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INTRODUCTION RESULTS

Hepatocellular carcinoma (HCC) is a global challenge due to its high morbidity
and mortality rate. The standard of care for advanced HCC in front line and

1. Oral PD-L1 Inhibitor with Higher Liver: Plasma Ratio Mediated Better Anti-tumor Activity in HCC Orthotopic Model 4. Higher Tumor T Cell Infiltration with Liver-Tropic PD-L1

Tumor Growth Kinetics Terminal Readin Inhibitor
second line therapy consists of two distinct systemic approaches: tyrosine- co BN ’ | T Cells in
kinase (TK) and immune checkpoint inhibitors (ICl); however, relapses and 2 ~ * * ns % of T Cells in Tumor 5. Circulation
dose-limiting tolerability associated with systemic adverse events following = = - Vehicle c 877 A8 ‘?’ Y Treatment f;;;"?él 5 O o B O o _
. . = s O > 80% — = 7
treatment with either therapy have been observed!. Development of orally S ('-}-') 4x107 -~ Compound A % - o 80F- . Vehicle 13 [ % 104 ©® © g
O ' 1 O
bioavailable, tissue-tropic immune checkpoint small-molecule inhibitors that 2 4 ~- Compound B 52 go- +O J'r\_/ +Q T
re .. . o . . \% (- Combound A = > Compound A 100 ™M Lo oM O
could facilitate ease of administration, exhibit better tissue penetration, and @ - P | = Q7 C dA+ QA < A <t 10-
. . o . L @ 2«10 + Regorafenib O c = 40- ompoun 33 O O 05 O 0
reduce systemic exposure may potentially result in improved efficacy for =S I 1 gE @ Regorafenib L O L0 ;.
. . . T L = — —
advanced HCC with reduced systemic toxicity. = - /:0‘=> S - 20 Compound B - S o
. . _ ~ _ ~ . ol o . D: 0 % 0- $
A.s a pr.eC|r.1|caI proof-of-concept, sma.II m.olecule. PD-L1 inhibitors Wlth 11 3 5 7 9 11 13 15 17 19 21 23 25 27 Z ey ANOVA compared to venicl e Vehicle 4 Compound A = Compound B
differential liver and plasma pharmacokinetic profiles were evaluated in a Study Day *p<0.05
novel orthotopic syngeneic immunocompetent HCC model to evaluate the Last tumor measurement on Day 26 ne (non-signiicant p=0.95 * Higher T cell infiltration in liver tumor observed with treatment
correlation between pharmacokinetics and anti-tumor efficacy * Treatment with Compound A alone demonstrated greatest number of animals with 80% or higher % tumor growth inhibition (%TGl) of Compound A compared to Compound B
' after 26 days of treatment . . o .
* Similar T cell frequencies observed in circulation
* Compound A had more animals with %TGI above 80% compared to Compound B
OBJECTIVES  Combination treatment of Compound A and regorafenib resulted in similar anti-tumor efficacy as Compound A alone, with fewer
animals having >80% TGl CONCLUSIONS

 Assess anti-tumor efficacy of small-molecule PD-L1 inhibitors with
differential liver and plasma pharmacokinetic profiles in a novel orthotopic
syngeneic immunocompetent HCC model

. Higher Liver Concentrations were Associated with Increased Efficacy in HCC Orthotopic Model * A novel orthotopic syngeneic immunocompetent HCC mouse

Liver Plasma Tumor model was generated to evaluate PD-1/PD-L1 inhibitors for HCC
E 3
20007 80 1000+ 100~ — 250 * Treatment with orally bioavailable small-molecule PD-L1 inhibitors
BACKGROUND & METHODS _ _ _ - 4 e e .
o o —~ - O i —h possessing liver-tropic pharmacokinetic profiles was associated
2 7 1500- = - 60- = 7 750- 2 2 75- 200 9 el : : :
. _ . . . . o D o c o D =5 o with increased efficacy and tumor clearance in this model
Treatment with PD-1/PD-L1 monoclonal antibodies combined with anti- = =2 = S c > o _gg -150 O §
angiogenic VEGF/R inhibitors shows significant benefit in better overall £ <= 1000- £ £ 40- = ~ 500~ = c_EtS > 50~ S ;) Combination treatment of small-molecule PD-L1 and VEGF
and progression-free survival outcomes than sorafenib in HCC* 7 T = 7 5\] > £ 2 100 o N inhibitor shows similar efficacy as small-molecule PD-L1 inhibitor
. . . . o o \ O 500+ L ¢S 20- ' 250- Z 9 o5 OS> .
» Regorafenib is an anti-angiogenic VEGFR2-TIE2 tyrosine kinase inhibitor 0 0 O 0 > -50 & monotherapy, but further dose exploration needed
C,4, post 28 Days .
80~ of Dosing 0- 0- 0- 0- -0 * Target engagement was observed upon treatment with oral small-
* An’gl-’Fumor .efflcz.:\cy of .small-molecule. PD-L1 I Al data shown at Day 28 * B Compound A B Compound B A % TGI Compound A molecule PD-L1 inhibitors both in tumor and immune cells
inhibitors with different Liver:Plasma ratios was & * One-way ANOVA compared to Compound A * p<0.05
: . : 2o . er : : . : : = 9% TGI Compound B e Th d h d | f - | | _
assessed in an HCC orthotopic syngeneic model to z S,-  Compound A demonstrated significantly higher liver tropism than Compound B with higher | These data suggest that development of small-molecule PD-L1
determine contribution of liver tropism to efficacy i Liver:Plasma ratio B Liver C,yy, fold over ECgy Compound A inhibitors with biodistribution to the liver may provide benefit in
3 . : C e : : : : : : Bl Liver Cyy, fold EC5o C dB
.« Combination treatment of small-molecule PD-L1 N * Increasing PD-L1 inhibitor liver concentrations and Liver: Plasma ratio were associated with VT aan IO BVET Eso OMPRTN the treatment of HCC
inhibitor with regorafenib was assessed as proof-of- o Compound A increase in % TGl in this orthotopic model
concept for an all-oral treatment strategy for HCC "= High Liver:Plasma REFERENCES
B Cwer Liver-Plasma 3. PD-L1 Inhibitor Mediated Reduction in PD-L1 in Tumor and Tumor-Associated Immune Cells
. . . 1.  Brest P, Mograbi B, Pages G, Hofman P, Milano G. Br J Cancer. 2023 Sep 21. doi: 10.1038/s41416-023-02437-1. Epub ahead of print.
Generation of Orthotopic Syngeneic Immunocompetent HCC Mouse Model Tumor Infiltrating PMID: 37735244,

Myel O | d Cel IS Finn RS, Qin S, lkeda M, Galle PR, Ducreux M, Kim TY, Kudo M, Breder V, Merle P, Kaseb AO, Li D, Verret W, Xu DZ, Hernandez S, Liu J,
. . 80 O NK Ce”S uan ulla an im u en ; rave nvestigators n e a ; : - oi:
* Multiple clones were screened to generate H22 mouse hepatoma cell line o ~ 1207 Lymphocytes s 20 5 % 01056/ NEIMoa1915705, PUIDL 32802160, |+ eoiors TLEnI TREs, 2020 Moy RARSADRIRIE cor
expressing human PD-L1 (hPD-Ll) and luciferase (LUC) — L O 100 00 oo - = 3. XuJ,ShenJ, GuS, Zhang Y, Wu L, Wu J, Shao G, Zhang Y, Xu L, Yin T, Liu J, Ren Z, Xiong J, Mao X, Zhang L, Yang J, Li L, Chen X, Wang Z,
% E 60 E =5 - Gu K, Chen X, Pan Z, Ma K, Zhou X, Yu Z, Li E, Yin G, Zhang X, Wang S, Wang Q. Clin Cancer Res. 2021 Feb 15;27(4):1003-1011. doi:
e H22-hPD-L1-Luc cells were surgically inoculated into the liver of oS O S~ + B + = 101158/1078-0432.CCR-20-2571. Epub 2020 Oct 21. PMID: 33087333,
1Cin(hPDCD1 tm1(hCD274 5 O — [ 80 — ‘(;)’ — (n 40 4. RenZ XuJl,BaiY,XuA, CangS,DuC,LiQ,LuY,ChenY, Guo Y, Chen Z Liu B, Jia W, Wu J, Wang J, Shao G, Zhang B, Shan Y, Meng Z, Wu
BALB/CJGpt-PdCd 16em in( )Cd274 m1 )/Gpt double knock-In O+ O —Il N 1 — -1 = J, Gu'S, Yang W, Liu C, Shi X, Gao Z, Yin T, Cui J, Huang M, Xing B, Mao Y, Teng G, Qin Y, Wang J, Xia F, Yin G, Yang Y, Chen M, Wang Y,
. . 5 O - E D — ! D DI (D) Zhou H, Fan J; ORIENT-32 study group. Lancet Oncol. 2021 Jul;22(7):977-990. doi: 10.1016/51470-2045(21)00252-7. Epub 2021 Jun
transgenic animals O DI = 40 o o 60 E QO 10 o @) 15. Erratum in: Lancet Oncol. 2021 Aug;22(8):e347. PMID: 34143971.
. . "G—)‘ 0 — — _I_L) = +Q e T_n https://en.gempharmatech.com/product/details100035 3691592.html
Study Design to Assess Oral Small-Molecule PD-L1 Inhibitors oL in L oDo 40 S SEvi
=~ o 20 P,
H22-hPD-L1-Luc . 'c—: g 8 20 8 ’ 8
cells engrafted in Dose 28 days g.d. p.o. (n=7-8/group) Endpomt. < O o = - CONTACT AND DISCLOSURES
the liver 1. Vehicle Readouts: 0 0 0 0 . _ o
2. Compound A 10 mg/kg Clow eviometr . Please direct inquiries to:
3. Compound A 10 mg/kg + Regorafenib 10 mg/kg (terminyal tumo); ® Vehicle a Compound A B Compound B ethi@arbutusbio.com
& . 4. Compound B 10 mg/kg _
b and blood) * Target occupancy (44%-63%) in tumor cells was observed after treatment of both compounds Authors are employees of Arbutus Biopharma and may own
K " g
2 . . L : : :
In-life tumor growth Bioanalysis of * Reduction in the frequency of hPD-L1+ myeloid and NK cells in tumor was observed upon treatment with both Compounds company stock. AASLD 2023
: - : plasma, tumor _ , o , ,
hPD-1/hPD-L1 K] monitored via luciferase 2 liver * Reduction in the frequency of hPD-L1+ tumor infiltrating lymphocytes was also observed upon treatment with Compound A

measurement

www.arbutusbio.com 10-14 November 2023

Balb/c mouse


https://en.gempharmatech.com/product/details100035_3691592.html
mailto:ethi@arbutusbio.com
http://www.arbutusbio.com/

	Slide 1

