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Where do we stand and what do we need to know
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TiLs are linked to response to neoadjuvant chemotherapy in all subtypes
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I high TILs in pretreament samples=» improved survival in HER2+ and TNBC

Wi s by 4500 Permaser saeret 'y wae

Disease-free survival Overall survival
HR per 10% p-value HR per 10% p-Value
all tumors <+ 102 ns all tumors -~ 1.01 ns
univariate TNBC —o— 093 0.011 TNBC —*— 092 0.032
analysis HER2+ —e—| 0984 0017 HER2+ —* 094 s
lum/HER2- —— 102 ns lum/HER2- ¢ 1.10 0.011
multivariste  alltumors - | 094  0.001 alltumors ¥ 096  ns
amﬂs}s INBC —o— 091 0.003 TNBC —*— 091 0.020
:'a':;';‘; HER: —e— | 092  0.004 HER2+ —— 092 o.:b
lum/HER2- —*— 099  ns lum/HER2- —+ 109 0.
multivariate all tumors - 096 0.037 all tumors - 0.99 ns
E] seline L
R HER2+ ~—* 094 0.041 HER2+ —#- 0.96 ns
o anEe: i lum/HER2- —e—111 0014
0.80 0.88 0.96'1.04 1.12 1.20 0.80 0.8 0.96 1.04 1.12 1.20
Denkert C et al, Loibl S. Lancet Oncol 2018
mZASCO m Crwe M veaeton 1 Se pget o ve Asco e

ANNUAL MEETING

PRESENTED BY: Sibyle Loitl. MD PRO

CNOWLIDN COMOUINL Cancie



Markers Associated with Response to CPI

Immune Cell

Immune Tumor

Checkpoints Mutations Infiltration

Adapted according to Bianchini G et al. Nature Reviews 2021
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KN 522 pCR results

KEYNOTE-522' (IA1) KEYNOTE-522(IA3)*
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Results on pCR by PD-L1 status in Impassion031

IMpassion031 '
Atezolizumab + CT vs placebo + CT in early TNBC
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pCR in PD-L1 + and high TILs

Durvalumab 10mg/kg every 2 weeks plus nab-paclitaxel (100 mg/m?) and ddAC
resulted in a pCR rate of 44% (95% CI: 30-57%)
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Evaluation of pCR according to sTILs, iTILs change, PD-L1
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NeoTrip PD-L1, IC score and pCR

80
w  OR286
(1.42.5.78)
- p=0.03 1.55(0.8-3.0)
p=0.18

S0

&)

X

354

POL1s POLY. POLIe POLS
Glanni L et al. Annals Oncol 2022

02ASCO

ANNUAL MEETING

PRESENTED BY: Sibyle Loitl MD PRO

487 (1.83-13.01 4.11(1.55-10.9)
p=0.001 p=0.003

2.19(1.024.74)
p=0.044

1.38 (0.65-2.94)
p=0.40

34 o

Cie D IC1 co IC 2¢0% co IC 2+03¢ o

SAle2o -high »Alezo-low snoAleo - hgh + no Aleo - low

e o ey vataton 4 e s ie 4 e Asco et w0
Wit beeraed by ASTO Permaser wgeed 'y wae "
CNOWLIDG CONTUIES CANCIN



NeoTrip = Multivariate Analysis for pCR

Variable Effect Odds ratio (95% CI) P value

Treatment Atezo versus no atezo 1.11 (0.88-1.40) 0.39

PD-L1 expression  Positive versus negative  2.08 (1.64-2.65) <0.0001

Early high risk versus

Disease stage locally advanced

0.84 (0.66-1.06)  0.14

Gianni L et al. Annals Oncol 2022
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Tumor-specific MHC-II/HLA-DR expression is associated with
pathologic complete response to NAC and anti-PD-L1 inhibition

A

Clinical Stage I TNBC
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Association of pCR and TMB

All patients

Cases with lowest TMB values
experienced a pCR with durvalumab

in contrast to placebo arm

Karn et al. 2020 Ann Onc PMID 32461104
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TMB and Immune gene expression predict pCR
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Adjuvant vs Neoadjuvant CPI Therapy

Versluis JM et al. Nature Med 2020
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Mice receiving neoadjuvant 10 live longer
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Survival Data with CPI as neoadjuvant
therapy
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KEYNOTE-522' (IA4)
EFS KN 522 Pembrolizumab + CT vs placebo + CT in early TNBC

EFS in KEYNOTE-522 (IA4)'
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GeparNUEVO clinical results

Primary endpoint: pCR - ypT0, ypNO
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DDFS according to treatment in TMB subgroups
Low TMB (Tertile 1 & 2)
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Immune genes predict response to Durvalumab

A Both therapy arms of GeparNuevo combined B. IFN-signature in durvalumab arm
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Conclusion

* Role of Immune Cells/Tumor Cells as Response Predictor for CPI in Early TNBC unclear at this
point in time.

+ Patients with sTILS at baseline and in residual tumor have a very good prognosis

* Immune Cells, Immune Genes, PD-L1 Expression and TILs predict pCR rate after NACT+/-CPI

+ Immune Cells, PD-L1 Expression and TILs do not predict treatment effect of CPIl added to NACT

+ Immune signatures might be able to predict response to Durvalumab

* pCR does not correlate well with long-term outcome in TNBC after NACT+ CPI in contrast to
chemotherapy alone

+ Neoadjuvant CPI therapy might be superior to adjuvant CP| therapy - no evidence from clinical
trials yet

+ More biomarker data needed for long term outcome after CPI

202ASCO

ANNUAL MEETING

Lo o B reseteton 4 Se pgety i Re Asco :‘::: : y

e e Po—aww eapw 'ty
PRESENTED BY: Sibyle Loitd. MD PO - T CNOWLIDEL COMOUIRS CANCHS




Open Questions and Potential Trials

Do we need CPI after s neoadjuvant CPI therapy
neoadjuvant therapy? better than adjuvant?

Continue CPI after Adjuvant CPI

- surgery as per SOC
:

' No further treatment ' Neoadjuvant CPI W
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