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Background — TlLs and immunotherapy 257 ance

.......

=  Tumor-infiltrating lymphocytes (TILs) are prognostic in TNBC'-, indicating that a subgroup
of TNBC is immunogenic.®

= Neoadjuvant immunotherapy in TNBC:
« KEYNOTE-522:7 neoadjuvant pembrolizumab as standard treatment for TNBC

« GeparNuevo: improved iDFS and OS with neoadjuvant durvalumab®; gene signatures
(immune, proliferation and stromal signature)®

= NSABP B-59/GeparDouze: no difference in EFS with neoadjuvant atezolizumab; subgroup
analysis for TILs and N+ disease (C. Geyer, SABCS 2024)"°

= Research question: Can we use TILs (and molecular TNBC-subtypes) to predict
immunotherapy response?

1. Denkert et al., J Clin Oncol. 2010 PMID: 19917869; 2. Salgado R, Ann Oncol. 2015, PMID: 25214542; 3. Denkert et al. Lancet Oncol.
2018, PMID: 29233559; 4. Loi et al. J Clin Oncol. 2019 PMID: 30650045 5. Leon-Ferre et al. JAMA. 2024, PMID: 38563834; 6. Savas et
* al., Nat Rev Clin Oncol. 2016, PMID: 26667975. 7. Schmid et al. N Engl J Med. 2024, PMID: 39282906. 8. Loibl et al. Ann Oncol. 2022, GBG
M B PMID: 35961599. 9. Denkert et al., Cell Rep Med. 2024 PMID: 39566464, 10. Geyer el al., SABCS 2024, oral presentation, GS3-05
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Aim: Comparison of TILs and TNBC subtypes ¢/ Oy AACH

v
P end

clinical trial
TNBC >2 cm and/or cN+; N= 1520 = TILs in complete trial cohort (n=1543)
) ] ra':d°::1 I ‘ - 3 stromal TIL groups: low <10%, intermed. 10-29%, high =30%
NACT+plac NACT+atezo *  pPCR, EFS, atezolizumab response
Bsruery s ax staong B = TNBC subtypes for immunotherapy response
. N ~ (TNBC4-IR, n=482)
plac (1y) atezo (1y) - BLIA: basal-like immune-activated,
; S : +  BLIS: basal-like immunosuppressed,
Gene expression analysis * LAR: luminal androgen receptor,
(n=482) HTG OBP (2549 genes) *  MES: mesenchymal
« modified subtyping (Burstein et al.’, Bissanum et al .2
NG [ MES ][ BLIA ] yping ( : )
%‘CS%T‘IIQR = TNBC6: BL1, BL2, IM, MES, M, LAR?3 as well as gene expression

- . analysis: will be reported separately
1. Burstein et al. Clin Cancer Res. 2015, PMID: 25208879;
. 2. Bissanum et al. J Pers Med. 2021 PMID: 34575658: GBG
NMEP 3. Lehmann et al, J Clin Invest. 2011, PMID: 21633166. AERMAL
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TILs: increased pCR and improved EFS [, %

(complete cohort, n=1543)* Qurna AACR
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stromal TILs (%)

100% P
. . . high TiLs
low TILs intermediate  high TiLs 80 <0 0001 = w
(<10%) TiLs (10-29%)  (230%) O 686% 3 7K
I I . - U 0002 E low and intermed. TiLs
POl T 2 e
| | _'- 2 o
— 2 a0 39.7% - + Censored
| | — & E 5% =—low 66/350 events
- o ] e intermed 114/610 events
; r > == high 63/583 events -
I o 20 w Logrank p= 0.0001 N=1543
L 0% T T T T T T
’ —J—'_'_ | 0 12 24 36 48 60 72
227% 39.5% 37.8% o low 350 319 287 251 118 38 6
1 350 Nn=610 =583 d 610 556 504 452 225 64
tumors sorted by ascending TIL levels (n=1543) i - ::::me 583 frioh 14 i 234 a1 .

low intermed high months

= increased TILs: improved pCR * high TILs: improved EFS

rate (p=0.0002 and p<0.0001) (p=0.0001), no difference for
low and intermediate TILs

. GBG
B * no TIL data for 7 patients (core biopsies from lymph node) ]
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TILs and atezolizumab treatment </....
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atezolizumab: numerically increased pCR
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improved EFS for BLIA compared
to BLIS (p=0.02), complete cohort
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Event-free survival (%)
A ? l-
Event-free survival (%)
£
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low LAR e 17 W m W% 5 0 e 8 8B 0 8B ¥ 5 0
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1 MES months months
= intermed. TILs: heterogeneous = improved EFS with atezolizumab

mixture of BLIA and BLIS only in BLIA tumors

ABP

Foundation, Inc.

This presentation is the intellectual property of the author/presenter. Contact them at publications@ghg.de for permission to reprint and/or distribute.



() SAN ANTONIO
BREAST CANCER

Conclusions: Heterogeneity of TNBC - ), S
options for immunotherapy biomarkers Py 2008

1. positive effect of atezolizumab on EFS in immune-activated tumors
- defined as either TILs = 30% or BLIA subtype
2. tumors with intermediate TILs are heterogenous (mixed BLIA & BLIS)
- combination of immune activation & exhaustion
3. TNBC subtyping should be implemented in clinical trials (and diagnostic practice)
« subtypes are relevant for pCR and EFS in TNBC in both trial arms
4. emerging options for immunotherapy biomarkers:
* identify tumors with high TILs: most of them are BLIA tumors

« evaluate BLIA subtype in tumors with intermediate TILs
- validation in additional clinical trial cohorts is needed (PD-L1 vs. PD1 inhibitors)

NSABP =
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