Alternative Dosing Regimens of Tislelizumab Proposed Using Modeling and Simulation
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The clinical pharmacology characteristics of tislelizumab (BGB-A317), pharmacometrics-based analyses, and The alternative dosing regimens of tislelizumab have the potential
v clinical evidence presented here collectively form the basis of proposing alternative doses of tislelizumab. to offer patients flexible treatment options that are compatible with
G . - = =
— background chemotherapy and reduce the number of infusion visits

— Alternative dosing regimens of tislelizumab at 150 mg every 2 weeks (Q2W), 300 mg Q4W, and 400 mg Q6W
_ are expected to result in similar safety and efficacy profiles as the 200 mg Q3W reference dosing regimen
Conclusions and may be used interchangeably for indications where 200 mg Q3W is approved.

while maintaining the same therapeutic benefit.

Background

» Tislelizumab, a humanized immunoglobulin G4 monoclonal anti-programmed cell death protein-1 (PD-1) antibody which binds to PD-1 with high affinity and specificity, is approved * Previous model-based analyses have demonstrated that the pharmacokinetic (PK) profile of tislelizumab is similar across ethnicities and tumor types, and that tislelizumab has
for the treatment of multiple solid tumors globally, either as a monotherapy and/or in combination with other therapies at 200 mg Q3W a relatively flat exposure—response relationship across a broad range of exposures®*

. Alternative dosing regimens of tislelizumab have the potential to provide flexible treatment options that are compatible with background chemotherapy and to reduce the number of » Therefore, we evaluated alternative dosing regimens of tislelizumab at 150 mg Q2W, 300 mg Q4W, and 400 mg Q6W using a model-based approach, with the aim of alleviating
infusion visits for patients patient burden by providing longer dosing intervals and/or treatment flexibility compatible with background chemotherapy to meet the needs of patients and healthcare practitioners

 In clinical trials, tislelizumab did not have any dose-limiting toxicities up to 10 mg/kg Q2W=*

: : 400 mg Q6W : :
Figure 1. Steady State PK Profiles for the (A) 150 mg Q2W, . C,..__metthe prespecified PK-based criteria. However, C,.. . was 28.4% lower and C,__ was I_=|gu_re 2. Exposure—Response Analysis Between_
(B) 300 mg Q4W, and (C, D) 400 mg Q6W Alternative 52.2% higher than the 200 mg Q3W regimen and did not meet the PK-based criteria of 20% and 25%, (A) Tislelizumab Exposure and ORR and (B) the Predicted
| | . o Tislelizumab Regimens vs the 200 mg Q3W Reference Regimen respectively (Table 1) Probability of Patients Achieving an Objective Response in the
* Apreviously developed population PK model“® was used for simulating PK exposure of the . » Results demonstrate that the 400 mg Q6W dosing regimen would maintain C__ . levels 10.7% higher Context of the E f the 200 3W. 150 W
proposed alternative intravenous tislelizumab dosing regimens (150 mg Q2W, 300 mg Q4W, and Safety/Efficacy References than the 2 mg/kg Q3W efficacy reference dosing regimen, and the predicted C__ _ was below that of ontext o € EXposures o € mg Q ’ mg Q )
and 400 mg Q6W), which were selected by exposure-matching to the reference dose of the 5 mg/kg Q3W safety reference (25.1% lower). Therefore, the higher C__ __ for the 400 mg Q6W 300 mg Q4W, and 400 mg Q6W Dosing Regimens
200 mg Q3W A 150 mg Q2W vs 200 mg Q3W B 300 mg QAW ve 200 mig A3W and regimen is unlikely to be associated with an unacceptable clinical safety profile
« PK-based criteria (peak serum concentration [C_ ] within 25% and average serum 200 o 60me COW (median) 200 mg QW (median 300~ —— 300 mg Q4W (median) —— 200 mg QAW (median) —— 5 mgkg QAW (median) A Objective response B
concentration [C, ] and trough serum concentration [C, | ] within 20% of the reference - 160 mg Q2W (sthasth) || 200 mg QAW (5th-95th) - 300 mg QW (5t-95th) || 200 mg QW (Sth95t) || 5 kg QAW (5th-5th) Exposure—Res ponse An a|ysi s for Efficacy 100- n=1275 =261 104 [ gqqg © © @ Coemmmmmmo
dose) based on Food and Drug Administration guidance® were used 2 e g P | o | | T
e Alt tive dosi : in the first least ti [ | and at stead § 'g, 200 * Median Cavg,dosm values were similar between responders and nonresponders in the population pool of 80 2o 0.8+ o J00mg Qs
: ?rna Ve dosing reCIglmtintr?xpo]csures md © |rs;c 2%?)3 -Cog:;nvsn IMe Intetval and at steady 5% - 5 o solid tumor types, which included esophageal squamous cell carcinoma, non-small cell lung cancer, -~ 5 © ;:» 5 ot [T ]
Sta ? V\-/ere compared wi e. re. SEIEE ?se e | Mg | | 82 82 and gastric cancer, among others (Figure 2A) S 607 sg 00 ot LT}
) D?watlons fro:jn T s llarldged |SING applro]E);latE safe1ty2a i (ejfgcalgy | % 50+ % s « Logistic regression modeling showed no significant association between the ORR and Cavg, oset V .0 g ‘5,23 0.4-
reterences and exposure—response analyses using a pool ot 4 phase 1, £, and s clinica = g | - | (P=0.118) in the predicted exposure range of the 150 mg Q2W, 300 mg Q4W, and 400 mg Q6W o > 8%
trials of tislelizumab in patients with solid tumors, including gastric cancer and esophageal : : Salale - - 28
. 0 1 1 - 1 - - 0 - - - - - - regimens (Figure 2B) | 0.2-
squamous cell carcinoma ’ 1 2Time (we3eks) ’ ” ° ’ i ) Time (Sveeks) i ® B »
« Objective response rate (ORR) was the efficacy endpoint in the exposure—response efficacy _ : ; 0.0{° © o o oomm — 00 oo
analysis; the model-predicted Caverage of the first dose (Cavg, 1oser) Was used as the primary C 400 mg Q6W vs 5 mg/kg Q3W D 400 mg Q6W vs 2 mglkg Q3W Exposure Response AnaIYSIS for Safety No Yes 5 10 20 50 100
exposure endpoint in the exposure—response efficacy analysis, while the model-predicted C__ 300+ —— 400 mg QBW (mecian)  —— 5 mglkg Q3W (median 250- 400 mg QO (mecian)  —— 2 mgkg QAW (median » There were no apparent relationships between tislelizumab exposure and any of the safety endpoints Covgconer (HOML)
at steady state (C,__, ) was used as the primary exposure endpoint in the exposure—response 5 400 mg QB (5th-05th) 5 mg/kg Q3W (5th-95h) § 400 mg QBW (5th-95th) 2 mglkg Q3W (5ih-95th) evaluated. The incidence of treatment-emergent adverse events was comparable across studies (Table 2) Abbreviations: C, ., average serum concentration of the first dose; ORR, objective response rate; Q#W, every # weeks.
safety analysis % 200 %  Overall, the safety profiles were comparable and consistent between patients with a predicted C__
O O ~ 150 . . ’
s 2 57 greater than the predicted geometric mean C__ for the 150 mg Q2W, 300 mg Q4W, and 400 mg Q6W
gf‘_—’; gg 100~ dosing regimens and patients witha C__ __less than or equal to the predicted geometric mean C__| Table 2. Summary of Selected Safety Outcomes
g | N in the Exposure—Response Dataset
Results : 0 / Safety endpoints, BGB-A317-001 BGB-A317-102 BGB-A317-302 BGB-A317-303  Overall
T R Table 1. Steady-state PK Exposure Metrics for Alternative n (%) (n=450)° (n=300)* (n=254)" (n=532)° (N=1536)
E t I M d I V I_d t_ d S I t_ f D f th The solid line represents the median and the shaded area represents the 90% prediction interval of steady-state pharmacokinetic exposures. Blue TISIellzumab Doses VS Reference Doses Grade 23 TEAEs 207 (46'0) 137 (45'7) 123 (48'4) 230 (43'2) 697 (45'4)
rrows indicate where clinical referen were used for bridging the alternative d . The Y-ax how simulated tislelizumab PK concentrations, - I
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Alternative Dosing Regimens Anbroviation: QAW overy ook e e e TEAES leading
« Simulated PK exposures of the 300 mg Q4W and 400 mg Q6W tislelizumab regimens were consistent FELERE vs200mg vs200mg vs5mg/kg vs200mg vsSmg/kg vs 2 mglkg to treatment 39 (8.7) 34 (11.3) 49 (19.3) 65 (12.2) 187 (12.2)
ith : : : : : g . A : N
with observed data - o Simulation of Exposures for Alternative Dosing Regimens Q3w Q3w Q3w Q3w Q3w Q3w discontinuation
» TheC__, , for the 150 mg Q2W dosing regimen overlapped, and C_ . was maintained above that of Infusion-related 55 (12.2) 7 (2.3) 11 (4.3) 4 (0.8) 77 (5.0)
the 200 mg Q3W reference (Figure 1A) 150 mg Q2W C__ -5.8 (Yes) 314 (No) -18.7(Yes) 522 (No) —25.1(Yes) _ reactions ' ' ' ' '
. - - « All PK-based criteria were met for the tislelizumab 150 mg Q2W regimen. The C and C :
The C__ for the 300 mg Q4W and 400 mg Q6W dosing regimens were greater than the 200 mg Q3W e the 200 mMa Q3W reaimen gd o g e = tﬁouig:]h f TEAEs leading to 129 (28.7) 94 (31.3) 59 (23.2) 142 (26.7) 424 (27 6)
reference; however, they were lower than the 5 mg/kg Q3W dose of the tislelizumab safety reference, were not lower than those of the g egimen a € Laxss Was NOLNIgher than that o Cverage 12.3 (Yes) 12.6 (Yes) — 0.4 (Yes) - - dose modification
tested clinically in approximately 355 patients (phase 1A and phase 1B of BGB-A317-001) (Figure 1B the 200 mg Q3W regimen (Table 1) TEAEs of special
d1C) 300 Q4W int ¢ 156 (34.7) 89 (29.7) 90 (35.4) 188 (35.3) 523 (34.0)
an mg - 27.2 (Yes) 0.1 (Yes) — —-28.4 (No) — 10.7 (Yes) interes
« Although the Ctrough of the longer dosing interval 400 mg Q6W regimen trended slightly lower than the . Caverage and Ctrough met the prespecified PK-based criteria. Although C__ was 6.4% higher than the _ _ Serious TEAEs 169 (37.6) 85 (28.3) 109 (42.9) 189 (35.5) 552 (35.9)
200 mg Q3W reference (not shown), it was maintained above the 2 mg/kg Q3W tislelizumab efficacy recommended limit of 25%, it was 18.7% lower when compared with the safety reference dosing (Da;ae are presented as difforence (% = [Ghtest = GMreference/Gireference] x 100) vs the 200 mg QIW reference, “safely reference, or refficacy reference o o Y
) . m regulatory criteria, Yes/No). Patients with solid tumors. PPatients with ESCC. °Patients with NSCLC.
reference (Figure 1D) regimen of 5 mg/kg Q3W (Table 1) Abbreviations: GM, geometric mean; Q#W, every # weeks. Abbreviations: ESCC, esophageal squamous cell carcinoma; NSCLC, non-small cell lung cancer; TEAE, treatment-emergent adverse event.
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