Factors associated With pCR and Distant Recurrence in Patients With Early-Stage TNBC Treated With KN522
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. . Table 3: Among patients who did not achieve pCR (n=151), variables significantly associated with the development of distant recurrence
Factors associated with pCR in a univariate analysis

Background

- The KEYNOTES22 (KN522) regimen of neoadjuvant chemotherapy with pembrolizumab yields statistically significant
and clinically meaningful improvements in pathologic complete response (pCR) rate, event-free and overall survival
compared to chemotherapy alone in patients with early-stage triple-negative breast cancer (eTNBC).

_ _ ) _ _ _ oS _ _ Table 1: Univariate analysis of factors associated with pCR among all patients (N=330) using Fisher’s exact test Factor Category No recurrence n(%) Recurrence n(%) Fisher’s p-value
- Despite KN522 results, ~1/3 of patients have residual disease , increasing the likelihood of incurable distant No 97 (64.2%) 31 (20.5%)
metastatic disease Variable Category PCR n (%) No pCR n (%) Fisher’s p- irAE — Endocrinopathy  [Yes 22 (14.6%) 1 (0.7 %) 0.0291
- Understanding characteristics of high-risk patients with TNBC is a critical unmet need. value NO 74 (49.7%) 11 (7.4%)
0 148(56%) 117(44%) Clinical N stage N1-N3 43 (28.9%) 21 (14.1%) 0.0046
ECOG PS 1 or greater 31(48%) 34(52%) 0.27
(1) What are the clinicopathologic factors associated with residual disease? 0141 (521%) 118 (406%) Bilateral mastectomyi41 (27.3%) 8 (5.3%)
(2) Among patients with residual disease, what factors are associated with distant metastatic PV/LPV — 1?3:3(;‘ é‘;}) ;g 82;’; 0.32 Lumpectomy 55 (36.7%) 8 (5.3%)
0 0 H
recurrence? - Unilateral
Clinical N stage  [N1-N3 71 (53%) 64 (47%) 0.5/ Surgery type mastectomy 22 (14.7%) 16 (10.7%) 0.0025
o IO B181 (1070 23 (33%) TO/Tis, T1 92(60.9%) 15 (9.9%)
Clinical T stage  [T2-T4 130 (51%) 124 (49%) 0.029 Pathologic T stage T2+ 27(17.9%) 17 (11.3%) 0.0017
o o154 (57%) 114 {43%) NO 95 (63.8%) 7 (4.7%)
e | Study sample: All patients with early-stage triple negative breast cancer for whom treatment plans were created for the e auty] 125110 /‘;) 7 ({610 A:)) 206 Pathologic N stage N1+ 23 (15.4%) 24 (16.1%) 3.22E-09
ﬁ R KN522 regimen between 9/2/ 2021 and 12/1/2024 at the Hospital of the University of Pennsylvania. ) IDC 163 (56%) 120 (20
Histology Other 16 (39%) 25 (61%) 0.044
r Data Collection: Retrospective chart review was performed to determine patient demographics, clinical stage, tumor =X 10T (54%0) 18 8%0) * In multivariate (S SIS L S, G AT E[EL: S, Sl e sy, CRstiegimoil @it
lon: Iv view w I | ics, clini , tu ER status >1% 18 (58%) 13 (42%) 0.71 - PP - -
',.@' characteristics, treatment related factors including toxicity, and outcomes, including pathologic stage and recurrence Grade 2 8 (24%) 26 (76%) ° A EETE 'rAI_E’ sk r.lun‘_lber of cycles of AC .Were. 8|gnlf|cant_|y _assomated W'_th PCR.
. . : . — — — — , Among all patients with irAE, there was no significant association between irAE grade (1-2 vs 3-4, p-
To identify factors associated with pCR : Univariate analyses (Fisher’s exact test) and multivariable logistic regressions Tumor grade Grade 3 167 (57%) 124 (43%) <0.001 = . - . . . _
K, were performed in R. 01154 (55%) 128 (45%) . value=1), or use of systemic steroids in neoadjuvant setting (p-value=0.436) and development of pCR.
To identify factors associated with distance recurrence: univariate analyses (Fisher's exact test) were performed among Systemic steroids 1125 (52%) 23 (48%) 0.76 AIEAGE] BRI Cllnel R, el e e onelEtie 17 [Hilear el asee cy elkr]iies
1) patients without pCR, and 2) patients with pCR. 0128 (50%) 128 (50%) unilateral mastectomy, and higher pathologic T stage and pathologic N stage were significantly
Fi 1- Studv flow di howing inclusi 4 exclusi rort irAE — Endocrinopathy 1151 (69%) 23 (31%) 0.005 associated with development of distance recurrence.
igure 1 otudy Tow diagram Snowing Inciusion and exciusion criteria irAE - Non- 0138 (55%) 113 (45%) ® Among patients with pCR, 5 patients developed distant recurrence. 3 patients had visceral
423 Patients with TNBC and pl ted f endocrinopathy 1141 (52%) 38 (48%) 0.7 ) : [\
e ey g plans created for S ODEE S 78 metastases(60%) and 2 patients had CNS metastases (40%).
9/20/2021 and 12/1/2024 . -
90 Patients Excluded irAE (overall) 1(79(59%) 55(41%)
»| Due to Stage IV disease, loss to follow 0155 (54.8%) 128 (45.2%) .
L’L‘L,"r:SI’JZS,’SS,V;E‘ZT;FJ;.’L?L‘.‘*r“a‘”“' 0[167 (55.9%) 132 (44.1%) = Our real-world study shows that endocrine irAEs are significantly associated with higher rates of pCR in multivariate
enroliment BRCA2 1|3 (60.0%) 2 (40.0%) 1 logistic regression.
335 patients remaining who recelved 0171 (56.4%) 132 (43.6%) - Among patients without pCR, irAE endocrinopathies are significantly associated with lower rates of distant
primary early-stage TNBC
in a non-investigational setting PALB2 10 (0.0%) 3 (100.0%) 0.085 recurrence.

- Our findings are in agreement with studies across solid tumors(NSCLC, SCLC, RCC, gastric cancer, urothelial
carcinoma) that show that irAE development generally and endocrinopathies in particular are predictive of improved

Table 2: Multivariate logistic regression of factors associated with pCR among all patients (N=330)

3 Patients with progression of

A

disease that precluded surgery Variable OR 95% Cl (LOWGI‘) 95% ClI (Upper) p-value cancer outcomes.
Age at diagnosis 0.998 0.974 1022 0.838 - Endocrine irAEs appear to be favorable prognostic markers of pCR and recurrence risk, warranting further validation
Race (Non-white vs White) 1.343 0.788 2.301 0.28 in prospective datasets. . s . o
: : : - Among patients with residual disease after KN522, those with clinical and pathologic node positivity, and pT2 or
293 Patients without Any Distant 37 Patients with Distant ECOGPS (1‘2 VS O) 1.286 0.623 2.72 0.502 . . . . . .
Recurrences as of 04/01/2025 Recurrences Histology (Other vs IDC) 0.48 0.199 1113 0.092 larger tumors may represent target populations for studies investigating enhanced surveillance and treatment
Tumor grade (3 vs 2) 3.441 1.409 9.129 0.009) strategies.
Figure 2: Flow diagram showing breakdown of patients by pCR and distant recurrence status Clinical T stage (T2—T4 vs T0—T1) 0.648 0.324 1.259 0.208
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