Envafolimab (KNO35) in advanced tumors
with mismatch-repair deficiency
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Background:  The overall population (n=103) included 65 subjects with CRC (24 had « Efficacy results (Table 1) were similar across tumor types and
« Envafolimab (KNO35), a novel subcutaneously administered PD-L1 prior therapy with F and O or 1), 18 with GC, and 20 with other tumors, iIndependent of central (PCR/MSI-H: CRC/GC) or local tests (IHC/dMMR:
single domain antibody, showed acceptable safety and encouraging with a median follow-up of 6.7 months. The median number of prior other tumors).
antitumor activity in preclinical and early clinical studies?!=?. systemic treatment was 2. « The most common drug related treatment emergent adverse events
» Microsatellite instability-high or mismatch repair deficient (MSI-H/dMMR) « The confirmed ORR (BIRC) was 34.0% (35/103, 5 CRs and 30 PRs) in (TEAES) were shown in Table 2.
results in exceptionally high number of mutations/mutant neoantigens overall population.  |njection site reactions were observed in 6 (5.8%) subjects (all grade 1~2)
and predicts sensitivity to PD-(L)1 blockade regardless of cancers’ tissue Table 1. Efficacy results in subjects who had completed 2 2 on-study tumor assessments without drug related serious TEAEs or dose modification reported.
of origin3. CRCfailed F [ . 0 * No infusion reactions, pneumonitis, colitis, or unexpected safety signal
» Patients with advanced MSI-H/dMMR cancer who failed standard of care a”(‘i']f’zg)” (n=20) was reported.
. . . . n= n= =
Table 2. Drug Related TEAE
have no _satlsfactory al.ternatlve treatment options and poor prognosis. Confirmed ORR (BIRC) 28 204 36 4% 30,0% 54 206 35 0% able 2. Drug Relate s
 Pembrolizumab and nivolumab have been approved for the treatment of DCR (BIRC) 50.0% | 72.7% | 62.0% 66.7% 65.0% e reated IELE O"era” (ISL0S)
. . . n rage .
patients with previously treated dMMR/MSI-H advanced cancers. 6-month DoR (BIRC) 63.0% | 100.0% | 71.9% 88.9% 100% Grgd% 3.4 12 (13_6%)
However, no PD-(L)1 inhibitors has been approved in China. MZS:ZQ gzsrﬁ'sti)s’ months | 4.9 11.1 S&?reached 1.1 2:0 Grade 5
Methods: 12-month OS rate 615% | 68.2% | 63.7% 90.5% 76.8% zeecto 0 seopnuation TR
« This is a single arm, pivotal, multicenter, phase 2 study performed in (@) (b) White blood cell count decreased 16 (15.5%) 0
) ) . . . . = . ¢ * «n 1001 2 .
China to evaluate efficacy and safety of envafolimab in subjects with = = ; 5 Fatigue 15 (14.6%) 0
previously treated dMMR/MSI-H advanced cancer. = . — ! %i :-,Z Rash 15 (14.6%) 1 (1.0%)
p | K : f g2 7 Hypothyroidi
Key Eligibility Criteria o : . 5t ¢ =5 ypo yr9| ism 13 (12.6%) 0
) . } 209 Neutrophil count decreased 11 (10.7%) 1 (1.0%)
« Age = 18 years =) : r ® PR/CR 25 0
n 7 C o . .
* Locally advanced or Y c.c 2‘1?nme'3 Tumor assessments were every 8 weeks = ¢ PP | §E 251 Conclusion:
metastatic solid tumors A > Ongoing reatment €2 o « Envafolimab demonstrated robust durable antitumor activity in patients
' ;ff;téﬁl%gfa?fégigr“?gkg) Envafolimab | Until PD. Survival ’ g5 75 _ with previously treated advanced MSI-H/dMMR cancer, a population with
and gastric cancer (GC), | | 1Y " unaccepiﬂzle toxlicity, follow-up | | _ Sao0f, , , , high unmet need for effective treatment options in China.
and locally confirmed weekly ) or withdrawa 0 0 40 60 o 2 40 60 — Confirmed ORR per BIRC were 30.0%, 35.0% and 34.0% in PEPI, other
IMMR for other IUMOrs |- oive responas e (ORR) per RECIST] e 1. Tumor response over time i overall population tumors and overall population, respectively.
iar i P : i igu . Tu ver ti in ov ulati . . .
« > 1 prior line of therapy . V1.1 by blinded independent radiology review (BIRC). i Swimmer plot of disease status over time (a) — Median DoR not reached with 6-month DoR of 71.9%, 100% and 84.1% in
« ECOG PS 0~1 |+ Secondary endpoints: duration of response (DoR), diseaSﬁi Spider plot of change in sum of diameters of target lesions by subjects over time (b) PEPI, other tumors, and overall population, respectively.
« Measurable disease per . control rate (DCR), progression free survival (PFS) and overall | _ : - ] 0 0
WRES DI p D S ———— wloo-ﬁ_lﬂ_w 1007 g/lze?ll(;)ninOPSEgiogtrﬁ:rctrllen?o\r,\gtgnldzor\?grrc'litlrl]pgsulgatggﬁ ?Lsiz-;s,eljﬁﬁ/o e
 The primary efficacy population (PEP) included subjects with CRC who g 50 — T 80, « Safety profile was similar to other PD-(L)1 antibodies but without infusion
had failed fluoropyrimidine (F), oxaliplatin (O), and irinotecan (I) plus = . reactions. No colitis or pneumonitis case was reported in the study.
those with advanced GC who had failed at least one prior systemic s 90 s %  The data support envafolimab as a new promising and convenient
c . . . . ! i i
treatment. 2 0N 35 s, I 103 treatment option with durable benefit for patients with heavily previously
. _ i ) b 401 Event (%) 5 (14.3) S 404 Event (%) 21 (20.4)
* The report is based on a pre-planned analysis after the first 50 subjects 2| censored (%) 30 (85.7) 2 | censored (%) 82 (79.6) treated advanced MSI-H/dMMR cancer.
- = Median (95% CI)  NR (9.2, NE) S Median (95% CI)  NR (NE, NE)
In the PEP had at least two on-study tumor assessments (PEP;). 2 2% Month 6 (%) 84.1 (62.5, 93.9) £ 20 Vonth 6 (%) 80.7 (70.7, 87.6) References
] o Month 9 (%) 84.1 (62.5, 93.9) x Month 9 (%) 75.7 (64.5, 83.8) :
Results: & 4| Month 12 (%) 63.1 (18.9, 88.0) ol Month 12 (%) 72.4 (59.5, 81.8) 1. Xu JM et al. 2019 ASCO annual meeting, Abstract 2608.
: : vy e e 2. Shimizu T et al. 2019 ASCO annual meeting, Abstract 2609.
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H/dMMR advanced cancers were enrolled at 25 centers. Subjects at rill'(mes'”cef'“t response (months) Subjectsgt”;‘igks'”ce start of treatment (months) Copies of this poster obtained through Quick Response (QR) Code are for
+ The PEPI included 39 subjects with CRC and 11 with GC, with a median 3 28 20 7 4 2 1 108 o1 75 s 42 23 1 2 0 personal use only and may not be reproduced without - permission from
foll F7 5 ths. Th di b £ ori t ict t ¢ _ _ _ _ _ ASCO® and the author of this poster.
ollow-up of 7.0 montns. € median number of prior systemic treatmen Figure 2. DoR in subjects with a confirmed Fiaure 3. OSin overall population For questions or comments on this poster, please contact Dr. Shen at
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