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Discovery of BGB-R046, an IL-15 Pro-drug that is Conditionally Activated by Proteases in the Tumor
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Background Structural Diagram of BGB-R046
. IL-15 is a promising cytokine for cancer immunotherapy as it . BGB-R046 consists of IL-15 i
preferentially promotes natural killer and CD8* T cell expansion] ’ superagonit
superagonist, a tumor protease Cleavable Moety
. However, the clinical use of IL-15 remains limited by systemic activatable linker, a mask moiety and a é
toxicities and narrow therapeutic window. half-life extension domain. e
* BGB-R046 is an IL-15 pro-drug (pro-IL-15) under Phase | . BGB-RO46 is inactive in circulation and ~ y

development for the treatment of malignancies. activated at tumor site by the tumor

enriched protease to release IL-15
superagonist.

. BGB-R046 is designed to be activated by tumor enriched
proteases to release active IL-15 in tumor microenvironment.

Abbreviations: HLE: half-ife extension.

Human Primary Cell Proliferation Assay
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In human HH cell line, human PBMC, human NK cell and CD8" T-cell , BGB-R046 maintained relatively low IL-15 activity, and full IL-15
superagonist activity can be recovered with protease digestion.
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The Pharmacodynamics Effect of BGB-R046 in Mice Model
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PSTATS in HH Tumor

z . BGB-R046 induced dose-dependent
w0 8 o .
<2 |BGB-R046 dose | Mono-35 dose |Mean ECL signal| p-value versus and significant increase of tumor
00 (mg/kg) (mg/kg) of pSTATS  |the vehicle group| pSTATS level at dosing range from 0.1
0 0 888 NA to | mglkg.
0 0.1 NA 3842 < 0.0001
o 03 NA 27234 <0.0001 . Mono-35, a non-protease-cleavable
3 1 NA <0000 linker pro-IL-15 control, at | mg/kg
: NA 1 799 0.9576 N N .
104 did not induce pSTATS increase,
Bc8-R04s 01 03 1 (mak e
e Lo indicating the protease-cleavable

linker is critical for the activation of
BGB-R046 in tumors.

* Mono-35 is a pro-L-15 control with the same format of BGB-R046 but o non-protease-cleavable pepide inker
NCG mice with HH xenograft model, pSTATS s PD readout at 8-hour postareatment, BGB-RO46 was inravenously administered
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BGB-R046 alone induced dose-dependent effect on tumor growth i

umor Efficacy of BGB-R046 Alone and Combined with PD

antibody

Mouse BI6FI0 Syngeneic Model
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was observed at | mg/kg in both MC38 (A) and BI6F10 (B) syngeneic models.

The combination of BGB-R046 at 0.3 and | mg/kg with anti-PD-1 antibodies induced dose-dependent effect on tumor
growth inhibition compared to single agent treatment in both MC38 (A) and BI6F 10 (B) syngeneic models.
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Pharmacokinetics Profile of BGB-R04: Summary and Conclusions

Cyno monkey PK after IV dosed R046
single dose,N=6 (3 males & 3 females)
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After intravenous infusion of BGB-R046 in cynomolgus
monkeys, a dose-proportional manner and linear PK .

was observed over the dose range 0.1 to | mg/kg.

The t”2 of BGB-R046 was sustained, with the median
value ranging from 125 to 135 hours.

The active/intact drug ratio (AUC,,,) ranged from
0.0132% to 0.134%.

curve from 0 to the ast quantfable concentration:

ingi AUCo..,
ife.

= SEM. Tumor volume d

logarithmic scale using Welch ANOVA followed by

In vitro, BGB-R046 exhibited relatively low activity, and
full IL-15 activity was recovered with protease digestion.

In vivo, BGB-R046 induced dose-dependent and
significant increase of tumor pSTATS level, while a non-
protease-cleavable linker pro-IL-15 control cannot.

In vivo, BGB-R046 alone and combined with PD-1
antibodies showed does-dependent anti-tumor efficacy.

BGB-R046 demonstrated a favorable PK profile in cyno
monkeys similar to a typical monoclonal antibody.

In sum, the conditional activation of BGB-R046 design
demonstrated superior pharmacokinetics, anti-tumor
efficacy and safety properties, indicating a remarkably
enhanced therapeutic window.

Phase | development of BGB-R046 has started in July
2024 to investigate BGB-R046 alone and in combination
with tislelizumab (BGB-A317, an anti-PD-| antibody) in
patients with advanced tumors.
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