18)
Exon 19 deletion 31/106 63/118 _— 0.46 (0.30-0.71)
T790M mutation status
Negative 18/48 21/40 - 0.67 (0.35-1.25)
Positive 7/29 20/36 -~ 0.36 (0.15-0.85)
Unknown 42/111 60/112 —_—l 0.62 (0.42-0.92)
0.25 0.‘50 1.00 2.‘00
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Table 2. Efficacy End Points as Assessed by Blinded Independent Review (Intention-to-Treat Population).*

End Point

Best overall response — no. (%)
Complete response
Partial response
Stable disease
Progressive disease
Imaging could not be evaluated
No assessmentT

Objective response — no. (% [95% Cl]) %
Disease control — no. (% [95% Cl))§

Median response duration (95% Cl) — mo¥|

Response duration 212 mo (95% Cl) — %)|

Sacituzumab Tirumotecan

(N=188)

1(0.5)
113 (60.1)
50 (26.6)
20 (10.6)
1(0.5)

3 (1.6)

114 (60.6
[53.3-67.7))

164 (87.2
[81.6-91.6])

8.3 (6.2-10.0)
36.3 (27.3-45.3)

81 (43.1) O

70 (37.2)
26 (13.8)
0
11(5.9)

81 (43.1
[35.9-50.5])

17.0 (7.0t0 27.1)

151 (80.3 6.7
[73.9-85.7])

(-0.7 to 14.0)

42 (3.0-4.4)
8.1 (3.3-15.3)
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Table 3. Treatment-Related Adverse Events (Safety Population).*
Sacituzumab Tirumotecan Chemotherapy
Event (N=188) (N=182)
Any grade Grade =3 Any grade Grade =3
D;TEEIE E ) number of patients (percent)
Any treatment-related adverse event 188 (100.0) 109 (58.0) 179 (98.4) 98 (53.8)
Leading to dose reduction 57 (30.3) — 41 (22.5) —
. Leading to dose interruption 69 (36.7) — 60 (33.0) —
- 0.60 Leading to treatment discontinuation 0 — 1(0.5) —
Leading to deathy 0 — 1(0.5) —
Any treatment-related serious adverse event 17 (9.0) — 32 (17.6) —
Treatment-related adverse event with an incidence of
=10% in either group
Anemia 159 (84.6) 21 (11.2) 139 (76.4) 26 (14.3)
White-cell decreased 157 (83.5) 52 (27.7) 127 (69.8) 40 (22.0)
Alopecia 157 (83.5) 0 7(9.3) 0
Neutrophil count decreased 142 (75.5) 75 (39.9) 126 (69.2) 60 (33.0)
Stomatitis: 121 (64.4) 9 (4.8) 9 (4.9) 0
Nausea 89 (47.3) 1(0.5) 86 (47.3) 2 (11)
Anorexia 78 (41.5) 0 8 (31.9) 0
Fatigue 72 (38.3) 7(3.7) 73 (40.1) 4(22)
LA-she Weight loss 52 (27.7) 0 8 (15.4) 1(0.5)
Thrombocytopenia 51 (27.1) 4(2.1) 85 (46.7) 30 (16.5)
Vomiting 50 (26.6) 0 (21 4) 1(0.5)
Alanine aminotransferase increased 46 (24.5) 1(0.5) 3 (34.6) 2 (L1)
Constipation 39 (20.7) 0 1 (17.0) 0
Aspartate aminotransferase increased 5 (18.6) 1(0.5) 63 (34.6) 2 (LY
Rash 5 (18.6) 0 4(7.7) 0
Lymphocyte count decreased 0 (16.0) 6(3.2) 3 (12.6) 7 (3.8)
Hypoalbuminemia 3(12.2) 0 7 (14.8) 0
y-Glutamyltransferase increased 0 (10.6) 2(11) 7 (14.8) 3 (1.6)
Hyperuricemia 0 (10.6) 0 7(9.3) 0
Diarrhea 9 (10.1) 1(0.5) 6(3.3) 0
Hypokalemia 4(7.4) 4(2.1) 23 (12.6) 7 (3.8)
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