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BACKGROUND
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» The combination of anti-angiogenic therapy and immune checkpoint inhibitor therapy creates + Lenvat(irn\r:i_lo1 ;)2 ylefels + Lenva:ler?OS) mg QD + Lenvat(ir:: ;)2 mg QD + Lenva(t;lnil:oz; mg QD )
a positive feedback loop between vascular normalization and immune remodeling in the treat-  KNO46 5magkg Q3W + Lenvatinib 12mg QD
ment of hepatocellular carcinoma (HCC) ! total total . —— KNO046 5mg/kg Q3W + Lenvatinib 8mg QD
_ . 0 14(93.3% 10(100% 24(96.0% Q artial Response
» Though demonstrated longer OS (19.2m) in IMbrave150 study, the ORR(29.8%) is unmet 95:5%) O0%) P0.0%) N (%) 3(20.0%) 2(20.0%) 5(20.0%) < 4 PartialResponse (PR
clinical need to further improve ORR in conversion treatment for unresectable HCC 2 1 1(9.7%) ’ 18.0%) . ° e brene
P ' BCLC Hypertension 1(6.7%) 1(10.0%) 2(8.0%) % B Progressive Disease (PR)
« Here we assessed the safety and efficacy of KN046 in combination with Lenvatinib in 1% line 0
B 2(13.3%) 2(20.0%) 4(16.0%) Hypercholesterolaemia 0 1(10.0%) 1(4.0%) g
HCC treatment. 0 0 0 =
© 13(86.7%) 5(80.0%) 21(84.0%) Pneumonitis* 0 1(10.0%) 1(4.0%) 2
PVTT = R N N e
NG 10(66.7%) 7(70.0%) 17(68.0%) Blood potassium decreased 1(6.7%) 0 1(4.0%) 'GE,
STU DY DESIGN Yes 5(33.3%) 3(30.0%) 8(32.0%) Platelet count decreased” 1(6.7%) 0 1(4.0%) % —A
EHS Blood pressure increased 1(6.7%) 0 1(4.0%) cé)
No 9(60.0%) 7(70.0%) 16(64.0%) = 50
» D - ~
Yes 6(40.0%) 3(30_0%) 9(36.0%) * Pneumonitis and Platelet count decreased were KN046 related TEAE. %
Safety run-in Recruitment Follow-up | AR
Prior treatment
Surgery 2(13.3%) 2(20.0%) 4(16.0%) ]
KN046 5mg/kg Q3W + Lenvatinib KN046 5mg/kg Q3W + Lenvatinib Efficacy-Overall response -80 -
Radiation 2(13.3%) 0 2(8.0%) | | | | |
12 mg QD (BW = 60 kg) 12 mg QD (BW = 60 kg) | 0 6 12 18 24
or 8 mg qd (BW < 60 kg) m—> or 8 mg qd (BW < 60 kg) m—> Safety & Survival Intervention 2(13.3%) 1(10.0%) 3(12.0%) RECIST1.1 mRECIST i MRECIST Weeks
(n=6) (n=~30) Others 2(13.3%) 0 2(8.0%)
ORR, n(%) 12(57.1%) 16(76.2%) 12(57.1%)
_ HBV
: No 3(20%) 0(0%) 3(12.0%) 95%ClI 34.0%, 78.2% 52.8%, 91.8% 34.0%, 78.2%
C Yes 12(80%) 10(100.0%) 22(88.0%)
l CR 0 1(4.8%) 0
: Cutoff date 2021/4/8 CONCLUSION
- PR 2(9.5%) 7(33.3%) 2(9.5%)
: KN046 5mg/kg Q3W + Lenvatinib i i  The combination of KNO46+Lenvatinib in HCC is tolerable and has an acceptable safety profile.
7 Intolerance 8 mg QD (BW = 60 kg) Safety-Summary of AEs observed in SS iR 1OELET) PP OEET TRTI - o - o S i
‘Eesmmsmm=)p : = N Safety & Survival « KNO46+Lenvatinib in 1st line HCC treatment showed promising antitumor activity with high
or4 mg qd (BW < 60 kg) KN046 5 mg/kg Q3W KN046 5 mg/kg Q3W DR e AUERZ10) AUERZ10) AUER-210) ORR evaluated by RECIST 1.1, that provide chances for conversion treatment.
(n=~30) . - . L .
+ Lenvat(lﬁl-':;)z e + Lenva(t;ﬁ?o? e 95%Cl 76.2%, 99.9% 76.2%, 99.9% 76.2%, 99.9% * Clinical trial information: NCT04542837.
Primary Endpoint — ORR by investigator
Safety TEAE 3(20.0%)  9(60.0%) 2(20.0%)  7(70.0%) 5(20.0%)  16(64.0%) Efficacy-waterfall plot REFERENCE
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Lenvatinib related 3(20.0%) 7(46.7%) 2(20.0%) 7(70.0%) 5(20.0%) 14(56.0%) 2 Finn RS, et al. . IMbrave150: Updated overall survival (OS) data from a global, randomized, open-label
phase lll study of atezolizumab (atezo) + bevacizumab (bev) versus sorafenib (sor) in patients (pts) with un-
RESULTS IRR 0 3(20.0%) 0 3(30.0%) 0 6(24.0%) . resectable hepatocellular carcinoma (HCC). 2021ASCO GlI, abs267.
S
» 25 pts enrolled with unresectable BCLC stage B or stage C and Child-Pugh score <7 had re- irAE 0 1(6.7%) 1(10.0%) 1(10.0%) 1(4.0%) 2(8.0%) =
ceived Lenvatinib 12 mg/day (bodyweight [BW] 260 kg) or 8 mg/day (BW<60 kqg) orally and i
e e il oo oroumsier o Intolerab i o o o o : ACKNOWLEDGEMENT
KNO046 5 mg IV on Day 1 of a 21-day cycle until disease progression or intolerable toxicity or SAE 0 0 1(10.0%) 2(20.0%) 1(4.0%) 2(8.0%) -
2 years. = . . . .
y | | - KNO46 related 0 0 1(10.0%) 1(10.0%) 1(4.0%) 1(4.0%) S * The patients and families who are making the study possible
* The median duration of combination treatment was 10 weeks. As of cutoff date, only two pts 9 .
. . . . . g -40- * The clinical study teams
discontinued treatments, one for disease progression and one for pneumonitis. Lenvatinib related 0 0 1(10.0%) 2(20.0%) 1(4.0%) 2(8.0%) o Al authors contributed 16 and anoroved the oresentation
© °
. For 21 evaluable pts, ORR was 57% (95% Cl 34.0%-78.2%) and DCR was 95% (95% Cl E PP P
76.2%-99.9%) by RECIST v1.1 and imRECIST criteria. When evaluated by mRECIST, ORR TEAE led to discontinuation 0 0 1(10.0%) — 1(10.0%) 14.0%) - 14.0%) = 0o
and DCR improved to 76.2% (95% CI 52.8%-91.8%) and 95% (95% CI 76.2%-99.9%), re- 0 0 0 0
spectively. KNO046 related 0 0 1(10.0%) 1(10.0%) 1(4.0%) 1(4.0%) 5 KNO46 5ma/kg QW + Lenvatinb 12mg QD DISCLOSURES
_ B KNO046 5mg/kg Q3W + Lenvatinib 8mg QD
 Treatment-emergent adverse events (TEAESs) occurred in 64% (16/25) of pts, 20% (5/25) was Lenvatinib related 0 0 1(10.0%) 1(10.0%) 1(4.0%) 1(4.0%) 809 4 New Lesions | | |
>grade 3. The incidence of 2grade 3 TEAE related with KN046 was 8%, including pneumonitis Subject All'authors declare no conflict of interest.
(n=1, 4.0%) and platelet count decreased (n=1, 4.0%). Cutoff date 2021/4/8 Please address any questions or comments regarding this poster to xingbaocai88@sina.com




