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BACKGROUND Table 1 Patient Demographics Figure 2 Maximum Percent Change in Sum of Target Lesion Pharmacokinetics

e Ipilimumab is the only marketed anti-CTLA-4 monoclonal antibody. Treatment 0.3mg/kg QW  0.45mg/kg 0.6mg/kg Diameters from Baseline * AUC increased approximately proportional to dose
with Ipilimumab is associated with occurrence of immune-related adverse (N=7) Q3W (N=7)  Q3W (N=6) " VETN Y CRVE LT Y RN EYId | + The half-life of HBM4003 was about 2 to 5 days, and minimum accumulation
events (irAEs) which can be life-threatening. Sex, n(%) 0 | Qw Q3w Q3w was observed after multiple dosing, which is in line with pre-clinical findings.

e HBMA4003 is a fully human heavy chain only monoclonal antibody (HCAb) to Male 5(71.4) 5(71.4) 4 (66.7) 14 (70.0) f (N=7) (N=7) (N=6) * Only 1 patient tested anti-drug antibody (ADA) positive at one visit with a
CTLA-4, which was engineered to deplete Treg cells by enhanced antibody- Female 2 (28.6) 2 (28.6) 2 (33.3) 6 (30.0) g » ] I SE35 ORI [ EEEE D () low titer of 2
dependent cellular cytotoxicity (ADCC) activity, in addition to its block of Race, n(%) s . i . 2310 CR 0(0.0) 0 (0.0) 0 (0.0) Table 3 Summary of Pharmacokinetic Parameters after Single-
CTLA-4-B7 interaction. Asian 2 (28.6) 1(14.3) 0 (0.0) 3 (15.0) 2 . PR olle) Akl WU Administration

* The HCAb.moIethIes have only 2 he.avy cljlains Iinlfed by disulfide bon?ls. Each Non-Asian 5(71.4) 6 (85.7) 6 (100.0) 17 (85.0) ; > SD 5(71.4) 0(0.0) 4(66.7) 0.3mg/ke QW 0.45mg/kg Q3W 0.6mg/ke Q3W
heavy chain consists of 1 heavy chain variable region and 2 heavy chain Age, mean (SD) 67.6 (8.3) 62.3 (10.2) 56.8 (15.0) 62.5 (11.5) 5 PD 1(14.3) 3(42.9) 1(16.7) (N=7) (N=7) (N=5)
constant regions (CH2 and CH3) without the CH1 region. ECOG PS, n(%) ) C_(ug/mL) 6.10+1.15 10.5+2.41 10.0+3.78

* The potential features of HCAb include unique binding epitopes, high affinity, 0 3 (42.9) 3 (42.9) 3 (50.0) 9 (45.0) T — N5 G T .. (h) 2.12(1.50,3.00) 1.73(1.52,3.02) 3.05(3.00,5.53)
and high tissue/tumor penetration. _ _ 1 4 (57.1) 4 (57.1) 3 (50.0) 11 (55.0) Abbreviations: CR: complete response; PR: partial response; SD: stable disease; PD: progressive disease Cirough (ng/mL) 0.425+0.113° 0.119+0.0929" 0.22910.0268°¢
Figure 1 HCAD Platform and HBM4003 Mechanism of Action N of revious e . bt s S T | AUCy g/l 2052550 sagsiiz 754

MoA 2-T,., Depletion Treatment Lines, n(%) renal cell carcinoma; head and neck squamous cell carcinoma; endometrial carcinoma; hepatocellular carcinoma C

max*

0 2(28.6) 0 0 2 (10.0) HCC Patient: Confirmed PR in Targ et Lesion (045m g/kg Q3W) dose for QW administration and 504 h post-dose for Q3W administration); AUC, ,..;: area under the curve from time zero

Platform MoA 1- Checkpoint Inhibit

max: Maximum concentration; T__ : time to reach the maximum concentration; C,, .,: trough concentration (168 h post-

. ) ] to time of the last quantifiable concentration
HCAb @ o 1 2(28.6) 2(28.6) 1(16.7) 5(25.0) o 64-yea r-old man, Asian, HBV infected Note: Pharmacokinetic parameters are presented as mean=+SD. T__ is presented as median (minimum, maximum).
B7 . . . . . a: N=6, b: N=4, c: N=3, subjects were excluded from summary statistics because the sampling time were outside of the
CTLAS 2 or more 3(42.8) 5(71.4) 5(83.3) 13 (65.0) * Prior treatments: sorafenib, lenvatinib and anti-PD-1 window.

D163 APCC Previous PD-1/PD-L1 2 (28.6) 3 (42.9) 3 (50.0) 8 (40.0) « Extended clinical benefit was observed after treatment discontinuation. d: N=5, e: N=2, subjects were excluded due to incomplete sample collection.

¢ »

cr—u} {CHZ D28 <CT|_A.4

Therapies, n(%) Tumor reduction reached 64.4% for target lesions and non-target lesions
~80 KDa / / / Abbreviations: ECOG: Eastern Cooperative Oncology Group; PD-1:programmed cell death protein 1; PD-L1:programmed were ho Ionger detectable 16 weeks after the last dose.

death-ligand 1; PS: performance status; SD: standard deviation
* Extended pharmacodynamic effect: ~40% T, depletion (till Day 8 after

i * HBMA4003 is the next generation anti-CTLA-4 fully human HCAb with
METHODS Safety and Tolerability dosing) & ~5-fold increase of T cell proliferation (till Day 21 after dosing) in : : U ..
enhanced ADCC for Treg depletion and the first HCAb under clinical
_ _ * Atotal of 15 (75%) pts reported treatment-related adverse events (TRAEs). blood Target Lesion develobment
Study Overview and Endpoints The most common TRAE of all grades was diarrhea/enterocolitis (7/6 pts). Saseline e o o 10 e * The repliminar data from this Phase 1 trial demonstrate favorable safety and
* This is a first-in-human, Phase | study. « Grade 3 TRAE included diarrhea (6 [30%] pts) and hepatic function abnormal o oy e P o \:c o . y
¢ In Part 1, an i3+3 dESign was USEd to gUide the dOSE'escaIation. Patients (PtS) (1 [5%] pt). A" were manageable and reversib|E. No TRAE was >Grade 3. e. I;TIC¥RPA'.: Ie ror:‘ I:I4003b.| nd ) i 'bl Th S mon 'rAE
were enrolled into 3 dose levels: 0.3mg/kg QW (28-day cycle), 0.45mg/kg Q3W |. The most common irAEs were diarrhea/enterocolitis and skin rash. No , > Were ma , a.|gea © c.ev.e >IDIE. TREMOst common | , was
(21-day cycle), and 0.6mg/kg Q3W (21-day cycle). toxicity was reported related to lung, kidney, heart or endocrine system diarrhea/enterocolitis, and no toxicity reported related to lung, kidney,
» The primary endpoint for Part 1 is the proportion of pts with dose-limiting + There was 1 DLT reported at 0.3mg/kg QW due to Grade 3 diarrhea. No DLT AL CIACLEE LS Bt ,
toxicity (DLT). was observed in any Q3W dose level * The initial anti-tumor efficacy of HBM4003 monotherapy was encouraging,
* Data analysis for this presentation was based on a data cut-off of 12 April + Maximum tolerated dose (MTD) was not achieved. | — . especia?lly.with e responders who had been refractory to multiple
2021 HCC: hepatocellular carcinoma; PR: partial response therap|es |nc|ud|ng the PD-1 therapy.
. Part 2 is the dose expansion stage .Dlarrh.ea and enterocolitis was recorded at the different stage of the event based on Note: The target.leswn was measured at the longest dlameter.. T alftfesl) e slks Eeniin i mriee R il and demers i el
: diagnosis. CRPC Patient: SD by RECIST 1.1 with PSA Response immunogenicity.
Key Inclusion Criteria Table 2 Immune-Related Adverse Events (0.emg/kg Q3W x 2, intro_duced on Name_d Pt basis at 0.3 mg/kg Q3W |. The MTD was not achieved and 0.45 mg/kg Q3W was recommended as the
* Adult pts with histologically or cytologically confirmed advanced solid Preferred 0.3mg/kg QW 0.45mg/kg Q3W 0.6mg/kg Q3W x 1 on PI’'s recommendation to control diarrhea) phase Il dose for dose expansion.
tumors that must have progressed after treatment with all relevant and Term (N=7) (N=7) (N=6) e 80-year-old man
clinically appropriate standard therapies, or for which no effective Any  Gradez3 o Grade23  Any Grade23  Any  Grade23 | « Pprjor treatments: docetaxel, cabazitaxel and bicalutamide
. . . . . . Grade Grade Grade Grade . . . REFERENCES
standard therapy is available, or the patient has a contraindication to , * PSA response: more than 50% reduction in PSA level from baseline at 6 week
tandard th Any irAE 4(57.1) 1(143) 2(28.6) 1(143) 5(83.3) 3(50.0) 11(55.0) 5(25.0) Extended clinical benefit ob 4
standard thera * Extended clinical benefit observe ; ; ; ; ; ;
Py Enterocolitis 2 (28.6) 0(0.0) 1(14.3) 0(0.0) 3(50.0) 0(0.0) 6(30.0) 1(5.0) . o= . o 1. G L|uf X Gan, Y He et al. A heavy cI'!aln only antibody agal.nst CTLA4 with outstan(.img
: o * The PSA response is continuing at week 45 from first dose, which is 26 preclinical efficacy and safety profile. AACR Annual Meeting 2019; March 29-April 3,
Key EXC| USIQH Crlt.erl a o . Diarrhea 1(14.3) 1(14.3)  0(0.0) 0(0.0)  3(50.0) 3(50.0) 4(20.0) 4(20.0) weeks after the last dose. 2019; Atlanta, GA. Abstract 4098
° E.rewof:fly re(.:s'V:‘d or is currently receiving CTLA-4 antibody or any CTLA-4 Rash 3(42.9) 0(0.0) 0 (0.0) 0 (0.0) 0(0.0)0 0(0.00 3(15.0) 0(0.0) * The SD of adrenal and axillary lymph node by RECIST 1.1 was continuing | 2- Haan.en,J B.A G et al. Ma.nagerr.rent of Toxicities from Immunotherapy: ESMO Clinical
Ispecitic antibody Hepatic 0(0.0) 0(0.0) 1(14.3) 1(14.3) 0(0.0) 0(0.0) 1(5.0) 1(5.0) at week 45 :;a(\ctlcelG:)l.d.elirl;s_:lc;r Diagnosis, Treatment and Follow-Up. Annals of Oncology 2017,
* Previous immune checkpoint inhibitors PD-1 or PD-L1 therapy within 8 ;“b':‘c‘::‘:r"“al * Non-PD/non-CR for bone lesions SHPPLA: TV '
weeks of first dose Immune- 0(0.00 0(0.0) 0(0.0) 0(0.00 1(167) 0(0.0) 1(50 0(0.0) | Z"t‘?“de; phar?f\;?dynamic ?ffe‘:tl:l NZO;’./; Treg deP'_‘IeltiO“ (till 33\/ 1d5 after | CONFLICT OF INTEREST
RESULTS reepd;:tt?sd b:)sn;g) 15-fold increase of T cell proliferation (till Day 21 after dosing) in P De Souza is on an EISAI Australian advisory board for renal cancer (2021) and was an
P t t D t d D h - Note: Enterocolitis includes colitis and immune-mediated enterocolitis; rash includes rash and rash maculo-popular; o0 Baseline Target Lesion 12 Week advisor for BioSceptre AUStr_aIia Pty Ltd. from 2018 to 2019. JJ, MDA, XC, XG, XT, RZ, and LL
atien 1S pOSI 1on an em Og rap ICS hepatic function abnormal includes blood bilirubin increased, Liver function test increased and transaminases increased. ————— — are employees at Harbour BioMed.

* As of 12 Apr 2021, 20 pts with advanced solid tumors have been treated at Efficacy

4 Australian sites. * Efficacy is assessed according to Response Evaluation Criteria in Solid
* Heavily pre-treated population, with 13 out of 20 pts (65%) having received Tumors (RECIST) v1.1.

2 or more prior regimens (i.e. 3rd line+)
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15 patients had post-treatment tumor assessments

* 8 out of 20 pts (40%) were treated previously with immune checkpoint e 1 pt had confirmed partial response (PR); Macquire (Monash Medical Centre). A
inhibitor. . : : : : i : LinkedIn Ein:;
bito 9 ptS had stable disease (SD) with tumor Shrlnkage in3 ptS. CRPC: castration-resistant prostate cancer; SD: stable disease; PI: principal investigator; PSA: prostate-specific antigen This StUdy was Sponsored by Harbour BioMed. =l *"t%'
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