KN026 in combination with docetaxel as neoadjuvant treatment for HER2+ early or
locally advanced breast cancer (BC): A single arm, multicenter, phase 2 study
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Despite the use of targeted therapy has revolutionized the treatment in the = From August 9th, 2021, to July 29th, 2022, a total of 30 pts were  Among the subgroups, the tpCR rate was numerically higher in Total, n [55 {’;fj,;’i > 3, n(%)
neoadjuvant setting for early, locally advanced, HER2-positive breast cancer, enrolled from 5 sites. pts with HR negative vs HR positive; and in patients with stage
. e . . . : : 2 i Treatment-E t Ad Event (TEA 30(100.0 16 (53.3
these approaches still have limited efficacy'2 which calls for persistent exploration 16 pts (53.9%) were stage Il and 14 pts (46.7%) were stage Il Il vs stage IIl. The tpCR rate was numerically similar in other T di;ﬁfﬁgnzﬁﬁ':mz;nﬁ E) 4E13_3]:' : ((m-ﬂ})
for optimized treatment strategy. P ' getl, b : ge il sub Age = 65 luded | ' i i
: : * groups (Age = 65 years was excluded as only two patients TEAE leading to KN026 withdrawal 2(6.7) 2(6.7)
. . : . . . 26 pts (86.7%) with blupsy—cﬂnﬂrmeq !Ymph node metastases; were enrolled). (Table 3) TEAE leading to docetaxel interruption 0 0
FNU?E' s a E'il?eg[ﬂﬂ aptl?ndy&tt&a'(( targets the E'E!'“;t extra-)ce:lalar d?fma'”i)” all the pts (100.0%) were HER2-positive; 15 pts (50.0%) were ‘ TEAE leading to docetaxel withdrawal 2 (6.7) 2(6.7)
Pertuzumab binding site) and IV (Trastuzumab binding site) of HER2 (figure1).  hormone receptor positive. (Table 1 : . TEAE leading to death 0 0
KNO026 has better anti-tumor activity than either Trastuzumab or Pertuzum- PROER ( ) Table 3 Subgroup analysis of tpCR T e BN 2(6.7) 2(6.7)
ab used alone and aimed to demonstrate similar or better anti-tumor Table 1 Baseline ch - EAS EAS Treatment-related SAE 1(3.3) 1(3.3)
response than Trastuzumab in combination with Pertuzumab. able 1 Baseline characteristics om KNO26-related SAE ] EH} ] (a-ag
N Docetaxel-related SAE 1(3.3) 1(3.3
The superior efficacy had also been validated in a series of clinical trials in late et (X560 £ 40 yous ;CH_H (%) g(ﬁﬂ.ﬂ] g{ﬁu-m = 16 (53.3%)
line Her2+ solid tumors as well as the first line Her2+ breast cancer and gastric cancer. Age (years), n (%) jf_ﬂﬁi?:m 3523“?;,} 95%Cl [11.81-88.19] [14.66-94.73] Neutrophil count decreased 15 (50.0)
. . > . White blood cell count d d 12 (40.0
Here we report the results of KN026 and docetaxel as neoadjuvant treatment in Poyears 260 41-64 Nc % fg E4.6 ﬂ £7 1 L,,r,ﬁjh;;eiiuﬁf‘éﬁmfijﬁ“ 3({1 .:.‘c.}]
. . . 0 29 (96.7) years tpCR, n (%) (54.5) (57.1) 1
patients with HER2-positive early or locally advanced breast cancer (LABC). ECOG, n (%) 1 1 (3.9) 95%C] [32.21-75.61] [34.02-78.18] Gamma-glutamyltransferase increased 1(3.3)
- ” (‘BD 0 N 5 5 Alanine aminotransferase increased 1(3.3)
: Febrile neutropenia 1(3.3)
Figure 1 Mechanism of action of KN026 F SRS Lk 6(20.0) R ;F;Eaﬁéln e ﬁgg?ﬂ]un 00] [21{51;I ?f?m 00] Hepatitis £ 189
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N Stage, n (%) NT 1::1.[(5333) Clinical Stage D?e::hau:; e 1(3.3)
HER2 f’ﬂ KN/QEE N2 10 (33.3) | N . }? . 1'15' . Hypersensitivity 13.3)
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B \ f. D2 - lla 3(10.0) No patient had left ventricular ejection fraction (LVEF) declines 10%
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/’” - J““‘“‘*-F—ﬁ\ Lff@ Negative 0 _ _ | Gos014 L1822 r4:511 patient had LVEF declines 15% points or more from baseline.
i HER2 Status, n (%) Positive 30 (100.0) Primary Tumor Size " - -
Positive 15 (50.0) < 5¢cm tpCR, n (%) 14 (56.0) 14 (60.9) .
HR Status, n (%) Negative 15 (50.0) 95%C [34.93-75.60) [38.54-80.29) Conclusions
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Treatment naive patients with HER2-positive early (T1c or 2, N1, MO; T2 or 3,  As of Nov 21st, 2022, the study completed the primary outcome. 95%Cl [14.66-94.73] [14.66-94.73] shown promising clinical benefit for patients with HER2-positive
NO, MO) or locally advanced breast cancer (T1c or 2 or 3, N2, MO; T3NTMO; 28 pts completed the surgery followed by pathological evaluation, Lymph Nodes Status early or locally advanced breast cancer with an acceptable and
Tlc or 2 or 3, N3a or 3b, MO) were enrolled to receive 4 cycles of KN026  and 2 pts discontinued from the study earlier due to AEs. Negative :‘:}Cﬁrn(%] g[ﬁﬂrm 3(55_?) manageable satety profile.
(30mg/kg, ivgtt d1, d8 (cycle 1 only), Q3w) and docetaxel (75 mg/m? ivgtt d1, . S . . 95%Cl [6.76-93.24] [9.43-99.16] Further validation in a large-scale randomized controlled trial is
posterior probability for tpCR>40% was 96.7%; bpCR rate was Positive tpCR. N (%) 15 (57.7) 15 (60.0)
The primary endpoint was total pCR rate (tpCR; defined as absence of any residual  60.0% (18/30, 95% Cl:40.60%-77.34%); ORR was 90.0% (27/30, 95%Cl [36.92-76.65] [38.67-78.87]
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