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TNBQCepidemiology& biology



TNBGpidemiology
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ALL 58% vs ER+/HER2+ 717NBC 40% 3
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Y‘,‘? Screening, early-stage and metastatic treatments|
HR-/HER2- 91.3% 65.8% 12.0% §’ S
HR+/HER2+ 98.8% 89.3% 46.0%
HR-/HER2+ 97.3% 82.8% 38.8% ° J ! ¥ |
1980 1990 2000 2010
Unknown 96.1% 76.4% 15.6% Calendar year

Total 5yr relative survival
SEER 172012-2018 ALL 90.6% VBNBC 77.1%

https://www.cancer.org/content/dam/canceprg/research/cancefactsand-statistics/breastcancerfactsand-figures/breastcancerfactsand-figures2019-2020.pdf https://seer.cancer.gov/statfacts/html/breassubtypes.html Delucheet al EJC 2020; Caswd et al ASCO 202.
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TNB(atternsof recurrence
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A Higher probability of relapse and poorer survival vs-TNBC

A Higher visceral relapse over firsy& but not with long FU vs
HR+BC pattern

A Sitespecific recurrence pattern: visceraketsas 1st site (84%
Vs 61%)

after diagnosisy BCsubtype

Most commonsitesof metastasidy BCsubtype

Brain (12.6%)

* HER2+ (30%)

* Basal-like (25%)

* Luminal A (<10%)

¢ Luminal B (10-15%)

( Axillary lymph nodes
(30-50%)

¢ Luminal A-like
 Luminal B-like

¢ HER2+

Primary breast cancer

Bone (67%)

* Luminal B (79%)
e Luminal A (70%)
e HER2+ (60%)

L * Basal-like (40%)

( Peritoneal metastasis (10%)

* Lobular carcinoma (up to
40% of peritoneal and

ovarian metastasis)

Mammary internal chain
lymph nodes (10-40%)

( Supraclavicular lymph
knodes (1-4%)

Lungs (36.9%)
* HER2+ (45%)

* Basal-like (35%)
* Luminal B (30%)
e Luminal A (25%)

4( Contralateral breast (6%) )

Liver (40.8%)

¢ TNBC and HER2+ more
frequent than luminal

* HER2+ (45%)

* Basal-like (35%)
e Luminal A (25%)
e Luminal B (30%)

— Lymphatic spread
— Haematogenous spread
— Direct or lymphatic spread

i
Brain Liver Lung Bone Distant Nodal Pleural/Peritoneal Other
No. of  Incidence Incidence Incidence Incidence Incidence Incidence Incidence  95% CI

Subtype Patients Rate (%) 95% Cl (%) Rate (%) 95% Cl (%) Rate (%) 95% Cl (%) Rate (%) 95% Cl (%) Rate (%) 95% Cl (%) Rate (%) 95% Cl (%) Rate (%) (%)
Luminal A 1639 22 16t03 7.9 6.7t09.4 6.7 55t07.9 18.7 16.8 t0 20.7 45 3.5t05.6 7.8 6.6t09.2 3.8 29t0438
Luminal B 893 47 3.4106.2 138 11.61016.2 13.4 11.2t015.8 304  27.4t0335 9.6 7.8t011.7 147 125t017.2 8.1 6.4t010
HER2 positive, ER/

PR positive 244 7.9 48t012 213 16.31026.7 17.7 13.2t022.8 30.9 25.21t036.7 105 7t014.8 16 11.7t021 66 3910102
HER2 positive, ER/

PR negetive 266 14.3 10.4t0 18.8 2_3.3 18.4 to 28.6 24.1 19.1 10 29.3 30.1 24.7 10 35.7 13 9.2t017.4 16.2 12 t020.9 8.8 5.81t012.7
Basal-like 367 10.9 81014.3 9.3 6.61012.5 185 14.7t022.7 16.6 131020.6 17.2 1351t021.2 12.8 9610 16.5 104  75t013.7
TN nonbasal 318 7.2 4.71010.4 10.7 7.6t014.4 12.5 9.1t016.5 15.1 11.4t019.4 12.3 8910 16.1 9.2 6.3t012.7 9.2 6.2t012.9
I? <.001 <.001 <.001 <.001 <.001 <.001 <.001

Chen et aCancerEpidemioBiomand Prevent2012; VarMaarenet al 1JC 201%enneckeet al JCO 2016{arbecket alNatRevDiseasd’rimers2019;Foulkes et al. NEJM 201



TNBGQlefinition and pathologyoverview

A TNBC (phenotype) is defined by i@k ofIHC staining for ER, PR, and HER2 overexpression/HER2 gene amplification

A Controversy regarding prior arbitrary thresholds for positivity for ERRgfbtatus (<1%) 19-10% of calls taining
a 9-lawe category 1-10% positive tumocells (ASCO/CAP 2020) v
o ERIlow expressionn BGs predictivefor responseto NACTwith anticipatedpCR comparabl® ERnegative BC. Report as ER Low Positive and
o ERIow BCappeardo resemble ERegative morghan ERpositive BC itermsof prognosis add recommended comment

(reported data elements should include
percentage of cells staining,

Low_grade TNBCs High_grade TN BCS intensity, and status of controlst)

TNBGpectrumof histologicsubtypes

A TNBC use to beighgrade (G3)havepushing

o 3 T 74 . R fo : S B x 33N 7 s iy B : . i
. E e e | s | et bordersand centrahecroticareas neoplasticcells
ETV6 rearrangements MYBL 1 rearrangements mutations >Wnt pathways mutations are arrangedl n SOI |d Sheetsor ne StS and

lymphocyticinfiltrates at the peripheryof the tumor
andwithin the bulk of the tumor

A Neoplastiacellsare atypicaland pleomorphic and
havea highmitotic rate

iy N Y “-‘ | Amrgy AL R S AN ARG K- 3 . S : ke é
Solid papillary carcinoma Mucoepidermoid carcinoma  Low-grade adenosquamous Medullary carcinoma Chondroid MBC
with reverse polarity MAML2 rearrangements MBC ~TP53 mutations ~TP53, >PI3K and A . .
IDH2/ TET2 and PI3K >Wnt pathways mutations Sometimeshavemedul Iaryfeatu resandm etap lastic

pathway mutations

T (T o elements(squamousor spindlecelly

WL A ol % £ 4 A e ™
Adenomyoepithelioma Low-grade fibromatosis-like Squamous MBC

PRKD1 E710D mutations f‘/RASQ61 + PI3K MBC <TP53 and >PI3K ~TP53, >PI3K and

PRKD1/2/3 rearrangements pathway mutations pathway mutations >Wnt pathways mutations
| Progression to high-grade TNBC >

Allison et al JCO 202Bgyeret al Am Pathol2017; Pareja et alpj; Paakkolaet al ESMO Open 202:



TNBC moleculdreterogeneity

Triple-negative breast cancer
(lack of ER, PR, and HER2 by IHC/FISH)

P

,_,_,..'-/ 7 \\ TNBC
' subtypes TIME

Genetic events/
desired microenvironment

e Luminal/nonluminal Inflamed, « Complex genomic profiles
PAMS0 subtypes Surface epithelial - Mut/CNA pathways Methylation signatures excluded A ID HRD (ab 80%)
TNBC types Cytosolic/nuclear  (P|3K/AKT/mTOR, RTKs desert ’ < . above 0
JAK/STAT, NOTCH) R « Most frequent mutation: TP53 (>90%)
Mutational signatures B
BRCA1/2 mutant - Limited TILs
(germline or somatic)
//
Hypermutation
PDJ amplicon Immune environment MMR deficiency
characterization APOBEC
Stromal axes gpcAness

AR-positive Integrative clusters BRCAT promoter
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- ———.—.——
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Tumor BRCA 1 Immune colls R CD8" T cells are
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IFNy signal
PD-L1 expression,
B cells, TiLs,
Intact antigen presentation

Reactive stroma, MDSCs,
Angiogenesis, Low MHC |

Neuroondocrino featuros
Wnt/g-catenin
Ki67M., Low MHC |

D Lehmann et al (2016) E
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Burstein et al (2016) F
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Jiang et al (2019)

% Prevalence
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- Most frequent mutation: TP53 (>90%)
« Abundant TILs

GarrideCastro et al Canc®iscov2019; Marraet alnpjBreast Cancer 2020; Pareja ehp) Breast Cancer 201Berakhsharet al Ann Re¥atholMech Dis 20225ruosscet al JCI 2019; Hegde et al Immunity 2020; Howard et al Cancer J




Molecularfeaturesof the TNB(cosystem

Cancer cell-intrinsic features
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EarlyTNBGlgorithm proposal



EarlyTNBQGlgorithmof treatment evolution where do we start @2020

National
Comprehensive
Early TNBC ﬁg{“ﬁz{k@ PRINCIPLES OF PREOPERATIVE SYSTEMIC THERAPY
(ER/PQR and HER2 ) Known Benefits of Preoperative Systemic Thera Cautions
« Facilitates breast conservation * Possible overtreatment with systemic therapy if clinical stage is
* Can render inoperable tumors operable overestimated
* Treatment response provides important prognostic information at an * Possible undertreatment locoregionally with radiotherapy if
pT2, pT3 and/or individual patient level, particularly in patients with TNBC or HER2- clinical stage is underestimated
’ positive breast cancer * Possibility of disease progression during preoperative systemic
pN=1 « Identifies patients with residual disease at higher risk for relapse to therapy

allow for the addition of supplemental adjuvant regimens, particularly

in patients with TNBC or HER2-positive breast cancer. Candidates for Preoperative Systemic Therapy
« Allows time for genetic testing « Patients with inoperable breast cancer:
» Allows time to plan breast reconstruction in patients electing »IBC

pTia (<0.5 cm) pT1b (0.5-1 cm) mastectomy » Bulky or matted cN2 axillary nodes
« Allows time for delayed decision-making for definitive surgery » cN3 nodal disease
» cT4 tumors
Opportunities « In select patients with operable breast cancer
* May allow SLNB alone if initial cN+ becomes cNO after preoperative » Preoperative systemic therapy is preferred for:
Consider Adjuvant CT therapy ¢ HER2-positive disease and TNBC, if 2cT2 or 2cN1
adjuvant CT (simple* or * May provide an opportunity to modify systemic treatment if no ¢ Large primary tumor relative to breast size in a patient who
No adjuvant CT . . preoperative therapy response or progression of disease desires breast conservation
(simple sequential « May allow for more limited radiation fields in patients with cN+ who 0 cN+ disease likely to become cNO with preoperative systemic
regimens®) regimens**) become cNO/pNO after preoperative therapy therapy

* Provides excellent research platform to test novel therapies and » Preoperative systemic therapy can be considered for cT1c, cNO

predictive biomarkers HER2-positive disease and TNBC

« Patients in whom definitive surgery may be delayed.

NACT (sequential regimens) Non-candidates for Preoperative Systemic Therapy
* Patients with extensive in situ disease when extent of invasive

. . . . q carcinoma is not well-defined
Adding platinum can be discussed in selected patients « Patients with a poorly delineated extent of tumor

Taxane/platinum regimens is an option in patients with « Patients whose tumors are not palpable or clinically assessable
contraindication to anthracyclines
Predicting response to NACT (TILs,
PD-L1, GEP, HRD, machine learning
algorithms)

pCR ypT1-4NO or
(ypTOpNO) ypN=1

Prognosis and treatment selection
(TILs, RCB, ctDNA, gene signatures)

No further Capecitabine

treatment (6-8 cycles)

Clinical trials
(CT, ICI, PARP-I,
new drugs)

Marraet al Cancer J 2021; Burstein et al Ann Oncol 20lthtet al Lancet 2021; NCCN guidelines v4.2C



Navigatinghe early TNBQGlgorithmof treatment

I ——— |

pTlapNO pPT1lb-c pNO >T2 and/or >N1
No CT? Adjuvant CT NN |Gl i (esaation . caation)

WAGIER @] Atezo/ Durval/ Pembrolizumab

v
No pCR

EnbEAE Adjuvant postNA IGs No further Systemic Therapy?

Adj uvant post WN[@[s) Pembrolizumab?
dinical Trials?

e LECRUCEN Adjuvant postNA CT

Olaparib
(gBRCAMUL)

Adjuvant postNATT
dinical Trials?




EarlyTNBQreatment. smalltumors(T1NO)

ASCO

Recommendation 3.2. Patients with cT1a or cT1bNO TNBC should not routinely be offered neoadjuvant therapy outside of a
clinical trial (Type: evidence-based; benefits outweigh harms; Evidence quality: high; Strength of recommendation: strong).

AdjuvantCT pTlab NOMO TNBs€ystematicreview & meta-analysis

Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI

An 2020 pT1a 1.3838 2.2345 0.2%  3.99[0.05, 318.41] |

An 2020 pT1b -0.4463 0.0962 86.9% 0.64 [0.53, 0.77] .

Bao 2018 -1.2379 1.718 0.3% 0.29[0.01, 8.41]

Colonna 2015 -1.4271 0.9475 0.9% 0.24 [0.04, 1.54] —

de Nonneville 2017 -0.5108 0.4467 4.0% 0.60 [0.25, 1.44] -1

Ho 2012 pT1a -1.6094 1.1748 0.6% 0.20 [0.02, 2.00]

Ho 2012 pT1b 0.5539 0.8969 1.0% 1.74[0.30, 10.09] N I —

Olszewski 2013 0.5188 0.8003 1.3% 1.68 [0.35, 8.06] I

Ren 2019 -1.1394 1.2077 0.6% 0.32[0.03, 3.41] R FS

Vaz-Luis 2014 pT1a -0.3857 0.6506 1.9% 0.68[0.19, 2.43] - T

Vaz-Luis 2014 pT1b -0.4005 0.5682 2.5% 0.67 [0.22, 2.04] N (.Q O Cnnn

Total (95% CI) 100.0%  0.64 [0.54, 0.77] ¢ S
H . 2 — . 12 = - _ -2 = 0, : : : :

Heterogeneity: Tau? = 0.00; Chi? = 6.00, df = 10 (P = 0.82); I> = 0% 0.005 01 ] 10 200

Test for overall effect: Z = 4.94 (P < 0.00001)

Hazard Ratio

Favours adj CT Favours [control]

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Du 2020 T1a -0.3857 0.4527 6.7% 0.68 [0.28, 1.65] _

Du 2020 T1b -0.1508 0.2098 11.4% 0.86 [0.57, 1.30] T

Fu 2020 pT1a -0.5447 0.4719 6.4% 0.58 [0.23, 1.46] -1

Lan 2021 pT1b -0.6733 0.2221 11.2% 0.51[0.33, 0.79] -

Oladeru 2020 pT1a 0.3577 0.148 12.7% 1.43[1.07, 1.91] —
Oladeru 2020 pT1b -0.4943 0.1223 13.1% 0.61[0.48, 0.78] -
Steenbruggen 2020 pT1a 1.2585 0.632 4.4% 3.52[1.02, 12.15]

Steenbruggen 2020 pT1b -0.1054 0.3207 9.1% 0.90 [0.48, 1.69] T
Vaz-Luis 2014 pT1a -1.3471 1.1018 1.8% 0.26 [0.03, 2.25]

Vaz-Luis 2014 pT1b -0.6349 0.9046 2.6% 0.53 [0.09, 3.12] OS
Zhai 2020 BCS -0.6349 0.3077 9.3% 0.53[0.29, 0.97] ]

Zhai 2020 other surgeries -0.8916 0.2131 11.4% 0.41[0.27, 0.62] -

Total (95% Cl) 100.0% 0.72 [0.53, 0.99] L 2

Heterogeneity: Tau? = 0.18; Chi = 42.29, df = 11 (P < 0.0001); I* = 74%
Test for overall effect: Z=2.04 (P = 0.04)

1 1
0.05 0.2 1 5 20
Favours adj CT Favours [control]

. A
QH y:zA

BCC 2021 Tla Chemotherapy—case by case
Tib TC chemotherapy
Tlc AC/T chemotherapy

Sizethresholdfor initiating systemictherapy
by tumor type andtreatment

100% -
90% -
80% ~ — — Luminal A for ET
70% - .
- = = Luminal B for ET
60% -
50% ——— ER+ HER2+ for anti-HER2
b
40% - ~——— ER— HER2+ for anti-HER2
30% ~ —— TNBC for CT
20% -
10% A
0% T T T T T T T T T T
€ € IS € € € € € £ IS
€ 1S 1S e e € 1S € 1S 1S
-~ N ™ < 0 © ~ © [ =

Microinvasion -

A 14 retrospectivestudies(N= 1504 pts, 19962016), median FU-8yrs
14-84%receivedCT (1Istudiesnot specified

OnlypT1bsubgroupis associatedvith OS irregressiomanalysis
Otherclinicalfactors(pT1bsubstage grade, TILs, BStibtype postoperative
RT andchdvancedage comorbiditie9 may modulate benefit-to-risk ratio of

adjuvantCT ancthoiceof agentsin this subgroup

Burstein et al Ann Oncol 20Xordeet al JCO 202Petrelliet al EJC 202VazLuis et al JCO 2014; Theriault et al Clin Breast Cancer



EarlyTNBQGreatment. smalltumors & TILdbiomarkerbeyondthe TNMstagingsystem

Prognostidvalue_allCTtreated[STILs irTNB(@ool analysis N=2148ts, 9studieg
33% NOaverage23% TILs 100 4

Study patients events HR (95% ClI) v :':.--.....,‘““"“”.”‘“”
A 55.7%anthrasand 44.23%Anthras+taxane Bo02%s 0w — 077 08810050 = & S T —
ECOG 1199 290 117 0.91(0.80 to 1.04) £ 0.75 e, .
- s - - ECOG —_— .72 (0.55 to 0.94) =
A sTILsveresignificantlylower with older age largertumor size fn o2 (06810 100 E
. . . GR 107 33 0.93 (0.79 to 1.09) © 0.50
more nodalinvolvementandlower histologicgrade — 090 02 10058) g |swa
- X 3 = & x SRR Ar i x e e NN o o 0 postive nade and sromal TiLe = 305
A Eachmr: kac¢L[a O2NNDafEDFROSBBford 2 o = 2 " o7e 068 090 5 025 | 12 postes ot sl i < 50%
== > 3 positive nodes and stromal TILs < 30%
D_D FS and 0.840r OS Al studios 218 7% + 0.86 (0.83 10 0.90) | >3pc;sitive nlodesarl\d stroTaITIlez30%I : : :
A N0>30% STILs 3yDFP2% ; DDFS 97% and OS 99% Plow " 05 06 07 05 05 1 11 o 1 2 3 4 5 6 7 8 9 10
HR for a 10% Increase in Stromal TILs Time Since Random Assignment (years)

Prognostidv/alueno-CT [sTILs eTNBGeries; N=47@ts, 4 centres]

83% NO, mediatevel 10% TILs o ———
sTILsndependentprognosticvaluefor iDFSand OS *E\;‘—':

Eachm /82 k& ¢ L [ &to ©&RRNONIBoH iDFS .86
D-DFS and 0.8&r OS Syear e 5 F——

== Stromal TiLs<30% <30% 78.1(727:833
= Stromal TiLs2 30% e = Stromal TiLs<30% <30% 89.5(85.4:93.0]

0.50

iDFS {probability)
OS [probability)

o 3o I D>

. ] 230% 90.7[844:954] = Stromal TiLsz 30% 98.4(95.2:100.0
Stagel with >30% sTILs 5iPFD1% ; DDFS 97% and OS 98% T S T I S N
Ime from surgery (years £ Time from sargerv (years)
Numbers at risk.

Numbers ot risk
Stromal TILs<30%- 189 183 176 166 154 132 119 102 85 76 62
Stromal TiLs2 30% 74 71 67 64 62 53 41 31 26 21 19

100
75 A
rs (95% CI) | 15 Years (95% CI)
93.6
[

Sfromal TiLls<30%- 189 180 165 149 136 113 97 82 66 58 45
Stromal TiLs2 30% 74 71 65 61 59 49 36 24 19 15 14

0S (%)

A Pts<40years diagnosedvith TanyNOMO (85.9% G3, median 20% TILs) N
A Eachum: k ACL[A 2HREBHAIRSREITINDMES e

A Pts>30% and <75% TILs 10yr OS 80% and DRFSF8487826 TILs 10yr OS 95% and DRFS 98%

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Time (years)

Park et al Ann Oncol 201%iet al JCO 2019; De Jong et al JCO 202 al npj BreastCance2022



EarlyTNBGreatment: potential for de-escalationd NJhist®ogies

Metaplastic carcinoma Carcinoma with Carcinoma with
. . Nati | ) ) ) nedullarv features apocrine featu
+ Adenoid cystic . Comprahensive NCCN Guidelines Version 4.2022 P g G
i I\ [e[&}0f Cancer H
and Pther salivary Naeerie Invasive Breast Cancer HigH oradal g ganormic
carcinomas complexity TNBCs
ER-negative I .

* Secretory and 9 Limited available data support local therapy

carcinoma — |prR ti only with consideration for systemic/targeted .
Y Rare IOW' -nega |Ve, thera . I . N+ d. Secretory carcinoma Polymoﬁvpho’u.s low-grade

H x ples on y In p Isease adenocarcinoma
grade forms HER2-negatlve : % T ; TR i
of metaplastic
. UTh bt f metaplasti i , low-grad
CarCInomau ad:r:zsaéﬁa:ranfussuan):ipliiv(-)grr;]:eaf‘i)barzrfa?g;?s“:ll(i)kn;acggingrvxa%rf}l]a(: are considered Low grade/ low genomic

to have a favorable prognosis without adjuvant systemic therapies.

complexity TNBCs

.2 4 ' § S .

CRTC1-MAML2 PRKD1 E710D
MYBL1 rearrangements CRTC3-MAML2 PRKD1, PRKD2 and PRKD3
MYB gene amplification rearrangements

No TP53 mutations but harboring recurrent fusion genes

Benefitof adjuvantCT inspecialhistologysubtypesof TNBC

A 15 retrospectivestudiessystematicreview (19702015), median FU 5ho
A Adenoidcystig apocrine ananedullaryTNBC®etter prognosis (50S

rates>92% and 10yDFSates>95%])comparedio TNBC NOS Proposalof researchareasof de-escalationin eTNBGdjuvant setting
A Lobular andnetaplasticTNBCshe poorestprognosis (5yOSrates<85%)

. . . . TNBC histol ial t Clinical setting f LoE GoR* R h areas for treat t individualizati
A 2019StGallenconsensugmphasizedhat specialBChistologiesmay need SRR SPREEIPY  omothorapy o, or DOR Mesearchares forfreaiment indrduatization
different considerationsencouragingparticipationto clinicaltrials and escalation
recom mend | ng’nore researc I’tO eSti matethe CI | nical mag n itudeof Adenoid cystic Stage 1, Grade 1 v C Use of adjuvant androgens modulators; predictive role or TILs
b en eﬁtsfrom ad J uvanttreatments Medullary T <10 mm, pNO v C Predictive role of presence, numerosity and geo-spatial pattern of TILs
Apocrine pNO v C Use of adjuvant androgens modulators
A Benefitof adj uvantCT |rpts with Specia|h |StologyTN BQds Variable’ Metaplastic, low-grade® pNO v C Predictive role of the primary tumor dimension on CT benefit
Metaplastic, high-grade None v C Treatment intensification and benefit of alternative CT schedules®;

valuablyimportantin moreaggressivepecialtypesand negligible in more
indolenttumors at earlier stage

implementation of window-of-opportunities trials in NAT

Geyer et al AmBathol2017; Dieciet al Oncologist 2014; Trapani et al BCRT 2R2ikhFilho J ASCO 2022D&rakhshanet al Ann Re¥atholMech Dis 2022; Srivastava engj BreastCacner2022



EarlyTNBQlgorithmof treatment. adjuvantchemotherapy

(o{0)\fl Cancer .
Network® Invasive Breast Cancer

&r Iy I I \I . ggﬂwo;raelhensive NCCN Guidelines Version 4.2022
N

I PREOPERATIVE/ADJUVANT THERAPY REGIMENS?

‘ ‘ HER2-NegativeP

Preferred Regimens:
pTla pNO pT1b-c pNO e R ooy Toprosp e Tolowed by paalireT every Twedhet

* Dose-dense AC (doxorubicin/cyclophosphamide) followed by weekly paclitaxel®

*TC Sdocetaxel and cxclophosphamidez

* Olaparib, It germline mutations™
= . High-riskf triple-negative breast cancer (TNBC): Preoperative pembrolizumab + carboplatin + paclitaxel, followed by preoperative

Adj uvant ( : I pembrolizumab + cyclophosphamide + doxorubicin or epirubicin, followed by adjuvant pembrolizumab

* TNBC and residual disease after preoperative therapy with taxane-, alkylator-, and anthracycline-based chemotherapy:® Capecitabine

Useful in Certain Circumstances: Other Recommended Regimens:

* Dose-dense AC (doxorubicin/cyclophosphamide) * AC followed by docetaxel every 3 weeks®

* AC (doxorubicin/cyclophosphamide) every 3 weeks (category 2B) |+ EC (epirubicin/cyclophosphamide)

* CMF (cyclophosphamide/methotrexate/fluorouracil) * TAC (docetaxel/doxorubicin/cyclophosphamide)

» AC followed by weekly paclitaxel® * Select patients with TNBC:9

» Capecitabine (maintenance therapy for TNBC after adjuvant » Paclitaxel + carboplatin9 (various schedules)

chemotherapy) » Docetaxel + carboplatin9 (preoperative setting only)

A CTbenefitislargerin ERvs ER+ (5YDFS absolutdifference22.8% vs 7.0%

and 5yrOS absolutelifferencel6.7% vs 4.0%)CALGB & US Btegroup Dose-Dense CT [EBCTAG Meta-analysis N=37298 pts, 26 RCTS|
N=6,644pts N+] o W o oveer (28901 030
A PoliCTregimenscomparisorfEBCTCG MetnalysisN=100,00(pts, 123 o] BB oLeE (eEme oL NE AL R
RC-I-]S .ol 10year gai nCl4 L28k% 6(LHY % gw
A Anthrasvs noCT@ H T:fiskof recurrencet y R @riskaf:BCdeath(82% N+) and ERvor ; o ;
(73% N+) & o 5 s
A AnthragTaxanes vAnthras@ m cztiskof recurrencet y R @rigkmf:BCdeath (100% N) 0] e " o e
A Anthrag Taxvs Taxane nanthrascomparisofEBCTCG Metnalysis 0 Y Y 0 Y
N=18,203pts, 1RCTp Rom et Coemren0)ael et s i ks
A 15%proportionaland 2.5% absoluteeduction@10yrsin riskof invasiverecurrencefor AT A BR (66%N+) 10yr recurrence gain 3.7%vs BR+ (84%NH+) 10yr gain 3.1%

vs TJargerreductionwith concurrentschedulesanddid not differ by ER status

Marraet al Cancer J 2021; Gray et al Lancet 2019; Burstein et al Ann Oncol 2019; Berry et al JAMA 2006, EBCTCGRaytebdkée;al SABCS 22!



EarlyTNBQGlgorithmof treatment. adjuvantchemotherapy(CT)

Early TNBC

I AdjuvantCT Anthrafree CT)

‘ ‘ A NCIC.CTG MA.5 triaN=476 pts GEPs There was NS difference in benefit between CEF and C
pT]_a pNO pT]_b-C pNO in basallike tumors (n=94; HR 1.1 for RFS and HR 1.3 for OS) suggesting thathranycline
regimens may be adequate in this subtype while HER&ongly predicted anthracycline

No CT? Adjuvant CT |

PATTERN triaN=647 pts TNBEChvs CEH (201116), 54.2% pT1; 74.3% NO; 10.2% gBRCA1/2
~ . mut and 18.5% HRRlatedgenedeleterious PChregimenis an effectivealternativefor pts
PlanB& SUCCESSals (N=5924pts from 2RCTs, 21.6% TNBC)yith operable TNB@ts (5yr-DFS 86.5% vs 80.3% HR 0.65* and OS HR 0.71 (NS))

DFS events/women Hazard ratio 95% ClI Pvalue
Anthracyline- Lower Upper

s Anthracycline-free o MY Interaction
containing limit limit
Study 0.657 Events
Success C 168/1816 (9.3%)  181/1827 (9.9%) 1,086 0.879 1,341 H I N _424 f 3 RCT 3 lo/ T N B cvents
PlanB 115/1128 (10.2%)  117/1153 (10.1%) 1,004 0.776 1,209 AB er a S ( _— mts rol | I S’ 0 TaxAC HR 95% Cl Interaction P HR
Menopausal status 0.701
Premenopausal 1031115 (9.2%)  104/1134 (9.2%) 0.996 0758 1,310 Protocol
Postmenopausal 175/1749 (10.0%)  185/1754 (10.5%) 1,070 0.870 1,315
Age (years) 0.481 _ i
<40 17/205 (8.3%) 24/194 (12.4%) 1,493 0.802 2,780 USOR 06-090 98 72 1.31 0.97 to 1.78 .
41-60 157/1795 (8.7%) 162/1799 (9.0%) 1,085 0.831 1,290
>60 100/944 (11.5%) 1121987 (11.3%) 0.995 0764 1,207 B-46/07132 71 54 1.34 0.94to0 1.91 0.57 —u—
Histological type 0.041
Ductal 240/2393 (10.0%)  236/2415 (9.8%) 0.971 0811 1,162 B-49 51 53 1.00 0.68to 1.48 —n—
Lobular 20/350 (5.7%) 40/376 (10.6%) 2,065 1,196 3,566
Other 23/201 (11.4%) 22/189 (11.6%) 1,010 0.563 1,813 H
Tumour size 0314 ormone
pT1 1131456 (7.8%)  101/1401 (7.2%) 0.935 0715 1,224 n 1.42 .
pT2 149/1330 (11.2%)  166/1423 (11.7%) 1,044 0.836 1,303 Negative 96 69 y 1.04 to 1.94
pT3/pT4 21/158 (13.3%) 31/156 (19.9%) 1519 0.873 2,643 .
Nodal status 0033 Positive 124 110 1.12 0.86to 1.45 0.28 —‘.—
pNO/pN1 232/2660 (8.7%)  223/2684 (8.3%) 0.953 0793 1,146
pN2/pN3 51/284 (18.0%) 741295 (8.2%) 1,483 1,035 2,125 No. nodes
Hormone receptor status 0.639
Negative 107/633 (16.9%)  108/646 (16.7%) 0.992 0759 1297 0 74 66 1.03 0.74to 1.44 —.
Positive 176/2311 (7.6%)  190/2334 (8.1%) 1,080 0.879 1,327
Histologleal grade oss1 1-3 81 67 127 0.92t0 176 ——
a1 10/184 (5.4%) 5/185 (2.7%) 0.462 0.157 1,353
G2 10911567 (7.0%)  122/1600 (7.6%) 1,109 0856 1,437 R =
G3 164/1191 (13.8%)  170/1193 (14.2%) 1,045 0.843 1,296 4-9 40 29 1.38 0.851t02.22 0.15
Biological subtype 0.896 - -
Luminal A like 103/1656 (6.2%) 1121667 (6.7%) 1,086 0831 1,421 >10 25 17 1.69 0.89 to 3.19 = >
Luminal B like 73/653 (11.2%) 78/666 (11.7%) 1,070 0776 1,475
Triple negative 107/633 (16.9%)  108/646(16.7%) 0.992 0.759 1,297 Overall 220 179 1.23 1.01to 1.50
Total 283/2044 (9.6%)  298/2980 (10.0%) 1,049 0891 1,235 T T T T T
0.5 1.0 1.5 20 2530
0.0 1.0 2.0 3.0 4.0 .
Hazard ratio I D FS Favors TC Favors TaxAC

—_—

Anthracyoline-free better _ Anthracycline-containing better Cheanget al CCR 2012; Blum et al JCO 2®{utvitzet alnpj Breast Cancer 2021; de Gregorio etgjlBreast Cancer 2022 u et al JAMA Oncol 202!



EarlyTNBQlgorithmof treatment. neoadjuvantchemotherapy(NACT)

Early TNBC
|

v v v
pTlapNO pT1lb-c pNO >T2 and/or >N1

! SequentialRegimensanthra/taxanes
No CT? Adjuvant CT NAC

IncludingPlatinums
NACT equivalent to adjuvant CT in terms of survival (RR 1.00) and

. . . A B
disease progression (RR 0.99) [Meta-analysis N=3946 pts, 12 RCTs] R S
. . .. 15 year loss 5:5% (95% Cl 2-4-8-6) 15 year loss 0-2% (95% Cl -3-1to 3-5)
NACT equivalent to adjuvant CT and addition of NA taxanes to AC RR 137 (95% C1117-1.62) R 102(95% 102-1.14)
. . . _| Log-rank p=0-0001 _| Log-rank p=0-
improves response (pCR 26 vs 13%* no impact on surival) [NSABPB- e > )
. divv: Neoadjuvant
18 & B-27 analysis] o Adant 2%

40

Advantages of NACT in terms of |, resection volumes and improved
cosmetic outcomes after BCT not yet proven, well designed RCTs
needed [Systematic Rev, 26 studies] =42% TNBC conversion rate
[CALGB 40603]

NACT as effective as adjuvant CT in { risk of distant recurrence (RR
1.02) and death from BC (RR 1.06) but NACT is associated with Mocal

Adjuvant
38-0%
Neoadjuvant 30

21-4%

Local recurrence (%)
w
o
1

204

Distant recurrence at any time (%)

Adjuvant
10 15-9% 10

recurrence (RR 1.37*) partly by wider use of BCS after NACT> 0 , , 0 : : ,
. .. 0 5 10 15 0 5 10 15
Strateg|es to m|t|gate the /I\Iocal recurrence after BCS ShOUId be Local recurrence crude rates (events per woman-years) Distant recurrence at any time crude rates (events per woman-years)
and log-rank analyses and log-rank analyses

considered (tumour localisation, detailed pathological assessment
and appropriate RT) [EBCTCG meta-analysis N= 5250 pts, 10 RCTs]

Mauri et al INCI 2005; Rastogi et al JCO 20fl8erset al BCRT 2018; EBCTCG Lancet Oncol :



EarlyTNBQGlgorithmof treatment. neoadjuvantchemotherapy(NACT)

NACT (including platinum)

Sudy Phase  Patients(N) Design PCR (%) BHS OS(HR)
GHCAM 2006/ 03 Il 94 ECx4A T,p0x4 vs T,sCox4 30%vs 30% -
CALGB 40603 Il 443 wP+Chg3wA ddACx4+Beva 41%vs54%(k13%*)  0.94 (NS); Syr BFS70.1 vs 70.4%
1.12 (NS 5yr OS75.6 vs 74.4%
GeparSxto/ GBG66 Il 315 wP+wNPLD+BevatwCh 37%vVvs53%(k16%6) 0.56*; 3yr DFS86.1 vs 75.8%
0.60 (NS); 3yr OS91.9 vs 86%
|ISPY-2 Il 60 wP+Ch+VeliparibA ddACX4 26%Vvs 51% -
GeparOcto/ GBG34 Il 403 wPMQb vsiddEPC 48.5%Vvs 51.7% -
BrighTNess 1 634 wP+Ch+\VeliparibA (dd)ACk4 31%vs 58% (Ch) vs 0.63* & 0.57*; 4yr BFS568.5 vs 78.2%& 68.5 vs
53%(ChV) (k26%4)  79-3%
0.82 (NS & 0.63 (NS); events 13.9vs 12%&
13.9 vs 10%

A Platinum-based NACT significantly increased pCRrate 37.0%t0 52.1%(OR 1.96*) but NSdifference in survival with higher risk of G3/4 hematological AES

[Meta-analysis, N=2109, 9 RCTg|

A B9 OSupdate @2021 (6 RCTs and 5 RCTs respectively) BFSincrease HR0.70* and 18% (NS reduction risk of death (HR0.82)

Alba et al BCRT 201%ikovet al JCO 2015 & JCO 2022; Wiimckwitzet al Lancet Oncol 201418iblet al Ann Oncol 2018piblet al Lancet Oncol 201Bugoet al NEJM 2018chneeweisst al EJC 2019; Chen ePaloSONE 2014Petrelliet al BCRT 201Rpggicet al Ann Oncol 2018 &

2021; Li et al R22-19 SABCS 202:



EarlyTNBQGlgorithmof treatment. neoadjuvantchemotherapy(NACT)

NACT (including platinum) BrighTNesstrial

1.0 1
Key inclusion criteria Key exclusion criteria 0.9
Al hpihekin 18)ick A Previous anticancer treatment
AHistologically or cytologically confirmed invasive stage II/Ill TNBC A Previous or concurrent cancer 0.8
AECOGPSO 1 A On ovarian hormonal replacement therapy
A Candidates for potentially curative surgery with documented gBRCA status 0.7 4
Segment 1 Segment 2 Surgery _— 0.6 1 «Censored
Paclitaxel, 80 mg/m2, weekly (12 doses in up to 16 weeks) _ Endpoints o o Y>J
Paclitaxel + carboplatin + veliparib (N = 316) Zr;]rg;ry S wo Paclitaxel Paclitaxel +
i ) ~ - i carboplatin + veliparib carboplatin Paclitaxel
C"“rbo"'a“ceﬁuﬁs ';?’I"’Uz:;'l Q;|V|\3/ (4 cycles) Doxorubicin, Secondary endpoints 04 Events n/N 65/316 30/160 47/158
[t S G2y 60 my/r¥ AEFS 0.3 - s-years EFS, % (95% Cl) 78.2 (73.5-83.2) 79.3(72.9-862)  68.5 (61.3-76.6)
Paclitaxel + c_arboplatin + veIipa'rib placebo (N = 160) Cyclophosphamide, ﬁge Hazard ratio (95% CI)?
Carboplatin, Auéﬁp;%”pﬁg&mw(“ cycies) 600 mg/n?, Q2w or e tyd_ t . w 0.2 1 Paclitaxel + carboplatin + veliparib versus paclitaxel 0.63 (0.43-0.92), P = 0.02
SelEle ) ina;ﬁﬂ”ﬁ,&;’gm s 014 Paclitaxel + carboplatin + veliparib versus paclitaxel + carboplatin 1.12 (0.72-1.72), P=0.62
Paclitaxel + carboplatin placebo + veliparib placebo (N = 158) Ratesdsg;?nada%%;ﬂhi/%r:jai(cgesmere ’ Paclitaxel + carboplatin versus paclitaxel (post hoc analysis) 0.57 (0.36-0.91), P =0.02
Carbopiatin placebo, Veliparb piacebo DA W (REME iy RGNS 01 — T T T T T T T T T T T T T T T T T T T T T T T 7T
MedDRA) version 21.1
__ ] 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Randomization wes stratified according to gBRCA status, nodal stage, and planned Postsurgery assessment was performed every 3 months until 1 year after surgery, then every 6
schedule of doxorubicin and cyclophosphamide administration months until 2 years after surgery, then yearly until 4 years after surgery, or until an EFS event Months since randomization
1.0 .
- - - - * 0.8 T
A Patients with pCRimproved EFSvs without pCR (HR0.26*) regardless 07
of BRCA mut status 061
. . . . . +Censored
A Adding carbo improved pCRand trandated into improved BFSwhile B 0.5 == o m oo R LR e RREEEEEEE
H H H H H 0.4 4 carboplatin + veliparib carboplatin Paclitaxel
addi ng veli pari b did not i mpaCt pCR’ B-Sor OS Events n/N 38/316 (12.0) 16/160 (10.0) 22/158 (13.9)
; ; ; ; ; ; ; 0.3 | Hazard ratio (95% CI)®
A rb hemato' Ogl C AB Wlt h Cb Wlt h/ Wlt hOUt Vel I par I b dld nOt 0.2 Paclitaxel + carboplatin + veliparib versus paclitaxel 0.82 (0.48-1.38), P=0.45
1 I H 1 <7 Paclitaxel + carboplatin + veliparib versus paclitaxel + carboplatin 1.25 (0.70-2.24), P = 0.46
Comproml% treatment del Ivery Or I mpaCt Of thIS treaI ment On the 0.1 Paclitaxel + carboplatin versus paclitaxel (post hoc analysis) 0.63 (0.33-1.21), P=0.17
study@ primary (pCR) or secondary (HS OS endpoints o

T T T T T T T T T T

The regimens had manageable safety profiles without increased risk 0 3 6 9

of MDS AML or other secondary malignancies

T T T T T T T T T T T T

12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

Months since randomization

Loiblet al ESMO 2021 & Geyer et al Ann Oncol 2(



EarlyTNBQGlgorithmof treatment. neoadjuvantchemotherapy(NACT)

NACT (Anthra-free platinum based CT)

Study Phase Patients (N) Design PCR (%) EFS/OS (HR)
NCT02303742 & - 190 Doce;sCb g3w x6 55% 3yr RFS 79%
3yr OS 87%
NCT01560663 Y i
NCT01276769 1 91 P+Cb q3w vs EP q3w x4-6 14.0% vs 38.6% 3yr RFS 61.6 % vs 81.2%*
3yr OS 83.2% vs 85.8% (NS)
WSG-ADAPT I 336 wNabP+Gem vs wNabP+wCb 28.7% vs 45.9% 3yr EFS 78% vs 80% (NS)
TBCRCO030 I 140 wPx12 vs CDDP q3wx4 11.9% vs 15.3% -
gBRCA1/2wt or UK
NeoCART I 93 Doce,sCb q3wx6 vs 61.4% 38.6% 0.76; 3yr EFS 88.3 vs 90.8% (NS)
EC.-x4- Doce. x4 (non-inferiority/sup) 0.96; 3yr EFS 93.1vs 92.8% (NS)
90 100
NeoSTOP Il 100 wP+Chqg3wx4 - ddACX4 vs 54% vs 54% -
Doce;sCb q3wx6
. A Median FU 38no similar EFS & OS Adverse Events Arm Aﬁf,‘;ﬂ‘; >AQ) Ar"l’v‘:,;f)"") P
80% 7% 6% ::_._"‘-“—“;.I____._‘ " m Anemia® 22 (46%) 2 (4%) 0.0001
::: sa%  sa% ?, L g |___ Neutropenia 29 (60%) 48%) 00001
50% § . E . Thrombocytopenia 8 (17%) 2 (4%) 005
3: i i Febrile neutropenia” 9.(19%) 0 <0.001
a0% “ e “ e Hypokalemia 2 (4%) 12%) 061
20% 1 - — - - — Hyponatremia 2 (4%) 12%) 1
1% i e — Mansis Nausea 1 2%) 0 048
o PCR RCB 0+I* Ao b B : . - a s . - . Constipation 1(2%) 0 048
M Arm A (CbP—AC) W Arm B (CbD) Diarrhea 1(2%) 4 (8%) 0.36

Sharma et al CCR 2017 and 2018; Zhaab@ncotargeR016 Gluzet al INCI 2018 & SABCS 2018; Mayer et al Ann Oncol 2020; Sharma et al CCR 2024 ZIG20pAt



EarlyTNBQGlgorithmof treatment. neoadjuvantchemotherapy(NACT)

Early TNBC

v v v

|
pT1la pNO pT1b-c pNO ¢ >T2 and/ or >N1
! SequentialRegimensanthra/taxanes
Ad] uvant CT ﬁ IncludingPlatinums(escalatioride -escalatior)
NACT‘HC CT+Atez6Durva Pembrolizumab




EarlyTNBQGlgorithmof treatment. neoadjuvantchemdimmunotherapy(NACT+IO)

Phase

Patients (N)

PCR (%

EFS OS (HR)

ISPY-2

250
(29 TNBC 69/ 181)

(WPA ACx4)+Pembro
NoAdjuvant 10

22%vs 60% (graduated)

[EFS0.6]

KEYNOTE 522

1174
PDL1+ 83%
T3-4 26% N+51.5%

(wP+w/q 3wCbA ACJ ECk4)+Pembro
Adjuvant Pembro (cape not allowed)

51.2%vs 64.8%(ad3.6*)
IA3 55.6%vs 63% (] 7.5)
54.9%vs 68.9%PD-L1+
39.3%vs 45.3%PD-L1-

0.63* (3yr EFS76.8%vVs 84.5% &¥.7%)

0.72 (NS (3yr OS 86.9%uvs 89.7%)

IMpassion 031

333
PD-L1+ 46.2%
T3-4 28.2%N+ 38.4%

wNabPx12 A ddACx4+Atezo
Adjuvant Atezo (cape if RDallowed)

41.1%vs 57.6% (a4.6.5%)
49.3%vs 68.8%(a4.9.5) PD-L1+

0.76 (NS (events 13.1%vs 10.3%)
0.69 (NS (events 5.4%vs 4.2%)

NeoTRIPaPDL1

280
PDL1+ 56%
T3-4 43.5% N+88%

wNabP+Cb (d1,8 q3w)x8+Atezo
Adjuvant AC EQ FEG4 no 10

40.8%vs 43.5%(j 2.7) ITT

[47.3%vs 52.0%(] 4.64) PP]
48%vs 51.9%PD-L1+
32.3%vs 32.2%PD-L1-

Primary EFS(ITT)

GeparDouze

1520

(WP+Cbhq3wA (dd)AC ECx4)+Atezo
Adjuvant Atezo

Co-primary (pCR)

Co-primary (EFS)

GeparNuevo

174
PDL1+ 88%
35%stage <IlA
T3-45.7% N+31%

DurvaA (wNabPx12A ddECx4)+Durva
No Adjuvant 10 (as per TPC)

44.2%vs 53.4% (a9.2)
Window cohort 41.4%vs 61%

0.48* (3yr IDFS 77.2%vs 85.6%)
0.24* (3yr 0S83.5%vs 95.2%)

Nanda et al JAMA Oncol 2020; Schmid et al NEJM 2020 & ESME &@gtket al ESMO 2020jittendorf et al Lancet 2020; Gianni et al SABCS iaéchiniet al ESMO 2020 & 2024giblet al Ann Oncol 2019 & ASCO 20z



EarlyTNBQGlgorithmof treatment:

neoadjuvanchemdimmunotherapy(NACT+10)

NACT+Ids

Neoadjuvant Treatment 1 Neoadjuvant Treatment 2

(cycles

Key Eligibility Criteria
AAKi 18}ief
A Newly diagnosed TNBC of
either Tlc N1-2 or T2-4 NO-2

A ECOG Ps 0-1 N : -
A Tissue sample for PD-L1
assessment?

Stratification Factors:

A Nodal status (+ vs -)

A Tumor size (T1/T2 vs T3/T4)

A Carboplatin schedule (QW vs Q3W)

Al

Primary Endpoint: ypT0/Tis ypNO

100 -
% A 13.6 (5.4-21.8)2
P=0.00055
80
70 64.8% _
o o
2 601 2
] ]
3 ¢
® ®
of 40 | o
& g
30
20 -
10 + Pembro + Chemo
o0 260/401 103/201 Placebo + Chemo

Pembrolizumab 200 mg Q3W

KN-522 trial

G N @0 adjuvant Phase

Adjuvant Phase el

v
S

Adjuvant Treatment

(cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

s

1-4; 12 weeks)

Pembrolizumab 200 mg Q3W

Primary Endpoints
t pCR (ypTO/Tis ypNO) assessed by local pathologist in ITT population®
t Event-free survival (EFS) assessed by investigator in ITT population

Secondary Endpoints
t pCRas per altemative definitions (ypTO ypNO and ypTO/Tis)?
t Overall survival (OS)
t pCRe, EFS and OS in the PD-L1t positive population®
t Safety in all treated patients

<ITmM® IV C WV

By PD-L1 Status’: ypTO0/Tis ypNO

100 -
%0 | A 14.2 (5.3-23.1)
80 A

68.9% A 18.3 (-3.3-36.8)°

EFS, %

45.3%

No. at Risk

230/334
PD-L1-Positive

90/164 Pbo + Chemo/Pho

PD-L1-Negative

Pembro + Chemo/Pembro 784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 0 0

All Subjects, N = 1174

Characteristic, n (%) Pembl\jozgé:“hemo Pb?\lzgg(e)mo
Age, median (range), yrs 49 (22-80) 48 (24-79)
ECOGPS 1 106 (13.5) 49 (12.6)
PD-L1i positive? 656 (83.7) 317 (81.3)
Carboplatin schedule
QW 449 (57.3) 223 (57.2)
Q3W 335 (42.7) 167 (42.8)
Tumor size
T1/T2 580 (74.0) 290 (74.4)
T3/T4 204 (26.0) 100 (25.6)
Nodal involvement
Positive 405 (51.7) 200 (51.3)
Negative 379 (48.3) 190 (48.7)
A Stagelll A75% &stagell A 25%
A PremenA 56%

Toxicity irAEs (anygrade) 43.6%verallvs 21.9% placebo &G 14.9% vs 2.1%nfusion
reactions>hypothyroidsm>hyperthyroidism>adrenalinsufficiency and 27.7 vs 14.1% le¢d
discontinuation

Statistically Significant and Clinically Meaningful EFS at 1A4

100 .
1
90— 1 84.5% A 36mo0OS 89.7% vs 86.9% , HR Oridature
1
1
80— !
[
70 1 76.8%
1
1
60— | HR g
| Events (95% Cl) P-value
501 i Pembro + Chemo/Pembro  15.7% 0.632 0.00031°
40 ! Pbo + Chemo/Pbo 2389 (048082)
1
1
30— ! All Subjects, N = 1174
20 : Event Pembro + C:heg\[;)/Pembm Pbo +NCl1§goo/PD0
: Any EFS event 123 (15.7%) 93 (23.8%)
10— ! Progression of disease that precludes
1 gre 14 (1.8%) 15 (3.8%)
. . \ definitive surgery
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3yr DPor DRFS 80.7% vs 87.0%

HR 0.61 (95%CI 0.4682)
Schmid et al NEJM 2020 & SABCS 2019 & ESMO VP7 2021 & NEJ
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CINeoBCpooled analysis (FDA) Individual patient-level meta-analysis

A More aggressive subtypes >pCR (HER2+ and TNBC) =
A Most favourable outcomes after pCR HER2-/ HR- g ws A 52 studies (27,895 pts): 51.1%CTs,
tumours with trastuzumab and TNBC 3 = 42 .8%retrospective studies; 6.1%single
5] TNBCpCRrate 33.6%(95%0Q: 30. 9c36.4) @ = arm trials
|Z w *ﬁ A Median PU for recurrence: 48 mo
401 E S-year EFS pCR vs A Median RU for survival: 49.9 mo
> 10z] RD:90% vs 57%
30 + " 0% T T T _s -
0 1 2 3 4)‘mn> 6 g 9
“1 A Ptswho had pCRvs those with RD had better BFS(HR0.31), for TNBC
101 (HRO0.18, 95% 0.10-0.31)
N A Ptswho had pCRvsthose with RD had better OS(HR0.22)
Grade 12 Grades “HTE”;QY ;R A 86%5-year BFSin ptswith pCRA adjuvant CT vs 88%in ptswith pCR
o HERE: e TRIPLENES without additional adjuvant CT
E ® 804
s ds pCRa surrogate for long-term survival 7€ yes at the individual patient level
Ul 2 604 I disincreased pCRrate a surrogate for improved survival in atrial arm?¢ depends on the
mn ¢ 40 absolute improvement in pCRrate, baseline prognosis of the trial population, interaction
E “;z of pCRwith prognostic variables, and efficacy of postNA treatment modalities
£ 204 TNBC_OSHR=0.16 (95%0Q: 0.11¢0.25) A Themajority of S Gallen Panel (60%9 and audience (83% believed that pCRwas not the
HR 0-24 (95% Cl 0-18-033) appropriate endpoint for defining standard neo/ adjuvant systemic regimens favoring
0 T T T T 1 I T | T longer term endpoints (DFSor O

o 1 2 3 4 5 6 7 8 9

. Time since randomisation (years
Number at risk (years)

Kim et alCancer021;Caparicat al TherAdvMol Oncol 2019Balkoet al CanceDiscov2014;Yauet al Lancet Oncol 2022auet al Cancer Re3rowell& PazduNEJM 2012 and Cortazar P et al. Lancet 2014 (SABCSQr2j et al CCR 20Bymmangt al JCO 200Bymmangt al JCO
2017;Yauet al Cancer Res 202djttendorf et al JAMA Oncol 201Batziset la CCR 201Bursteinet al Ann Oncol 202Essermar. CCR 2020jedtkeet al JCO 2008,onMinckwitzet al JCO 201Symmangt al JCO 2007
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