Preliminary phase I/ll study results of orelabrutinib combined with MIL62 In patients with relapsed or refractory
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- - m Tumor responses in individual patients are shown in Figure 3, ORR was 61.5% (95%CI:
B aC k U rO U N d Patl ent PO QU I a‘tl O N 31.6, 86.1) for DLBCL, including 4 CR, 4 PR of 13 assessed patients. ORR was 71.4%

= MIL62 is a glycoengineered anti-CD20 antibody with a nearly completely afucosylated N- As of June 30, 2021, 25 patients with DLBCL (18 pts) and other B cell NHLs (7 pts) have been Including 3 CR, 2 PR of 7 other B-NHLs patients. ORR was 62.5% (5/8), including 2 CR, 3
glycans in Fc region and enhanced ADCC function compared with wild type Fc anti-CD20 treated with orelabrutinib and MIL62 combination therapy. Baseline characteristics and PR in rituximab-refractory (rituximab-containing chemotherapy) DLBCL.
antibody (Figure 1). Single agent activity for MIL62 has demonstrated clinical activity in demographic data are shown in Table 1. 50% | 0
patients with r/r CD20-positive B-cell NHL which were heavily treated with prior therapies.. Table 1: Baseline characteristics
= Orelabrutinib (ICP-022) is a novel and highly selective irreversible Bruton’s tyrosine kinase 0 W DlBCL W McL EMIL EF
(BTK) inhibitor without inhibitory activity against IL2-associated tyrosine kinase (ITK). Median age (range), yrs 67.0 (38, 77) o
Orelabrutinib doesn’t interfere with the antibody-dependent cellular cytotoxicity (ADCC) of so IR
. . . . . . Male, n (%) 10 (40.0) PD
CD20 antibody in combined therapy and is therefore an attractive candidate for combo ECOG PS, n (%) D 'sp
studies. 0-1 9 (36.0)
m This ongoing study is to evaluate the safety, tolerability and preliminary anti-tumor activity of 2 14 (56.0) 0% PR PR
orelabrutinib in combination with MIL62 in patients with refractory or relapsed CD20 positive 3 2 (8.0) PR PR oD
B cell NHL. Histology subtype, n (%) R
Figure 1. Mechanism of action of MIL62 MZL(marginal zone lymphoma) 2 (8.0) -100% PR cr R op
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Stu d DeS| olg (N=25) unexpected adverse events ) S = PD
: p Ongoingtreatment
Any grade 13 (52.0) m 12% (3/25) of patients reported grade =3 mzz:ﬁzi: Etﬁiﬁ :2 e > B Lt
m This is a phase I/lla dose escalation and dose expansion study (NCT 04304040). The study > 3 grade 3 (12.0) TROAES' _ _ M1000/0150 DLBCL SD K> MCL
is divided into two parts, phase | is 3+3 Dose Escalation evaluating DLTs, phase lla is dose : = 12% (3/25) of patients TRAEs resulted in M1000/0150 DLBCL PR —— > MZL
: Serious TRAE 2 (8.0) treatment discontinuation or dose reduction M1000/0150BMCL PR 13
expansion for NHLs. ‘espectivel 1 o> FL
Phase |: Dose-escalation Phase lla: Dose-expansion L_ed to glrug _ 3 (12.0) - ThemeSt f?/e uently (>10%) reported M1000/0150BMZL  SD o>
Part A Part B discontinuation q y . X : weeks 0.0 5.0 10.0 15.0 20.0 25.0 30.0 35.0 40.0 45.0 50.0
ledtod " s 5.0 TRAES were neutropenia (16%), leukopenia N |
iLea. v Orelabrutin MIL62, IV Orelabrutinib Relapsed of refractory NHLS ed to aose reduction (12.0) (12%), throm_bocytopenia (28%), infusion Note: Cutoff date: Aug. 4, 2021; M: MIL62; O: orelabrutinib; B: part B regimen.
800 mg* 100 mg, QD, PO 1000 mg* 150 mg, QD, PO Led to death 0 related reaction (16%) and rash(12%). .
RP2b i - Note: Cutoff date: Jun.30, 2021. CO n C I u S I O n S
e T Orelabrutinib Part A: 28 days per cycle (except NHLs: including DLBCL, MCL, '

FL/MZL and CLL/SLL group,
10~20 patients for each group,
DLBCL group is up to 30
patients.

for cycle 1=35 days)
Part B: 21 days per cycle (except
for cycle 1=28 days)

\ . m Orelabrutinib and MIL62 combination therapy was generally well tolerated, There is no
800 mg 150 mg, QD, PO Eff| cac reported DLT, unexpected toxicities or new safety signals. The safety profile of this study is

consistent with previous results of orelabrutinib or MIL62.

MIL62, IV Orelabrutinib ;'lfl:}&: D|8 gng Dlg for 18t20y0|e- = Twenty patients are evaluable for antitumor activity with at least one post-treatment = The combination therapy demonstrated encouraging antitumor activity, with ORR 65.0% and
* or cycle 2-6, and ever : ’ '
1000 mg 100 mg, QD, PO oycles fé’r cycle 7-24. y assessment, overall response rate was 65.0% (95%CI: 40.8, 84.6) and CR rate was 35.0% CR Rate 35.0% in R/R CD20-positive B-cell NHL.
- across all dose groups. = Phase lla expansion groups of the study is ongoing.
iﬂéggzrh'\,{ 15%f§abgg”'go Best overall M 800mg/ M800mg M 1000mg/ M 1000mg/ M 1000mg/
g S response,n 0O 100mg /O150mg O 100mg 0 150mg O 150mg(B) Total (N=20) Corres pon dence
(%) (N=3) (N=3) (N=4) (N=7) (N=3) Prof. Yuankai Shi, E-mail: syuankai@cicams.ac.cn
= Primary Objectives: Safety and Maximum Tolerated Dose (MTD), phase 2 dose (RP2D). CR 2 (66.7) 1(33.3) 0 3 (42.9) 1(33.3) 7 (35.0) Discl
= Secondary Objective: To assess Efficacy (overall response rate) and PK. PR 1(33.3) 2 (66.7) 1 (25.0) 1 (14.3) 1 (33.3) 6 (30.0) ISC_ oSu res | | |
ligibili . SD 0 0 2 (50.0) 1(14.3) 1(33.3) 4 (20.0) Feng Li, Danhua Lin and Min Wei are employees from Beijing Mabworks Biotech Co. Ltd.
= Key Eligibility Criteria PD 0 0 1(250) 2 (28.6) 0 3 (15.0) - -
° Histologically confirmed CD20 positive B-cell non-Hodgkin lymphoma (NHL) NE 0 0 0 0 0 0 CR)(;?bm Zt?]ao a(?d IHueéqlang Z?IP ta e fgrrltploy?es from Beijing Innocare Pharma Tech Co., Ltd.
* Relapsed after, or refractory to, at least 1 prior treatment regimen ORR 3(100.0)  3(100.0) 1 (25.0) 4 (57.1) 2 (66.7) 13 (65.0) e authors declared no contiicts otinterest.
* ECOG performance status < 2 DCR 3 (100.0) 3 (100.0) 3 (75.0) 5(71.4) 3 (100.0) 17 (85.0) AcC kn OWI ed g ements
* Adequate organ system function: ANC =1500/uL; platelets = 75 K/pL Note: Cutoff date: Aug. 4, 2021; M: MIL62; O orelabrutinib Study sponsored by Beijing Mabworks Biotech Co. Ltd. and Beijing Innocare Pharma Tech Co.,

Ltd.
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