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Adjuvant/neoadjuvant treatment decision

Subtype driven approach

Triple Neg Luminal B Luminal A

Chemotherapy



Goals of neoadjuvant therapy in breast cancer

* Make tumors more operable, increase the rate of breast
conserving surgeries (breast + axilla)

* Have a better idea of prognosis based on response to
neoadjuvant treatment

* Improve DFS and OS using pathological response rate for
selection of subsequent treatment in individual patients



Does pCR predict better outcome in different biologic subsets
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Figure 5: Association between pCR and event-free survival, by breast cancer subtype

Cortazar et al, Lancet 2014



pCR and EFS and OS by Breast Cancer Subtype
Patient level Meta-analysis: 27,000 Patients

TNBC
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Event Free Survival

F i 5

L

L g

T

P

S

Blue: pCR without adjuvant cheamotherapy
DOrange: pCR with adjuvant chemotherapy

Adjuvant chemotherapy after pCR

Chemotherap (pCR and EFS)
'fes’ 0.19-0.67
EI' SE 0.27-0.54

pCR was associated with significantly
improved EFS in both groups, and there
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PCR followed by adjuvant _— : .
chemotherapy: 86%: was no significant difference in Hazard
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adjuvant chemotherapy: 88%
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Adjuvant Capecitabine for Breast Cancer
after Preoperative Chemotherapy

Patients with HERZ-negative stage |—-I11B breast cancer
Age 20-74 yr
ECOG performance-status score of 0 or 1

Capecitabine group Control Group
(N=443) (N=444)

Characteristics

Meoadjuvant chemotherapy

Median age 48 48
l Range 25-74 25-74
Surgery ER+ or PgR+ no. (%) 304 (69) 297 (67)
l ER-and PgR- 139 (31) 147 (33)
Neoadj CT no. (%)
Mo complete response on pathological Seq anthra and tax 357 (81) 372 (84)
assessment, or a CDFI"'IP'E[E‘ response
with positive lymph nodes Concurr anthra and tax 63 (14) 53 (12)

|

Randomization

| l

Capecitabine group, standard Control group,
therapy plus capecitabine standard therapy
1250 mg/m?*, twice a day, on days 1—14 Masuda N M Engl ] Med 2017;376:2147-59.




A Disease-free Survival in Full Analysis Set
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Neoadjuvant Chemotherapy, Endocrine Therapy, and
Targeted Therapy for Breast Cancer: ASCO Guideline

Korde et al.
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Summary of Recommendations

Recommendation 1.3

Evidence-based

« Neoadjuvant systemic therapy should be offered to patients with benefits outweigh harms
high-risk HER2-positive or triple negative breast cancer (TNBC)in —

. . . . . . . ren (o}
whom the finding of residual disease would guide Evidence Quality Recommendation
recommendations related to adjuvant therapy. High Strong
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Summary of Recommendations

Recommendation 3.2

 Patients with cT1a or cT1bNO TNBC should not routinely be
offered neoadjuvant therapy outside of a clinical trial.

17

Evidence-based

benefits outweigh harms

Strength of

Evidence Quality Recommendation

High Strong
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KEYNOTE-522: study design

e Meoadjuvant Phase >4 Adjuvant Phase =
Neoadjuvant Treatment 1 MNeoadjuvant Treatment 2 Adjuvant Treatment
(cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

Key Eligibility Criteria - =

Pembrolizumab 200 mg Q3W

Age =18 years Pembrolizumab 200 mg Q3W
Newly diagnosed TNBC of
either T1c N1-2 or T2-4 NO-2

ECOG PS 01

Tissue sample for PD-L1
assessment?

s
u
R
G
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Placebo

Placebo

Stratification Factors:

+ Nodal status (+ vs -)

+« Tumor size (T1/T2 vs T3/T4)

» Carboplatin schedule (QW vs Q3W)

Primary End Point:

PCR /ypT0/is ypNO) assessed by local pathologist in ITT population
EFS

- Schmid, NEJM 2020



KEYNOTE-522: pCR

Primary End Point: ypTO/is NO Primary End Point: by PD-L1 status*
100 -
ool  A13.6(54-21.8) 100 -
P=0.00055 90 A 14.2 (5.3-23.1)2
80 A |
64.|8% 801  68.9% A 18.3 (-3.3-36.8)2

70

|
45.3%

pCR, % (95% Cl)
PCR, % (95% Cl)

Pembro + Chemo
260/401 103/201 Placebo + Chemo 230/334 90/164

ypTO/Tis ypNO PD-L1-Positive PD-L1-Negative

* PD-L1 assessed using the IHC 22C3
assay and measured using the CPS; PD-

Schmid, NEJM 2020 L!-positive = CPS > 1




KEYNOTE-522: EFS

' 91.3%
100 H—— ' 85.3%
o0- M
80- |
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0 -1 1 - "*r " 171 :I —r 1 11
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Schmid, NEJM 2020




KEYNOTE-522: Immune mediate EAs in the combined phase

16 14.9 Pembro Arm Placebo Arm Grade
" (N=781) (N = 389) 12 1315
Any grade 32.1% 10.8% PembroAm [l B
12 4 Grade 3-5 12.0% 1.0% PlaceboArm [l [0
=10 | Grade 5 0.1%2 0
Led to discontinuation 6.5% 0.8%
B - of any drug

Incidence,

Immune-Mediated AEs With Incidence =10 Patients

Schmid, NEJM 2020




IMpassion031:

Phase lll atezolizumab neoadjuvant study in eTNBC':2

A randomised, multicentre, international, double-blind, placebo-controlled trial

Atezolizumab

" Atezolizumab 840 ma IV a2w
N =333 840 mg IV q2w g+ " Atezolizumab
TNBC, with primary tumour > 2 cm + soDox?rg?\i/cinzw S 1200 mg IV q3w
“ i mg/m q
cT2-cT4, cNO-cN3, cMO Aoyl Cyciophosphamide [ i Ry oo
Known PD-L1 status (IHC) ; 600 mg/m- IV q2w i Survival
No prior therapy for treatment Placebo E fosioweLI:
: Placebo + R
or prevention of BC z 5 &\
oxorubicin Y S
ECOGPSOor1 nab-paclitaxel 60 mg/m2 IV q2w Observation
125 mg/m? IV qw Cyclophosphamide
600 mg/m? IV q2w
Stratification Factors: 12 weeks 8 weeks PCR <1 year

+ Stage Il vs Stage IlI from start
s PD-L1IC<1% vsIC =2 1% ‘

Co-primary endpoints: pathologic complete response (pCR, ypT0/is ypNO) in ITT and PD-L1—positive (IC 2 1%) subpopulation

Secondary endpoints: EFS, DFS, and OS in ITT and in PD-L1-positive subpopulation, safety, PROs

‘F ISISUNgICE managemesnt of p abients was at the discretion of ths treat Qn vesigalor a d besed on local pracice gu 32INnés
pCR. pathologic complete respanse. PD IC. PD-L1-expressing tumor-infiltrating immune cells as parcantage of tum irea using the VENTANA SP142 assay. PRO atlent-reported
OUICOME. QZW, every veek eve el | eve =4
dordf E etal SABI abst T | I alTna ]
https /fclinicaltrials govict2/show/study/NCT03197935 . Accessad 11 August 2020

Harbeck st al. IMpassionD31 Primary Analysis https://bit Iy/3/i97cn 4



D pCR (95% Cl), ypT0lis ypNO (PD-L1-positive)

IMpassion031: Co-primary endpoint pathologic complete A 19.5% (4.2, 34.8)
response (ITT) 100 1 P=0.021°
PCR (95% Cl), ypT0/is ypNO 80 i cooloioa e
ol A 16.5% (5.9, 27.1) 2 80 4 it
90 - P =0.00442 6 70
80 | § 49.3%
e 70 57.6% e %01 '
g T o w “
< 2
2 40 1
S
Q w e
20 4
95/165 69/168 0 -
Atezolizumab-Chemo Placebo-Chemo 0
‘.J’ €-3 ded significa L'L‘ boundary P = 0.0184 (accounting for the adaptive enrichment design). 2 = 0.0085 for the intersection hypothesis of pCR in the ITT and g : Aulo'.mmab' P'acek»'
PD-L1-positive populatior farbeck st al. I HERHmAnEAn e bR G Chemo Chemo

Implications of all the available evidence
The IMpassion031 results showed that addition of atezolizumab
to neoadjuvant chemotherapy with nab-paclitaxel followed by
doxorubicin plus cyclophosphamide provides clinical benefit in
the potentially curable setting of early-stage TNBC. Patients
derived pathological complete response benefit regardless of
PD-L1 status.
www thelancet.com Published online September 20, 2020



NeoTRIP: study design

v. A.'v' O

Carboplatin + nab-paclitaxel

AC/EC/FEC

risk (cTIN1; T2N1; T3NO) or

locally advanced unilateral
breast cancer

Primary End Point: EFS (5 years)

weekly for 2 wks every 3

for 8 cycles for 4 cycles
Carboplatin + nab-paclitaxel

weekly for 2 wks every 3 AC/EC/FEC
for 8 cycles for 4 cycles

+ Atezolizumab day 1 every 3
wks for 8 cycles

Secondary End Point: pCR, tolerability

- Gianni L, SABCS 2019

VS SOrrom




NeoTRIP: pCR

60 '[ [] Withatezo [] No atezo
30- J_ 1
20-
104 [43.5%| | 40.8% 51.9% | | 48.0% 32.2%| |32.3%
0
Overall PD-L1 positive PD-L1 negative

OR(95%C) | Pvale

Treatment

PD-L1 expression

Gianni L, SABCS 2019

With Atezo vs. no 1.11 (0.88-1.40) 0.39
Atezo

Positive vs. 0.84 (0.66-1.06) 0.15
negative




Summary of Recommendations

Clinical Question 3

16

- What neoadjuvant systemic therapy regimens are recommended for patients with TNBC?

Recommendation 3.1

 Patients with TNBC who have clinically node positive and/or at
least T1c disease should be offered an anthracycline- and taxane-
containing regimen in the neoadjuvant setting.

Evidence-based

benefits outweigh harms

Evidence Quality

Strength of
Recommendation

High

Strong
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Summary of Recommendations

Recommendation 3.2

 Patients with cT1a or cT1bNO TNBC should not routinely be
offered neoadjuvant therapy outside of a clinical trial.

Recommendation 3.3

- Carboplatin may be offered as part of a neoadjuvant regimen in
patients with TNBC to increase likelihood of pCR. The decision to
offer carboplatin should take into account the balance of potential
benefits and harms.

17

Evidence-based

benefits outweigh harms

Evidence Quality

Strength of
Recommendation

High

Strong

Evidence-based

benefits outweigh harms

Evidence Quality

Strength of
Recommendation

Intermediate

Moderate
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Summary of Recommendations

Recommendation 3.4

« There is insufficient evidence to recommend routinely adding the
Immune checkpoint inhibitors to neoadjuvant chemotherapy in
patients with early-stage TNBC.

18

Informal consensus

Strength of

Evidence Quality Recommendation

Intermediate Moderate
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Post-neoadjuvant: trial in progress

TNBC with >/=1 cm

/ Pembrolizumab 200 mg IV q 3 weeks x 1y
SWOG 51418 residual invasive breast _
cancer or any + LN after il
neoadjuvant chemotherapy \ :
N=1000 Observation

A-BRAVE “




