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The NICHE-2 study - #£75 Mismatch pair(MMR) deficiency
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The NICHE-2 study
Neoadjuvant immune checkpoint inhibition in locally
odvanced mismalch repair deficien! colon cancer

[ Stoayaesen |

- Investigator-initiated, non-randomized multicenter* study

First cycle

Nivolumab 3 mg/kg +
ipilimumab 1mg/kg

Second cycle
Nivolumab 3mg/kg

Tissue, plasma + Plasma + PBMC Tissue, plasma + Plasma + PBMC
PBMC (follow-up)

oncology /oo YPR 0 02

BARBARDEEYUR - 5%HNHBATBERR - 67% 0 LIES]

pCR -

The NICHE-2 study

Neoadjuvant immune checkpoint inhibition in locally
advanced mismalch repair delicient colon cancer

[ pCRrate di

dic tumors |

g in Lynch vs sp

The NICHE-2 study

Neoadjuvant immune checkpoint inhibition in locally
advanced mismotch repair deficien! colon cancer

- b { & -

[ Mojor pathologic response in 95% of patients: 67% pCK |
ELUCTICAUT DI 27 (42%) 38 (58%)
Pathologic response (RVT) | Patients n= 107 n=65
p =0.056
Yes (€ 50%) 106 (99%) (STILRSZCIUTEN 7 (22%) 25 (78%)
Major  (s10%) 102 (95%) |
- c'a;pi&.'(o‘%‘)" ”"‘—”'7’2—(3?,'.'/;)"" il ::‘:.:Lp.:r;:;n Pet pretocet posadation for whom Lymch status was
Partial  (10% - 50%) 4 (4%)
No (250%) 1(1%)
w1
B 0 e e e e et
E‘ 40 Green bars » NICHE-1 eshont
g Blsobws ® MCHE.2 cchon
fal
g |
80
£ womt
€ oo
LBA7 - immune inhiticn in locaty MMR-deficient cok - The NCHE-2 study (Myriom Chalabi)
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Sporadic dMMR Lynch
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Taichung Veterans General Hospital

Advances in [Vietastatic Triple
Negative Breast Cancer

R EAm

Evolution of treatment milestones in

Biomarker-positive TNEC “All-comer” TNBC

Metastatic PD-L
selected?

Iimmunotherapy+ChT | inhibltors +ChT

Metastatic 2L+ HER2-low Metastatic 2L+
seleted: ADC (Sacituzumab
ADC (Transtuzumab dexruxtecan) govitecan)

Biomarkers 2L and later

preferred alternative preferred
PD-L1+ PambrosChT or Single-agent Single-agent
Atezo +nab-pac Chemotherapy* Chemotherapy*
BRCA™! Platinum preferred Eribulin
L over taxane —
Sacituzumab
¥ Anthracycline
Combination Taxane-bevacizumab EDVILELER carsditsii
PD-L1- > chemotherapy or capecitabine- Specianine
hd Organ failur bevacizumab Platinum
w imminent?
gBRCA L NO ':Inthr‘:/taxanc“ Anthra/taxane Vinorelblne
bevacizun:ayb morotherapy

*in some cases: combination chemotherapy

L Cennari A, et al Ann Cr

col. 2021;32{12):1475-1495 2. NCCN 2022v4

Transtuzumab
derutecan
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Metastatic TNBC:~40% of patients test p:
tissue expression and ~10-20% have gBRCA % mutation®
_10+ChT (1L)
PD-L1 +(~40%)

PD-l1 —("60%) \/ SITC panel
recommends testing for

PD-L1in all advanced

TNBC patients?
v ForPD-L1,itis
HER2-neg preferable t? prioritise
IHC extra-hepatic
H metastatic sites or
0,1+,2+ISH-

primary tumor, if
(45-55%) available.

@BRCA1/2mutation
(~10-20%)

p Rev Antizancer Ther 2021:21{2)138 128 2.mend LAt al

S0 G Rl

mTNBC: managen
adapted by NCCN and ESMO gundelmes

Systemic treatments: metastatic TNBC?

2L and later
preferred

All TNBCs regardless of bi ker status: S b
Govitecan (anti-Trop-2 ADC) is recommended as preferred 2L

option by NCCN and ESMO vs/or chemotherapy. Single-agent "
Randomised Phase Il trial: Chemotherapy
Sacituzumab govitean ASCENT Eribulin
vs single-agent ChT (PFS, 0OS)

Taxane

Sacituzumab

Biomarker-selected”HER2 low”(IHC1+,IHC2+/ISH-): T-DXd(anti- govitecan Anthracycline
HER2 ADC )is recommended as preferred 2L option by NCCN for Capecltabine
HER2-low vs/or chemotherapy.
Randomised Phase Ill trial:subgruop lysi Platinum

Vinorelbine
T-DXd vs TPC(TNBC subgroup, n=58 DESTINY-
vs single-agent ChT (PFS, 0S)

Breast04

Transtuzumab
derutecan

T-DXd'?2
8:1 drug-to-
antibody
ratio
[ )
Highly potent Cleavable linker
topolsomerase |
Inhibitor
payload
5 Yvw .J-n i
Internabization of T-DXd leads to release of the DXd payload L i ke
and subsequent cel death in the target tumor cell and 9 Moshommm ot

neighboring tumor cels through the bystander effect!? AANCAD 4ath paempn bam Lo 8 (W Sin Qo 257 M 16T 86 GC bY MO 30

* Results froma phase 1b study have reported efficacy of T-DXd in heavily pre-treated patients (N = 54) with
HER2-lowmBC, with a mPFS of 11.1 months and an ORR: 37.0%*

1. Nobada 1wt al Chem Phors 80 201962172 85, 2 Ogitani ¥, o8 al Cha Concer tes. 2016,22.5007 108 3, Modh s, €1 al. s O
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By 8%

| Fial Pubianam tumbr W3 617 tehaind

| The burden of frailty in chronic myeloid leukemia: evidence from 2016-2018 Nationwide Inpatient Sample of the US
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