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Biology trumps stage
Prognostic

Micrometastatic control
Platform for drug development
Tailor adjuvant strategy
Survival

Operability

Pros vs Cons

pPCR # survival

More # Better/necessary

Toxicity
Tailor treatment based on actual
extent of disease

Operability irrelevant in T1




Triple Negative Breast Cancer
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 Absence of ER, PR, Her2
IHC biomarkers

, ’ Fw Bk A% ., e 4 molecular subtypes
* Higher grade and more

advanced stage at
presentation

e 10-15%, but > common
in women who are
younger, Black, Latinx,

or have a mutated
BRCA1 gene
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Rivenbark et al. Am J Pathol. 2013.
Lehmann et al. PloS ONE. 2016.




Distant Recurrence

TNBC: Early Recurrence & Higher Mortality
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o other (290 of 1421)
s—a—a triple-negative (61 of 180)

Years after first surgery 0.21 P<0.0001 (Log—Rank test)
0.1 other (261 of 1420)
triple—negative (62 of 180)
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Years after diagnosis
Nearly a quarter will die within 5 years.
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Stage | Breast Cancer
T pPNImi

! \ »0.2-2 mm or more
, \ than 200 cells
l . )

---------------

T1:<2cm
NO-N1mi: node negative or micrometastatic
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Natural History of T1a/T1b TNBC

5 yr Survival Outcomes of Patients with T1la and T1b TNBC

Time (years)

Outcome T1la No CTX T1aCTX T1b No CTX T1b CTX
(n=74) (n=25) (n=94) (n=170)
(ON) 94 100 91 96
BCSS 95 100 95 98
IDFS 86 91 31 88
DRFS 93 100 90 96
C HER2-
No chemotherapy or trastuzumab Chemotherapy % rastuzuman
1.0+ —— 1.0~
0.8 + _‘_\_|— 0.8 -
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Curative Regimens

DD Doxorubicin-Cyclophosp

DD Doxorubicin-Cyclophosp
Carboplatin*®

Docetaxel-Cyclophosphamide (TC)

hamide f/b Paclitaxel

hamide f/b Paclitaxel-

Pembrolizumab-Paclitaxel-Carboplatin f/b
Pembrolizumab-Anthracycline-Cyclophosphamide
f/b adjuvant Pembrolizumab (KEYNOTE 522)
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Pivotal Trials That Led to Use of These
Regimens Did Not Include
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Number of new breast cancer cases
per 100,000 women/men each year

OSin Tlc (1cm-2cm) TNBC

predict NHS

breast cancer

500 3rd Generation Adjuvant
i Chemotherapy Outcomes
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.- . Data Sources: UK Predict;
Age-specific BC Rates in the US Susan G. Komen (SEER 2015-2019)



https://breast.predict.nhs.uk/tool
https://www.komen.org/breast-cancer/risk-factor/age/

Micrometastatic Control

* Early mouse models
suggested removal of a
primary tumor impacted
the kinetics of cellsin a
metastasis

* Presence of “growth-
stimulating factor”
following resection

* Preoperative therapy
-~ prevented increase in cell
proliferation following
surgery and reduced mets
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pPCR, Recurrence & Survival in TNBC
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Survival

A EFS Curves by pCR outcome

1.04

0.84

Years

EFS 86% vs 50%

HR 0.24 (95% Cl 0.2- 0.29)
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0.8+

1.04_

OS Curves by pCR outcome

0.0+

Years

0S 92% vs 58%
HR 0.19 (95% Cl 0.15- 0.24)

Huang et al. Cancer Res. 2020.




EFS, %

KEYNOTE-522

100
%0 A13.6(5.4-21.8)p
P=0.00055
Eligibility N=1,174 80 [
» Newly diagnosed TNBC 64.8%
(central confirmation) Adjuvant - 70 1 1
«  T1c N+ or T=2 NO-2 + pembrolizumab 4 pemsl’)rohlzzmab :: 80 | 51.2%
+  PD-L1+ or PD-L1- g s a
| 2 € 5
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* Carboplatin Q1W Within 3-6 weeks 20
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e —
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Schmid et al. NEJM. 2021.




Adjuvant Strategies:
High risk early stage TNBC

KN522 Stage I1/1Il TNBC Preop chemo i/o Approved
f/b 9 cycles adjuvant
Pembroluzimab *

CREATE-X Stage |- 1lIB Capecitabine SOC for TNBC w/o pCR
no pCR 1250mg/m2 x 6-8
TNBC or ER+ cycles

OlympiA BRCA+ Olaparib x 1y Approved

TNBC: either >cT1c,
>2N1 or no pCR
ER+: N1 or CPS+EG 23

EA1131 TNBC Obs vs Cisplatin x4 vs  Adjuvant platinum not
Stage II/1ll preop Carboplatin x4 vs superior to Capecitabine
>ypTlc Cape 1000mg/m2 x 6



CREATE-X

CREATE-X: Phase lll Trial of Adjuvant Capecitabine

1B BC

Residual invasive BC
after neoadjuvant
chemotherapy

No prior treatment with
oral 5-FU

Control
(n = 445)

Eligibility Capecitabine
« HER2-negative, Stage I- (n = 440)
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A Disease-free Survival in Full Analysis Set
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S 0.29 Hazard ratio for recurrence,
-g second cancer, or death, 0.70
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Years since Randomization

No. at Risk
Capecitabine 443 385 359 286 175 34
Control 444 366 328 255 158 19

B Overall Survival in Full Analysis Set
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£ Hazard ratio for death, 0.59
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Years since Randomization

No. at Risk
Capecitabine 443 408 391 321 197 43
Control 444 406 375 297 180 27

C Disease-free Survival among Patients with Triple-Negative Disease
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Postneoadjuvant
RBRCAM

TNBC: non-pCR
HR-positive/
HERZ-negative: non-pCR

and CPS-EG 23
R 11

Double
nlind
N=1500
Postadjuvant
gBRCAM

TNBC: N-positive (any
tumor size)or T> 2 cm

HR-positive/
HER2-negative:
24 LNs
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= - 859
80 =
o
£ Bes 77.1
2 60 -
m —
g S5 40 - — Olaparib (106 events)
S Placebo (178 events)
£
20 -
Stratified hazard ratio 0.58 (99.5% Cl, 0.41-0.82); P<0.0001
% Difference: 3-year IDFS rate 8.8% (95% Cl, 4.5-13.0%)
1 1 1 1 1 | 1 1
0 6 12 18 24 30 36 42

Time since randomization (months)

TNBC Patients:
Events: 11.6% vs 20.2%
HR 0.56 (95% Cl 0.43, 0.73)
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EA1131

STEPO STEP 1
R CLOSED TO NEW ACCRUAL
A Arm A
6 N Observation F
C D O
+ Stage Il TNBC® R P Arm BY L
+ Neoadjuvant E 3 weeks M Cisplatin L
chemotherapy’ | Tissue . | Pamso ' o | ~75mgma1q3wkxacydes | _, 0
+ 2 1 cm diameter " submission* analysis z : or s
residual cancer ' A Biomarker Carboplatin Biomarker .
in breast at time N T blood « AUC 6, d 1q 3wk x 4 cycles blood =
of definitive surgery IS | collection collection P
0 and PRO A € and PRO
N
’ —+ | Capecitabine 1000 mg/m? bid, =t
d 1-14 q 3 wk x 6 cycies

TABLE 1: 3Year Invasive Disease -Free Survival From EAI13] Trial

Hazard Ratlo
intrinsic Subtype Capecitabine Platinum (95% Confidence Interval)
Basal subtype 49% 42% 1.06 (0.62-1.81)
Nonbasal subtype 60% 46% 1.94 (0.69-545)
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Adjuvant Strategies for Residual Disease:

Ongoing Trials
- _
S1418 TNBC Obs* vs Adjuvant Results pending; will
>ypT1c or 2N1 Pembroluzimab x 1y stratify by PD-L1 status

and use of adjuvant tx

PERSEVERE TNBC: ctDNA enriched, Enrolling
Stage I-1ll at dx genomically directed
>ypTlc or post-neoadjuvant trial
2ypN1 or
RCB 2/3
ASPRIA TNBC Adjuvant sacituzumab SOC for TNBC w/o pCR
no pCR govitecan-hziy and

If ypTOm then LN+ atezolizumab x 6




S1418/NRG BR006

SWOG S1418 / NRG BRO06

A Randomized, Phase Il Trial to Evaluate the Efficacy and Safety of MK-3475 as Adjuvant Therapy for Triple Receptor-
Negative Breast Cancer with > 1 cm Residual Invasive Cancer or Positive Lymph Nodes (ypN1imi, ypN1-3) After Neoadjuvant
Chemotherapy

Patisats wah TNBC, » Yom resatusl Pvasive Droast tancer. or
Wy + LM after necacsavant Ohemaivenagy  fOROWR0 Oy Sapery

+

Step 1 Regstraton

SWOG Statuces Cante i SRty Shet o PO wiang & comphued Primary Objective:
! Compare invasive disease-free
E — survival (IDFS) between
Farcorasr ‘;;’,‘iﬁ"m‘:ﬁ ity patients randomized to receive
P = 2 > | year of pembrolizumab
S T adjuvant therapy to no

2N pembrolizumab) in both the

e s masaesn entire study population and also
| V33 vews B 12 wesks

in the PD-L| positive subset.

NOTE Rociston therapy may De givan Concusmently on &m | or &m 2

Y SWOG == e~ T —— Commwenity Onealent
- - y cology
A ::EK.Z. 1 NC' Trials Network Nc' Rusanrch Prograrm
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PERSEVERE- Due to open at WC(CI

TNBC Plasma Arm Therapy
ctDNA epair Pa

‘ 2. No Genomic ; 2. Standard of Care !
v
|

l
L Target Capecitabine or Physician’s Choice :

2ypT1lc or
2ypN1 or
RCB 2/3
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Autologous Vaccine Immunotherapy Alone and in
Combination with Checkpoint Inhibitor for TNBC

Due to open in late 2022

Personalized Cmicer
Immunotherapy

Resected Prior Tumor
ER/PR<10%, H2N-
-Residual Disease or after
SOC adjuvant chemo
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anti-PD-L1
or
anti-CTLA-4




|-SPY 2- Open at WCI

Revised Eligibility Criteria Allow for Smaller Tumors:

LN Negative: 22.5cm on exam and 22cm on imaging
LN Positive: In breast=>2>2cm on exam and 21.5cm on imaging

Block A: Novel regimens Block B: Subtype -spedific rescue Block C: Chemotherapy

— Randomization 1 ———————— — Randomization 2 —————— [ ASSIENMENL =
 Bestinclass 1
| BPTLs cD e co
RN NED : S
oS (R , ch@ I
| EPTL2 | \/ o . g (+ PD-1 for TNBC) — eam ;i
ADAPTIVE ADAPTIVE
RANDOMIZATION m RANDOMIZATION
p Y én DN IVE BT " .
@ P |
@AW O @F @LH 5 On @046 @ |@LsW
ST T A A Aiw Hiw Bew T maw Cow BTy ‘
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Should Patients with Stage I Triple Negative
Breast Cancer Receive Neoadjuvant Therapy?

* Knowing response to preoperative therapy can alter
adjuvant SOC and trial options

* Adjuvant options can reduce relapse and improve
survival

e Strongly consider for T1c (>1-2cm)
— These patients may qualify for preop therapy on |-SPY2

* If you're going to offer chemo for a patient with T1b
(<5mm-1cm), then consider delivering it preop if you
think the patient could tolerate adaptive adjuvant
strategy in the event of residual disease
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