RATIONALE-307: Safety analysis of patients receiving tislelizumab plus chemotherapy versus chemotherapy alone in advanced squamous NSCLC
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@ Background

o Tislelizumab is a humanized IgG4 monoclonal antibody with high affinity and binding specificity for programmed cell death protein 1 (PD-1).
Tislelizumab was designed to minimize binding to Fcy receptors on macrophages in order to abrogate antibody-dependent phagocytosis,
a potential mechanism of resistance to anti-PD-1 therapy'#

© RATIONALE-307 (NCT03594747) was an open-label, randomized, multicenter Phase 3 trial that compared the efficacy and safety of
tislelizumab plus pacitaxel and carboplatin (Arm A) vs tislelizumab plus nab-paclitaxel and carboplatin (Arm B) vs paclitaxel and carboplatin
alone (Arm C) as a first-ine treatment for advanced squamous non-small cell lung cancer (sq NSCLC)®

o evie d median free sunvival was signifarily improved wi tsilzumab plus chematherapy
(A A 76 moniha. Am B 76 months) v chemoterapy. slons (A .5 months). Hazard ratios were 0.524
(95% confidence interval [CI]: 0.370, 0.742; p < 0.001 [Am A vs Am C]) and 0.478 o5% oI 0,336, 0.675; p < 0.001 [Am B vs Am C])2
A manageable safety/tolerability profile was also observed
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Statistical analyses

& Here, we report results from a post-hoc safety analysis of RATIONALE-307

Conclusions

In this Phase 3 RATIONALE-307 trial, tislelizumab plus chemotherapy had a tolerable
safety profile in patients with locally advanced or metastatic sq NSCLC

The most commonly reported TEAEs by SOC were comparable for tislelizumab plus

chemotherapy vs chemotherapy alone, indicating that tislelizumab did not compound
chemotherapy-specific toxicity

The safety profile of tislelizumab was consistent with that of other checkpoint inhibitors,
including PD-1 inhibitors,58 such as the higher incidence of endocrine disorder TEAEs,
which are one of the most common TEAES for this drug class”-8

o The most frequently reported TEAES by SOC during the chemotherapy combination phase, and with = 10% occurrence in any am, were
blood and lymphatic system disorders, and investigations (Table 2). Incidence of endocrine disorder TEAES was greater in Arms A and B

Table 3. TEAEs by selected SMQs occurring at different incidences across arms during the chemotherapy combination phase
(= 10% occurrence in any arm; rate difference p values of < 0.01 for both Arm A vs Arm C, and Arm B vs Arm C)

IS plus chemo. Chemo
Arm A Am B Arm C
(n=120) (n=118) (n=117)
Hypersensitivity (narrow), n (%) 31(258) 36 (30.5) 4(12.0)
Rate diff (95% CI); p value 13.9 (4.0, 23.8); 0.0066 185 (8.3, 28.8); 0.0005 -
Hypothyroidism (narrow + broad), n (%) 6 (13.3) 7 (14.4) 3(26)

Rate diff (95% CI); p value 10.8 (43, 18.4); 0.0023 11.8 (5.2, 19.7); 0.0012 -

TEAE
Any possible occurrences of TEAES were identified using a “broad” search of SMQs.
Chemo, chemotherapy; Cl, confidence interval; diff, diference; SMQs, Standardized MedDRA Queries; TEAE. treatment-emergent adverse event; TIS, tislelizumab

TEAES of interest 19 a “narrow” search of SMQs.

Table 4. TEAEs by SMQs occurring at similar incidences across arms during the chemotherapy combination phase
(2 10% occurrence in any arm; rate difference p values of > 0.01 for both Arm A vs Arm C, and Arm B vs Arm C)

§ - § . than Arm C, with both rate difference p values < 0.01. These endocrine disorder TEAES included hypothyroidism, hyperthyroidism, and IS plus chemo. Chemo.
o All safety analyses were performed in the safety analysis set. The safety analysis set included all randomized patients who received at least autoimmune thyroiditis. Rate difference p values for all other TEAES were > 0.01
1 dose of study treatment A A P Arm G
. o . rm rm m
o The incidence of treatment-emergent adverse events (TEAES) by sys(em organ class (SOC), and se\ecled Standardized MedDRA Queries  13Ple 2. TEAEs by SOC occurring during the phase (z 10% in any arm) (n=120) (n=118) (n=117)
treatment, when with or sone. Seleciad SNQs indluded, but were not mod TS plus chemo Sheme Gastrointestinal nonspecific symptoms, 70(66.3) 77063 7 487)
to, hematological toxiciies, gasummesunal toxiites, sndocrne disorders, hopati 1oxisies, preumonia, inferstal lung disease, and Arm A Arm B Arm C and therapeutic procedures (narrow), n (%)
hypersensitivity (n=120) (n=118) (n=117)
= Rate diff (95% CI); p value 6 (-3.1, 22.0); 0.1386 16.5 (3.9, 28.7); 0.0106 -
o The difference in incidence rates, and the 95% Cl, between treatment arms was calculated using the Mantel-Haenszel Chi-square test Blood and lymphatic system disorders, n (%) 112 (93.3) 114 (96.6) 106 (90.6)
Rate diff (95% ClJ; p val 2.7 (4.5, 10.3); 0.4392 6.0 (-03, 13.1); 0.0600 - Hematopoietic leukopenia (narrow + broad),
o Al analyses were exploratory, and p values are provided for descriptive purposes only EOd/ESDERRETD ¢ ) ¢ ) s ) 110 91.7) 115 (97.5) 107 @15)
n (%) 106 (88.3) 108 (91.5) 100 (85.5)
o The analysis did not support statistically significant conclusions Rate diff (95% Cl); p value 2.9 (-5.9, 11.8); 0.5143 1(-2.2, 14.6); 0.1464 - Rate diff (95% ClI); p value 0.2 (-7.3, 7.8); 0.9529 0(0.2, 12.8); 0.0445 -
Metabolism and nutrtion disorders, n (%) 90 (75.0) 84 (71.2) 3 (62.4)
Rate diff (95% CI); p value 12.6 (0.8, 24.2); 0.0367 8.8 (-3.3, 20.7); 0.1532 Infective pneumonia (narrow), n (%) 3(10.8) 16 (136) 3(11.1)
SHIAE res el lecreratnl o) 8602 2059 4632) Rate diff (95% CI); p value 3(-856, 8.0); 0.9456 4(6.2,11.2); 05691 -
5 In total, 355 patients were included in the safety analysis set (Arm A: n=120; Arm B: n=118; Arm C: n=117) Rate diff (95% Cl); p value 5.9 (6.1, 17.9); 0.3364 147 (3.1, 26.1); 0.0134 i T . .
%) Liver-related investigations,
- TEAES were reported in most patients across all arms during the chemotherapy combination phase (Table 1) ClEiae md) 71(592) 79 (66.9) 0 (51.3) Sione and Sympmmg e 1l (%) 73 (60.8) 54 (45.8) 3 (45.3)
Rate diff (95% Cl); p value 7.9 (4.8, 20.3); 0.2232 15.7 (3.1, 27.8); 00148 - 2
2 Grade 3 TEAES were reported in 87.5%, 84.7%, and 83.8% of patients in Arms A, B and C, respectively, while serious TEAES were g - -
reported in 30.8%, 31.4%, and 24.8% of patients in Arms A, B and C, respectively Soenndeﬂr;\nc:s:rﬁ/er)s and administration site 68 (56.7) 61(51.7) 2 (53.0) Rate diff (95% Cl); p value 15.5 (2.8, 27.8); 0.0168 0.5 (-12.2, 13.1); 0.9432
1 TEAEs led to the discontinuation of any trial drug in 10.0%, 26.3%, and 15.4% of patients in Ams A, B and C, respectively. In total, o X = - Noninfectious diarrhea, n (%) 5 (12.5) 18 (15.3) 8(6.8)
2.5% of TEAES in Arm A, 3.4% in Arm B, and 4.3% in Arm C led to death, respectively Ralo(difi(35%IC1 Hplvallal 3.7 (9.0, 16.2); 0.5706 3 (140, 11.4); 08426
Musculoskeletal and connective tissue disorders, o
o The 95% Cls of the rate differences all crossed 0, except for the incidence of TEAES leading to discontinuation in Arm B vs C. 63 (52.5) 45 (38.1) 51(43.6) Rate diff (95% Cl); p value 5.7 (-20,137); 0.1418 4 (0.4, 16.9); 0.0401 -
This difference observed between Arms B and C may likely be due to the differences in weekly and once every 3 weeks admi -
in treatment for patients receiving nab-paclitaxel (Arm B) vs paclitaxel (Arm C) Rate diff (95% Cl); p value 8.9 (-3.8, 21.4); 0.1708 5.5 (-17.9, 7.1); 0.3961 Hyperglycemia/new onset diabetes mellitus 21(175) 11(03) (10.3)
Nervous system disorders, n (%) 58 (48.3) 28 (23.7) 44 (37.6) (namow il
Table 1. Summary of TEAEs during the chemotherapy combination phase Rate diff (95% Cl); p value 10.7 (1.9, 23.0) 00961 -13.9 (254, -2.1); 0.0213 - Rate diff (95% CI); p value 7.2 (-1.7, 16.3); 0.1080 -0.9 (-89, 7.0); 0.8099 -
Infections and infestations, n (%) 36 (30.0) 36 (30.5) 26 (222)
TIS plus chemo Chemo s terms (excluding laboratory terms) 7 (142) 22(186) 7(145)
Rate diff (95% Cl); p value 7.8 (-35, 18.9); 0.1741 3 (-3.0, 19.5); 0.1504 - (narrow), 5 (%)
Am A Am B Arm C i
Respiratory, th d mediastinal disorders, 9
(n=120) (n=118) (n=117) ey orecle and madasinal diserders 36 (30.0) 44 373) 36 (30.8) Rate diff (95% Cl); p value 4 (96, 8.8); 09366 1 (-55, 13.8); 0.3977 -
AITEAES, n (%) 120 (100.0) 17 @02) 17 (100.0) Rate diff (85% Cl); p value 0.8 (125, 10.9); 08978 5 (56, 18.5) 0.2627 - T e enom e Mantet Hoorszol - TEAES of nterest using a ‘narrow” search of SMQs.
Rate diff (95% Cl) NAY 08 (47, 24) Endocrine disorders, n (%) 15 (125) 8(6.8) 00 hemo, G, drence MO, Stanarlzod MedDRA Queriss; TEAE, tretment-emergent adverss vent TS, tisllzumab
Rate diff (95% CI); p value 12.5 (7.7, 19.6); < 0.0001 6.8 (3.5, 12.8); 0.0042
> Grade 3 TEAES, n (%) 105 (87.5) 100 (84.7) 98 (83.8)
Rt i 95% 01 7055 10 o5 108 disorders, n (%) 19.2) 8(68) 3 (1) References
ate dif % (5.3, (-8.5, - > 1. DahanR, et al. Cancer Cell 2015;28:285-95 5. Hattersley R, et al. Clin Med 202121:212-22
Rete diff (95% CI); p value 9 (10.1, 6.0); 06206 4.3 (122, 32); 0.2455 - 2. Zhang T, et al. Cancer Immunol Immunother 2018:67:1079-00 6. Winer A, et al. J Thorac Dis 20181054
Serious TEAES, n (%) 37 (308) 37(314) 29 (24.8) Paychiatric disorders, n (%) 7 (58) 568) 15 (128) 3. Wang J, et al, JAMA Oncol 2021:7-709-17 7 Slmordr.tl. i One 2021334079-125
Rate dif (95% CI) 0 (54, 174) 6 (50, 18.0) - ssodiations. Version faanen.J, el al. Ann Oncol 2017:28:iv1 194
2 . Rate diff (95% Cl); p value 7.0 (-15.0, 04); 0.0644 0 (-14.2, 1.7); 0.1200 " 15,0 2012:SMQ Introductory Guide Version 15.0 (MSSO-DI-6226-15.0.0:262
TEAEsS leading to discontinuation, n (%) 12 (10.0) 31(26.3) 18 (15.4) Chemo, chemotherapy; CI, confidence interval; diff, difference; SOC, system organ class; TEAE, treatment-emergent adverse event; TIS, tislelizumab Acknowledgments and dISc|OSUI’eS
Rate diff (95% CI) 5.4 (-14.2,32) 109 (0.5, 21.3) - is stu . fcal wiiting support, u i i . .
5 Among TEAES by selected SMQs (those with = 10% occurrence in any arm and rate difference p values of < 0.01 for both AT A vs AT C, A gy lunded by BefGene Lic.| ";e:‘::‘:”;:‘j:azp,::deﬁey’é:;;’::‘ on ofthe authors, was provided by Tamsin Grewal, MSc, and Arezou Hossein, MPharm, of
TEAES leading to death, n (%) 3(2.5) 4(34) 543 and Arm B vs Arm C), higher incidences of hypersensitivity (narrow search), and hypothyroidism (narrow and broad search) were observed . . |
Rate diff (95% Cl) 1.8 (75, 34) 209 (6.7,47) _ in Arms A and B compared with Arm C (Table 3) X.Y. has no conflict of interest to declare.

“NA due to 100% TEAE incidence in both arms. TEAE rate diferences between arms were calculated using the Mantel-Haenszel Chi-square fest
Ghemo, chemotherapy; Cl, confidence interva dif, difference; NA, not available; TEAE, troatment-emergent adverse event; TS, fislelizumab.

TEAES by SMQs that occurred at similar incidences across arms (those with = 10% occurrence in any arm and rate difference p values of
>0.01 for both Arm A vs Am C, and Arm B vs Am C) are presented in Table 4
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