Efficacy and safety results of KN026, a HER2-targeted bispecific antibody combined with docetaxel in first-line treatment
of HER2-positive recurrent/metastatic breast cancer
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BACKGROUND e No-visceral metastases, No-brain metastases and IHC3+ are Stratification fac- e TEAE =Grade 3 and SAE associated with KN026 occurred in 38.6% (22/57) and 8.8% (5/57) of subjects.
H0 tors for longer PFS. (Figure 6-8) There were no deaths due to KN026 drug-related AEs in this study. (Table 2)
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e The 3-drug combination therapy, trastuzumab, pertuzumab, and taxane chemotherapy is one of 0. ‘_T—Huﬁ e Theincidence of serious adverse events was 15.8%(9/57), including 5.3% (3/57) for febrile neutrope-
the standard treatment options for the first-line treatment of HER2-positive recurrent/metastatic L 07- '_‘—l_[ nia, 3.5% (2/57) for white blood cell count decreased, and less than 2% for other SAEs. (Table 3)
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two distinct HER2 epitopes, recognized by chain - _ Com;?lc;?nlight 0.1 - Median (95% CI) (Month) é ﬂ:4_ + Any TEAE 57 (100) Serious Adverse Event (SAE) 9 (15.8)
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juxtamembrane domain (IV) and the Figure 1 Structure of KN026 ’ ’ 6 ’ ’ Follow-up 1lirF:1e{mnnths] ’ ! ” ” ” " SSSOCIRIS WILKRNGSS ) ASSOciated witinSNDZG 2 5:8)
dimerization domain (I1) on HER2. Number of subjects at risk ] i associated with Docetaxel 54 (94.7) associated with Docetaxel 6 (10.5)
0,04 ——+— Visceral metastasis 19.3(13.86, -) —
» KNO26 induces clustering of HER2, leads to faster internalization and mediates potent ADCC. Cohort 1. 42 2 40 3 2 19 0 : 0 0 3 6 9 12 meﬁupﬁme{im} 21 24 27 30 33 TEAE Grade> 3 33 (57.9) TEAE leading to death 1##(1.8)
* Preliminary safety and efficacy results from Phase 1 study data (data as of Jan.22, 2020) of KN026 Nouher o ot stk ) . ) . ) ﬁ u associated with any study drug 31 (54.4) associated with any study drug 0
monotherapy in HER2-positive advanced breast cancer were presented at ASCO 2020!, showed Figure 3 Kaplan - Meier Curve for Duration of Response- Efficacy Analysis Set Visceral metastasis 3 W s o . ) 0 associated with KN026 22 (38.6) associated with KN026 0
ising effi fety. Herein, h f he phase 2 trial. . : associated with Docetaxel 30 (52.6 ' '
promising efficacy and well tolerated safety. Herein, we present the results from the phase 2 trial e The median follow-up for PFS was 16.6 months (95%CI: 15.15,19.29). Median PFS was 25.4 | Wi X ( ) associated with Docetaxel 0

M ET H 0 DS months (95% Cl: 16.53, NE) (Flgu re 4) and median OS was not reached. The median PFS ) . ##: Medical records related to the death of this subject could not be obtained, so the death reason was determined to be unknown and
Flgure 6 Kaplan - Meier Curve for unrelated to KN026 and docetaxel, which was determined by the investigator.
was not yet mature.

Subgroup Analysis of Progression Free Survival by Visceral Metastasis Table 3 Summary of Serious Adverse Events

 Studydesignis shownin Figure 2. e The 12-, 18-and 24-month OS rates were 93.0 % (95% CI: 82.37, 97.31), 91.2 % (95% ClI:
e Eligible subjects with HER2-positive and first-line systemic treatment-naive. 80.05, 96.22) and 91.2 % (95% Cl: 80.05, 96.22), respectively. (Figure 5) (N?;T;) soC (N=57)
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e Recurrent or metastatic breast cancer were enrolled in this study. bl
e Subjects received KN026 30 mg/kg combined with docetaxel 75 mg/m? Q3W until disease D i Rl Any SAEs 9 (15.8) Investigations 2(3.5)
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progression, unacceptable toxicity, or other circumstances that require drug discontinuation. o . Blood and lymphatic system disorders 3 (5.3) White blood cell count decreased 2 (3.5)
e The primary endpoints were ORR and DoR per investigator assessment according to RECIST v1.1. 08+ . 071 Febrile neutropenia 3(5.3) Cardiac disorders 1(1.8)
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Figure 7 Kaplan - Meier Curve for CONCLUSIONS

e 57 subjects were enrolled, the median age was 52 years, 100% were female, and 91.2 % (52/57) were

® ORRwassimilar between subjects with and without visceral metastasis.

Figure 4 Kaplan - Meier Curve for Progression Free Survival-Intent to Treat Analysis Set Subgroup Analysis of Progression Free Survival by Brain Metastasis _ o _ _ o o .
stage IV. e KNO026 in combination with docetaxel is well tolerated and has shown promising clinical benefit as 1L
e Theconfirmed ORR within 55 evaluable subjects was 76.4% (95% Cl: 62.98, 86.77) and DoR was 24.0 treatment for HER2-positive advanced breast cancer. At data cut-off date (Aug 18, 2022), median PFS
months (95% CI: 18.070, NE). (Table 1,Figure 3) 104 — — 5 was 25.4 months while 24-month OS rate was 91.2 %, which is very encouraging. Efficacy and safety re-
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Table 1 Objective response rate-Efficacy Analysis Set Ez : : : S — quire large-scale phase lll studies to verify. A phase Il study with Transtuzumab/Pertuzumb and
Eﬁiﬁcfsi?a,ﬂ? e Visizrjg'geg?‘;:}asiﬁ Nﬂ-”ifﬁj;agl}r':;ﬁt“"ﬁ ':‘rfj;f ':{%* [N:LF;H;% i o ;"—Lﬁ docetaxel combo as control arm is in planning stage, to confirm the efficacy and safety of KN026.
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e Thedisease control rate was 100% in 55 evaluable subjects. Cohort 1 57 56 56 56 53 18 29 7 4 u | 0 C 0 N T A CT

e Compared to IHC3+ subjects, ORR was lower in subjects with IHC1+ or IHC2+ HER2 positive expression. #: Overall survival and 95% confidence intervals were estimated for each time point based on the Kaplan-Meier method. Figure 8 Kaplan - Meier Curve for e Contact the authors at 13313612989@163.com for permission to reprint and/or distribute.
¢:There was only one IHC1+ subject and this subject was enrolled in the study due to a positive HER2 (FISH) result. Figure 5 Kaplan - Meier Curve for Overall Survival-Intent to Treat Analysis Set Subgroup Analysis of Progression Free Survival by HER2 - positive Expression This presentation is the intellectual property of the author/presenter.



