Tislelizumab plus chemotherapy followed by conversion surgery in unresectable stage lll NSCLC
QUided by MDT: a phase 2 trial Conference on Lung Cancer

FPN . P2 258 Jiewei Liu, Li Tu, Yan Li, Xin Wang, Feng Luo, YalLun Li, Zhixi Li, Ting Wang, Qiang Wu, Wen Li, Li Wang, Panwen Tian, Dan Pu, Mingyu Fan, Jingsi Dong, Xiaogian Zhai, Guowei Che
" " Lung Cancer Center, West China Hospital, Sichuan University, Chengdu, Sichuan, China. 610041 SEOUL, REPUBLIC OF KOREA

Figure 4. Pathological response and pathological downstaging
after conversion surgery
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* Induction tislelizumab plus chemotherapy showed clinically meaningful antitumor activity and enabled conversion A . Reasonsfor
. . g . . . . d . . . . . esns | . A initially unresectability = = = = EEEEEEEEEEEEEEN EEEE NN EEEEEEEEN

« Given the significant benefit of perioperative 10 plus chemotherapy in surgery in a substantial proportion of patients with initially unresectable stage lll NSCLC, with high RO resection rate and I ot -idmtatetatetatet ettt etetete ettt eltetatetetefetef ittt
resectable NSCLC'6, adding 10 to chemotherapy as induction therapy for promising pCR/MPR rate 0
initially unresectable stage Ill NSCLC may provide further survival benefit, S
partly by enabling surgery. * The induction therapy was generally well tolerated, and conversion surgery was feasible and safe. 5

* The PANDA-1 trial (ChiCTR2400086532) evaluated induction tislelizumab + 1 A T . . - i g 40
chemotherapy, followed by surgery or radiotherapy and adjuvant Sul?group flndlngs su_pport thfa feasibility of conversion surgery across baseline unresectability patterns; longer follow - g
tislelizumab, in patients with initially unresectable stage 11l NSCLC’. up is ongoing to confirm survival outcomes. S

ie)
* Here we report the interim analysis results regarding the surgical outcomes. 2 80
Table 1. Baseline characteristics Figure 3. Post-induction tumor response “ 100
Non-MPR MPR CR

@ M ETHODS Patients enrolled (n=55) Surgery patients (n=43) Reasons for _— o - - p.

. initially unresectabilitymmmmm = EEEEEEE ENEESEEE EESEEESEEEEEEEECEEEEEEEEEEN Reasons for initially unresectability Clinical stage Induction therapy cycles
. . Age, median (range), years 62 (38-70) 61 (38-70) nduc tr?linical stalge.:l::::l:.l::. :I:l.l l:l:l .: .:Ill: ::ll :: u :l B T4 Invasion of vital organs A 3 cycles

* The PANDA-1 trial was an Open-label, S|ng|e'arm phaSe 2 StUdy enrO”ed Smoklng status, n (%) " g%;ggry/?;gﬁ)){(r?;?a(;; BN NN EE NN NN NN NN EEEEE N Multi-station/bulky N2 | B M 4 cycles
patients with histologically confirmed stage IIl NSCLC deemed initially Current/former smoker 52 (94.5) 41 (95.3) © = N3 metastasis m lC
unresectable as assessed by MDT, including 1) T4 tumors invading : ' ° % W Multi-station/bulky N2 and N3 metastasis
critical structures precluding RO resection, 2 bulky or multistation N2 Never smoked 3(59) 2(4.7) 53 20 T4 Invasion of vital organs and multi-station/bulky N2 |
disease, or @ N3 disease (Figure 1). ECOG PS, n (%) s E B T4 Invasion of vital organs , multi-station/bulky N2 and N3 metastasis

 This interim analysis was prespecified in the protocol and was conducted 0 45 (81.8) 36 (83.7) 2 g 40 B S
after all patients who underwent surgery had completed postoperative 1 10 (18.2) 7 (16.3) S8 60 CT4: 33 (76.7%)
assessments to analyze surgical outcomes. Histology, n (%) g5 oT3: 2 (4.7%) \

« To analyze conversion surgery feasibility and safety across baseline s uam’ous 47 (85.5) 38 (88.4) & 80 Cﬂ?éz( 1‘2-;33 - \ = YpT2:4(9.3%)
unresectability patterns, patients were grouped into the T subgroup (D), N d : : ggmo = PR = SD - PD ' ' ypT1: 15 (34.9%)
subgroup (@ and/or 3), and T+N subgroup (1 combined with @ and/or Non-squamous 8 (14.9) > (11.6) @ £ 70: 24 (55.6%)
@) (Figure 1). Disease stage, n (%) Reasons for initially unresectability Clinical staae Induction therapy cycles  Radical therapy S /

. . . . . . N3: 4 (9.3%

* The percentages were summarized with point estimates, with two-sided A 19 (34.5) 15 (34.9) B T4 Invasion of vital organs A 2 cycles W Surgery cN3: 13 (30.2%) yPN3: 4 (9.3%)
95% Cls calculated by the Clopper—Pearson method. B 27 (49.1) 23 (53.5) Multi-station/bulky N2 W B 3 cycles Radiotherapy cN2: 16 237-2";0; I

N3 metastasis mlic B 4 cycles No local treatment cN1:5 (11.6%
Fiaure 1. Studv desian HC 9(16.4) 5 (11.6) B Multi-station/bulky N2 and N3 metastasis cNO: 9 (20.9%) - yp::ﬁ g (;%00/%)
o : Y J Baseline T stage, n (%) T4 Invasion of vital organs and multi-station/bulky N2 . Baseline yPN1:3 (7.0%)
T1-3 11 (20.0) 10 (23.3) I T4 Invasion of vital organs , multi-station/bulky N2 and N3 metastasis ypNO: 30 (69.8%)
Key eligibility criteria T4 44 (80.0) 33 (76.7) . . i Post-surgery
. Histologically confITEHISIes Surgical Outcomes and perioperative safety
y 9 Local therapy Adjuvant therapy = Baseline N stage, n (%) . , :
”L_’;‘_SCLS (perg@? ﬁth _ e A NO-1 19 (34.5 15 (34.9 * Among the 43 patients who underwent conversion surgery, RO resection was
rosectablabasedonatiesst o ooy Ll . a : (945 (349 achieved in 41 patients (95.3%). verall <afet
one of the followiNGICHEEEE iy Chemo Nz® 18 (32.7) 15(34.9) + 83.7% underwent lobectomy; no pneumonectomies were performed; minimally verafl satety
?Dsfjil(jriglys%?/;ae . Q3W 17 cycles® N3a 18 (32.7) 13 (30.2) invasive surgery was performed in 79.1% of cases (Table 2) . « Among 55 patients, grade =3 TRAEs occurred in 58.2% (32/55)
organ* precluding RO N=55 Or ur;tilblPtior_ ) Subgroups derived from baseline unresectability, n (%) * pCR and MPR rates were 48.8% and 79.1%, respectively, with pathological patients, predominantly hematotoxicities (Table 3).
i % unacceptable toxicl . . . . . . . .
resectlltont _— 260 mg/m2 d1+ P ’ T subgroup downstaging achieved in 97.7% of patients (Figure 4). * No death or treatment discontinue was attributed to TRAEs.
%ertr;itla :ee; ion/bulky Cusoplarlig?bz)i Ir:tigrﬁm Deflgm_ll_tlve T D 26 (47.3) 21 (48.8) * Clavien-Dindo grade 23 surgical complications occurred in 9.3% of patients,
. : . o : ) 5
@ N3 metastases AUC 5 d1 + Q3W 17 cycles N subgroup mclu_d_lng pulmonary air leak (2.3%), pulmonary infection (2.3%), hemothorax Table 3. Most frequent (210%) TRAEs in safety analysis set (n= 55)

* No prior systemic therapy Chemo requiring thoracotomy (2.3%), and pneumothorax (2.3%). No grade 4 events or

+ ECOG PS 0-1 @ 1(1.8) 1(2.3) 30-day mortality was observed. N (%) Any grade Grade 23

* Without known EGFR/ALK ©) 1(1.8) 1(2.3) . . . Any events 55 (100.0) 32 (58.2)

mutation * Across different baseline unresectability patterns: :
©@+3) 10 (18.2) 9 (20.9) . RO r ; 100%. 100% 4 818% in the T N 4 T+N Neutrophil count decreased 43 (78.2) 23 (41.8)
( Primary endpoint "\ (sample size calculation: N TN et resection rates were ° o, and ¢1.6% In the 1, N, an White blood cell decreased 43 (78.2) 8 (14.5)
1-year EFS rate N=55; assumed 1-year EFS, 67.0% vs 49.5% (historical control); subgroup subgroups, respectively. Anemia 36 (65.5) 3 (5.5)

Key secondary endpoints: 80% power, one-sided 0=0.05; assumed 10% dropout rate and D+2) 10 (18.2) 8 (18.6) - The surgical approach, type of surgery and surgical complication rates were : ' '

* EFS, 08, ORR, DCR, clinical | | 10% failure to proceed to definitive surgery/radiotherapy. A+2+3 2 (127 3(70 com argble Wift)hpthose,iny’lf)he overaﬂ rz)/ ulation 9 P Hyponatremia 25 (45.5) 0
downstaging rate, and (12.7) (7.0) P Pop ' Platelet count decreased 21 (38.2) 1(1.8)
SR%rgery r?te ) CR. MPR Analysis set: (), T4 invasion of vital structures. (2), Multistation/bulky N2 metastases. (3), N3 metastases. aThe N2/N3 status was Rash 18 (32 7) 0

resection rate, pLUn, » | |+ Safety analysis set: includes all patients who received at firmed by PET/CT in 100% of cases and by pathology in 25% of cases to confirm baseline clinical staging. . -
and pathological downstaging least one dose of any study drug. sonmmeE s | ’ a | e | Table 2. Conversion surgery outcomes Hepatic function abnormal 8 (14.5) 0
. rsaat\?et *  Surgery analysis set: includes all patients who underwent Patients underwent All patients T subgroup  Nsubgroup T+N subgroup  Hypoesthesia 8 (14.5) 0
\_ Yy _/ \_ surgical resection after completing induction therapy. Y, Figure 2. Patient flow conversion surgery (n=43) (n=21) (n=11) (n=11) Hypothyroidism 8 (14.5) 0

‘Lesions invading vital organs, including diaphragm, mediastinum, major blood vessels, trachea, recurrent . .

laryngeal nerve, esophagus, or satellite nodules in the different lobe of the primary tumor. RO resection?, n (%) 41 (95.3) 21 (100.0) 11 (100.0) 9 (81.8) Decreased appetite 8 (14.5) 0

“The resectability of the lesions will be re-evaluated by MDT after two cycles of induction therapy and each CR rate, % (95% Cl) 48.8 (33.3-64.5) 47.6 (25.7-70.2) 63.6 (30.8-89.0) 36.4 (10.9-69.2) Hypokalemia ri12.7) 0

subsequent induction cycle. p rate, /o (0 . .0-04. . NEYAVR . .0-0Y. . .9-0Y. A

# Postoperative radiotherapy is allowed for patients with ypN2+ or ypN3+ after surgery, at the discretion of 35 enrolled (From Jul 2024 to Nov 2025) Hyperthyr0|d|sm 7 (12-7) 0

investigator. MPR rate, % (95% CI)  79.1 (64.0-90.0) 90.5 (69.6-98.8) 90.9 (58.7-99.8) 45.5 (16.7-76.6)  Constipation 6 (10.9) 0

[F] RESULTS o | (%)

55 received induction therapy (Safety analysis set) Minimally invasive 34 (79.1) 18 (85.7) 9 (81.8) 7 (63.6) Abbreviations | | | |
. | R 1 discontinued ALK, anaplastic lymphoma .klnase; AUC, area under the curve; F)I, confidence mtervgl; IZ.)CR,. disease contrc?l rate;
Patients l ) . Thoracotomy 7 (1 6_3) 3 (14_3) 1 (9_1) 3 (27_3) ECOG PS, eastern cooperative oncology group performance status; EFS, event-free survival; 10, immunotherapy; MDT,
1 patient decision multidisciplinary team; MPR, major pathological response; NSCLC, non-small cell lung cancer; N2, node stage 2; N3,

° : . . L : : node stage 3; ORR, objective response rate; OS, overall survival; pCR, pathological complete response; PET/CT,
Between Jul 2024 and Nov 2025, 55 patients were enrolled (Table 1) 54 completed post-induction MDT assessment Minimally invasive to 2(4.7) 0 1(9.1) 1(9.1) positron emission tomography/computed tomography; Q3W, every 3 weeks; RT, Radiotherapy; TTDM, time to distant

e As of data cutoff (01 Mar 2026), all 55 patients received induction therapy | 6 discontinued thoraCOtomy metastasis; TRAEs, treatment-related adverse events; T4, tumor stage 4; TTLR, time to locoregional recurrence.
(Figure 2): 1 patient (1.8%) received two cycles, 28 (50.9%) received three 1 > 4 patient decision Type of surgery, n (%) R enCes e taeiotas
cycles, and 26 (47.3%] received four cycles. 48 underwent surgery or radiotherapy 2 disease progression Lobect 36 (83.7) 19 (90.5) 9 (818) 8 (72.7) 2 Forde PM, et al. N Engl J Med. 2-022;3;36((21)5:197-3-1585.

T : obectomy . . . . 3.Wakelee H, et al. N Engl J Med. 2023; 389(6):491-503.

Post-inducti t d i <9 EOMITE Surgery (su_rgery anzily3|s e 4.Heymach J, et al. N Engl J Med. 2023; 389(18):1672-1684.

ost-induction tumor response and conversion surgery 5 definitive radiotherapy Bilobectomy 3(7.0) 1(4.8) 1(9.1) 1(9.1) 5.C T, etal. N Engl J Med. 2024; 390(19):1756-1769
. . . . .Lascone |, et al. ng ed. ) . = a
° : i : 6.Lu S, et al. JAMA. 2024; 331(3):201-211.
Among all the 55 patients, post md_uctlon ORR and DCR were 89.1% (49/55) Sleeve lobectomy 4(9.3) 1(4.8) 1(9.1) 2 (18.2) B i s A A
and 96.4% (53/55), respectively (Figure 3). _ Disclosure
- . >

* (Clinical downstaging was achieved in 45 (81 .8%) patients ) 48 received adjuvant therapy Sorrandpelic_j:izl:];glcal 4 (93) 3 (14_3) 1 (91) 0 Dr. Guowei Che and Dr. Jiewei Liu declare no conflict of interest
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