Safety and tolerability of sintilimab (sint) combination therapy in patients with advanced or recurrent non-

small cell lung cancer (NSCLC): pooled safety analysis of ORIENT 11 and ORIENT 12 studies

OBJECTIVE

m The current analysis was to support the pooled safety
assessments by summarizing treatment-related adverse events
(TRAE) and immune-related TRAE (ir-TRAE).

m Furthermore, the association of ir-TRAE with efficacy in the
pooled ORIENT-11 and ORIENT-12 studies was also evaluated.
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KEY RESULT

m The TRAE rates were comparable between the two arms.

m Although sintilimab arm had higher ir-TRAE occurrence than
placebo arm, = grade 3 ir-TRAEs were comparable in both arms.

m TRAE leading to drug discontinuation and death were comparable
between the two arms.

Table 2. Overall Safety

Sintilimab arm (N = 445) Placebo arm (N'=309)

Any Grade Grade 23 Any Grade Grade 23
TRAE 382 (85.8) 141 (31.7) 252 (81.6) 94 (30.4)
ir-TRAE 189 (42.5) 27 (6.1) 95 (30.7) 15 (4.9)
TRAE leading to drug
discontinuation 29 (6.5) 20 (4.5) 13 (4.2) 13 (4.2)
TRAE leading to death 4 (0.9) 4 (0.9) 7 (2.3) 7 (2.3)

Data are presented as n (%). TRAEs (overall, leading to discontinuation/death) and ir-TEAEs =1 are presented; TRAEs presented are

sintilimab/placebo related TRAEs.
N = number of patients in each treatment arm; n = number of patients in specified category; TRAE = treatment-related adverse events; ir-TRAE =
immune-related TRAE.

Background

m Sintilimab is a selective anti-programmed cell death protein 1 (anti—
PD-1) antibody that inhibits interactions between PD-1 and its ligand,
programmed death-ligand 1 (PD-L1).t

Pooled trials

Study Design

[ Induction therapy ] [ Maintenance therapy ]

ORIENT 11: Sintilimab + pemetrexed +
platinum (4 cycles)

ORIENT 11: Sintilimab +
pemetrexed

KEY RESULT

m Higher ir-TRAES were reported in sintilimab arm for rash,
hypothyroidism, and immune-mediated pneumonitis.

Table 3. ir-TRAE by preferred term (23%)

Sintilimabarm Placebo arm
N = 445 N =309

Preferred term Any Grade Grade 23 Any Grade Grade 23
ir-TRAE 189 (42.5) 27 (6.1) 95 (30.7) 15 (4.9)
Rash 38 (8.5) 4 (0.9) 11 (3.6) 3(1.0)
Hypothyroidism 37 (8.3) 0 11 (3.6) 0
Aspartate aminotransferase increased 19 (4.3) 0 10 (3.2) 0
Alanine aminotransferase increased 18 (4.0) 0 10 (3.2) 0
Hyperthyroidism 17 (3.8) 0 5(1.6) 0
Immune-mediated pneumonitis 16 (3.6) 2 (0.4) 2 (0.6) 1(0.3)
Blood thyroid stimulating hormone 16 (3.6) 0 7 (2.3) 0
increased
Diarrhea 16 (3.6) 0 7(2.3) 0
Pyrexia 14 (3.1) 0 7(2.3) 0

Data are presented as n (%).
N = number of patients in each treatment arm; n = number of patients in specified category; TRAE = treatment-related adverse events; ir-
TRAE = immune-related TRAE.

m The demographics and baseline characteristics were well balanced
between the treatment arms and were similar between patients with
and without ir-TRAE in the sintilimab arm.

Table 1. Demographic and baseline characteristics

CONCLUSIONS

m The baseline characteristics were similar between patients in
sintilimab and Placebo arm, and in patients with and without ir-
TRAE in sintilimab arm.

m The occurrence of TRAE (any grade and grade 23), ir-TRAE
(grade =23), TRAE leading to discontinuation and leading to death
were similar between both the arms except ir-TRAE for any grade
which showed higher occurrence in sintilimab arm.

m The exploratory analysis indicated that, the patients in sintilimab
arm with ir-TRAE showed trend for longer PFS and OS than
those without ir-TRAE.

m Overall, in this pooled analysis sintilimab in combination with
chemotherapy demonstrated a tolerable and manageable safety
profile in Chinese patients consistent with the individual ORIENT-
11 and ORIENT-12 trials, with no new safety concerns.

m In the sintilimab arm, patients with ir-TRAE showed the trend of
longer PFS and OS than those without ir-TRAE.

Table 4. Association between ir-TRAE and efficacy endpoints

Median#

102
Sintilimab arm N/ (9%) (95% Cl), rrgaire] feitle

Endpoints

Sintilimab arm Placebo arm Sintilimabarm (9590 ClI)
T . . . . _  Sintili itabi S o - months
= Sintilimab has shown efficacy in randomized, double-blind, phase 3 ORIENT 11 (n=397) | | (vl S ORIENT 12: Sintimab (N = 445) (N = 309)
. . : : Crossover With ir-TRAE Without ir-TRAE With ir-TRAE 189/91( 48.1%) 9.0 (6.8, 10.9
studies in Chinese patients with non-small cell lung cancer (NSCLC) ORIENT 12 (n=357) o (N = 189) "IN - 256) ors i ( 48.1%) ( ) 0.646 0.00033
in the ORIENT-11 and ORIENT-12 trials.23 O Bt (4 cves) ORIENT 11: Placsbo + . . . . . Without i TRAE  256/148( 57.8%)  69(6.0,7.2) %0820 |
. \ Totain=rss ) L platinum (4 cycles) | e ,(Age (y)ears), median 62 (30; 75) 61 (33; 75) 63.0 (30;75) 61.5 (39;75) ithout ir- ( 57.8%) .9(6.0,7.2)
. ) ) ) , G range —
m The results from ORIENT-11 showed that in Chinese patients with \ e ORIENT 12: Placebo ) Male, n (%) 367 (82.5) 263 (85.1) 157 (33.0) 210 (82.0) s With ir-TRAE 189/40( 21.2%) NR 0.641 00583
previously untreated, locally advanced or metastatic nonsquamous Y ECOG PS, n (%) Without i-TRAE ~ 256/76( 29.7%)  14.9 (13.8,NR)  (0-458,0.898)
" Y - 0 106 (23.8) 56 (18.1) 42 (22.2) 64 (25.0) "
NSCLC, the addition of sintilimab to chemotherapy with pemetrexed ey Endpiiinits . ) ) T ) ot With ir-TRAE 98/32( 32.7%)  12.3 (8.0, NR) 1.102 N
and platinum resulted in considerably longer progression-free . TRAE o ad arade 23 " : ; Smoking status, n (%) Without - TRAE  120/53( 44.2%) 7.6 (5.8,0.6)  (0-706,1.719)
SurVivaI (PFS) than Wlth ChemOtherapy alone Wlth manageable . TRAE,(i?-'}I—ng\rEa, _?Ra/;‘E Ig;?iinz-to)drug LN SR eI 326 (73'3) 234 (75'7) 142 (75'1) 184 (71'9) P values presented are between-group and two-sided. @Median and 95% CI are estimated based on unstratified Kaplan-Meier method. P-value
Safety pI‘OfileS, with no new Safety SignaIS Ol:)SerVEd_2 discontinuation and TRAE leading to Association between ir-TRAE and '_\Iever o 119 (26.7) 75 (24.3) 47 (24.9) 72(28.1) ?;IngH?ZTS R'E'?ltiofaret estin:atec(ijusing?stratifietzd :j;pe:{depenqleglt Copr[)opor(’;ional hazbard rfgr?.ssi?nﬂr:wczdelhv'vith Z-ZI;AE Iggset flag as factor and
death efﬁcacy endpoints (PFS, 0OS, and DOR) Disease stage, n (% N :s rati It:a ion fac ors.aDgllg zognza ion afss rati |ca.|(|)\ln;/arla bes. bf ased on nun:] ero_fpadlens la 20 |ev§ f or PR. " .
m ORIENT-12 demonstrated clinical benefit with sintilimab plus 2. ir-TRAE (any grade and grade 23) by NB/IIC 60 (13.5) 59 (19.1) 22 (11.6) 38 (14.8) NR-not eached: 05 ~ overall Sunival: PFS - progression frée sunvvel: PR = partial response: TRAE - reatment.related acverse events; -
. . . . preferred term (23%) \Y; 385 (86.5) 250 (80.9) 167 (88.4) 218 (85.2) TRAE = immune-related TRAE
gemcitabine and platinum (GP) over GP alone with acceptable PD-L1TPS, n (%)
toxicity and no new safety signals as first-line therapy in patients with oy O 2 A O N 42— e of ot il OS = overall survival: PES < . <1%2 144 (32.4) 107 (34.6) 59 (31.2) 85 (33.2) References:
locally advanced or metastatic SQNSCLC.3 e survival R = randomization; TRAE = reatment reated adverse events: - TRAE = immne-rolated TRAE, o oo 1% to 49% 136 (30.6) 78 (25.2) 54 (28.6) 82 (32.0) 2 Yang Y. et al. 3 Thorac Oncol. 2020/15:11636-1646
. . Yang y, et al. ora . y 1o - .
R I 250% 165 (37.1) 124 (40.1) 76 (40.2) 89 (34.8) 3. Zhou C, et al. J Thorac Oncol. 2021;16:1501-1511.
: : L . Plati hoice. n (% | |
= To f:J r;her aISC.erta_::n thfe Safe(tjy pIrOfIIGbIOf S(Ijntlllr_rf]ab’ V(\:I)e CondUCted tgls eS u tS ;slgluartr;nc ieen 00 140 (31.5) 99 (32.0) 52 (27.5) 88 (34.4) Acknowledgments: The authors would like to thank Deepika Kajarekar from (Sh(;?pns,(;/rliﬁ'}ﬁ'éi;hfcgﬁ;iﬂ%ﬁ;;:;g':lgz‘zoz2)
ooled analvsis of safetv and tolerabilit ata from ORIENT-11 an . . _ ' ' ' ' Syneos Health for their writing and editorial contributions. for a list of all Lilly content presented at the congress. 7EB %
P y 4 4 m Of 754 patients pooled from two studies (ORIENT-11, n=397; Carboplatin 305 (68.5) 210 (68.0) 137 (72.5) 168 (65.6) Conies of tis Poste obtaned twrough OR code ar

ORIENT-12 studies.

Disclosures: Qinyi Zhu and Hongying Li are gmployees of Eli Lilly apd _ for personal use only and may not be reproduced
company. Guanghui Gao, Yuanyuan Zhao, Jianying Zhou, Baolan Li, Juan Li, without written permission of the authors.

Fan Min, Caicun Zhou and Li Zhang declare no conflict of interest. Other company and product names are trademarks of
their respective owners.

aPatients with missing PDL1 were included in the <1% group.

ECOG PS = Eastern Cooperative Oncology Group performance status; N = number of patients in each treatment arm; n = number of patients in
specified category; PD-L1 = programmed death ligand 1; TRAE = treatment-related adverse events; ir-TRAE = immune-related TRAE; TPS =
tumor proportion score.

ORIENT-12, n=357), 445 were included in the sintilimab arm and
309 in the placebo arm.
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