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Pembrolizumab + Carboplatin + Paclitaxel

— Pembrolizumab + Epirubicin/Cyclophosphamide 55:&
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Invasive carcinoma, NST, residual,

Histological grade 2(3-2-1),

f, IyO, vO, yp T3, ypNO(O/16)

Therapeutic grade 2a
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L. Pusztai et al.
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0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51
No:at ik Time, months.

497 497 497 493 487 486 482 481476 474 463390 310 223 124 18 0 0
219 219 219 218 216 209 208 205202202 199 167 132 89 58 10 0 0

A RCB-0 B RCB-1
100 100
90 92.6% 9% _q_n‘r\‘::l.“__‘m"- 844%
80 80
83.8%
2 70 = 70+
T T
2 60 2 60
£ g
2 50 2 50
8 8
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0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51
No:at sk Time, months

69 69 68 67 67 65 62 61 61 60 59 50 38 24 9 1 0 0
45 45 45 44 44 43 42 41 41 39 38 3225 18 11 1 0 O

T T T T T T 1
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51

No. at risk Time, months

145 145 143 140 132126 123 117 114 112107 90 70 46 26 9 0 0

79 79 78 74 69 65 57 53 49 46 45 40 29 24 7 2 0 O

— Pembro + Chemo

c RCB-2 D RCB-3
1001 100 T
90+ 90
80 75.7% a0
® 701 ® 704
3 3
2 60 2 60
£ £
2 50 55.9% 2 50
E 40 E 40 34.6%
§ §
2 304 2 304
20 204 26.2%
10 104
I 0 T T

T T T T T T T T T 1
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51

No. at risk Time, months

40393831 2218171513121 6 3 3 0 0 0

2626222191513 1312110 8 7 7 5 3 0 0

— Placebo + Chemo

A Invasive Diseasefree Survival

Olaparib (106 events)
Placebo (178 events)

Between-group difference in
3.yr invasive disease-free survival,
838 percentage points
(95% Cl, 4.5-13.0)

Stratified hazard ratio for invasive
disease or death, 0.58
(99.5% C1, 0.41-0.82)

Patients (%)

P<0.001
0 6 12 18 24 30 36 2
Months since Randomization
No. at Risk
Olaparib 921 820 737 607 477 361 276 183
Placebo 915 807 732 585 452 353 256 173

B Distant Disease—free Survival

Olaparib (89 events)
Placebo (152 events)

& Between-group difference in
8 3-yr distant disease~free survival,
5 7.1 percentage points
g (95% C1,3.0-11.1)
Stratified hazard ratio for distant
disease or death, 0.57
(99.5% C1,0.39-0.83)
P<0.001
{ T T T T T T T
4 6 12 18 2 30 36 2
Months since Randomization
No. at Risk
Olaparib 921 823 744 612 479 364 279 187
Placebo 915 817 742 594 461 359 263 179

C Overall Survival
100 asL 943

Olaparib (59 deaths)
Placebo (86 deaths)

g
g Between-group difference in
5 3-yr overall survival,
K 3.7 percentage points
(95%C1,03-7.1)
Stratified hazard ratio for death, 0.68
(99% Cl,0.44-1.05)
P=0.02
0 3 12 18 2 30 36 a2
Months since Randomization
No. at Risk
Olaparib 921 856 801 659 531 400 310 205
Placcbo 915 865 801 659 516 397 292 199

https://doi.org/10.1016/j.annonc.2024.0

2002 Volume 35 - Issue 5 - 2024

NEJM 384.25 June 24, 2021
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D RCB-3
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2002 Volume 35 - Issue 5 - 2024
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A Invasive Diseasefree Survival

Olaparib (106 events)
Placebo (178 events)

Between-group difference in
3.yr invasive disease-free survival,
838 percentage points
(95% Cl, 4.5-13.0)

Stratified hazard ratio for invasive
disease or death, 0.58
(99.5% C1, 0.41-0.82)

P<0.001
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Months since Randomization
No. at Risk
Olaparib 921 820 737 607 477 361 276 183
Placebo 915 807 732 585 452 353 256 173

B Distant Disease—free Survival

Olaparib (89 events)
Placebo (152 events)

Between-group difference in
3-yr distant disease~free survival,
7.1 percentage points
(95% C1, 3.0-11.1)

Stratified hazard ratio for distant
disease or death, 0.57
(99.5% C1,0.39-0.83)

P<0.001
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[ 6 12 18 24 30 36 42
Months since Randomization
No. at Risk
Olaparib 921 823 744 612 479 364 279 187
Placebo 915 817 742 594 461 359 263 179

C Overall Survival
100 asL 943

Olaparib (59 deaths)
Placebo (86 deaths)

Between-group difference in
3.yr overall survival,
3.7 percentage points
(95% C1,0.3-7.1)
Stratified hazard ratio for death, 0.68
(99% CI, 0.44-1.05)
P=002

£
&
[ 6 12 18 24 30 36 42
Months since Randomization
No. at Risk
Olaparib 921 856 801 659 531 400 310 205
Placebo 915 865 801 659 516 397 292 199

NEJM 384.25 June 24, 2021
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i Discussion
Notwork® Invasive Breast Cancer
ADJUVANT SYSTEMIC THERAPY AFTER PREOPERATIVE SYSTEMIC THERAPYIi
RESPONSE/PATHOLOGIC STAGE 41,90,
AFTER PREOPERATIVE THERAPY ~ ADJUVANT SYSTEMIC THERAPY
ypTONO or pCR —> Adjuvant endocrine therapy (category 1)
HR-positive/
HER2-negative ™\  |ypT1-4,N0 Adjuvant endocrine therapy (category 1)
or — |+ adjuvant olaparib if germline BRCA1/2 mutation (category 1), see BINV-M 1 of 10 for eligibility
ypN21 criteria. Consider adjuvant abemaciclib or ribociclib for eligible patients, see BINV-K 2 of 3 for
eligibility criteria.
ypTONO or pCR —» Complete up to 1 year of HER2-targeted therapy with trastuzumab (category 1) * pertuzumab. If
. node positive at initial staging, trastuzumab + pertuzumab (category 1).
ﬂg;‘;gf,‘s“{;",e Ado-trastuzumab emtansine (category 1) alone for 14 cycles.Pbb
If ado-trastuzumab emtansine discontinued for toxicity, then complete (up to) 1 year of HER2-directed
ypT1-4,NO therapy with trastuzumab (category 1) + pertuzumab. If node positive at initial staging, trastuzumab +
or ertuzumab!! (category 1)
>1 P gory
ypN2 and | , Follow-Up
If HR-positive, adjuvant endocrine therapyKK (category 1) BINV-17
HR-positive/
HER2-positive
ypTONO or pCR—s Endocrine therapy (category 1) + complete (up to) 1 year of HER2-directed therapy with trastuzumab

(category 1) £ pertuzumab. if node positive at initial staging, trastuzumab + pertuzumab (category 1)

ypTONO or pCR —>

HR-negative/
HER2-negative ypT1—4,NO
or

ypN21

‘

For high risk: Adjuvant pembrolizumab (if pembrolizumab-containing regimen was given
preoperatively), see BINV-M 3 of 10.

Adjuvant pembrolizumab (if pembrolizumab-containing regimen was given preoperatively)®c¢
and/or

Adjuvant capecitabine (6-8 cycles)Pbb.ccc

and/or

Adjuvant olaparib for 1 year if germline BRCA1/2 mutation®c (category 1)

t Special Considerations for Breast Cancer in Males (Sex Assigned at Birth) (BINV-J).

ff Adjuvant Endocrine + CDK/4/6 Inhibitor Therapy and Principles of Adjuvant

Endocrine Therapy (BINV-K).

99 Preoperative/Adjuvant Therapy Regimens (BINV-M).

I'Updated results from the adjuvant APHINITY trial in HER2-positive early

i Consider adjuvant bisphosphonate therapy for risk reduction of distant metastasis
for 3-5 years in postmenopausal patients (natural or induced) with high-risk node-

negative or node-positive tumors.

kk Consider extended adjuvant neratinib following adjuvant trastuzumab-containing
therapy for patients with HR-positive, HER2-positive disease with a perceived high
risk of recurrence. The benefit or toxicities associated with extended neratinib in
patients who have received pertuzumab or ado-trastuzumab emtansine is unknown.

recurrences.
bbb

breast cancer, with a median follow-up of 8.4 years, have confirmed the
benefit of adding pertuzumab to trastuzumab plus chemotherapy in preventing

i is)
€C¢ There are no data on sequencing or combining adjuvant pembrolizumab
with capecitabine or olaparib in patients who meet criteria for treatment with
one or more of these agents. However, their sequential/combined use may be
considered given high risk of recurrence in patients with residual disease.

Note: All r dati

are

gory 2A unless otherwise indicated.
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PREOPERATIVE/ADJUVANT THERAPY2P

The regimens listed in the table are all category 1 (except where indicated) when used in the adjuvant setting. See BINV-M, 1 for
Considerations for Those Receiving Preoperative/Adjuvant Systemic Thera

HR-Negative, HER2-Negative

Preferred Regimens:
Stage 1

Preoperative or adjuvant setting:

» Dose-dense AC (doxorubicin/cyclophosphamide) followed or preceded by paclitaxel every 2 weeks®*®
* Dose-dense AC (doxorublcm/cyclophosphamlde) followed or preceded by weekly paclitaxel®®

* TC (docetaxel and cyclophosphamide)®

Stage Il

Preoperative followed by adjuvant:

* Preoperative pembrolizumab + carboplatin + paclitaxel, followed by preoperative pembrolizumab + cyclophosphamide + doxorubicin or
epirubicin, followed by adjuvant pembrolizumab (category 1)

Stages I-lI
Ad|uvant setting only:

« If residual disease after preoperative therapy with taxane-, alkylator-, and anthracycline-based chemotherapyd ©€: Capecitabine
« Germline BRCA1/2 mutations¢: Olaparib

Useful in Certain Circumstances: Other Recommended Regimens:

Preoperative only: Preoperative or adjuvant setting:

* Docetaxel/carboplatin/pembrolizumab * AC followed by docetaxel every 3 weeks®

Preoperative or adjuvant: » EC (epirubicin/cyclophosphamide)

» Dose-dense AC (doxorubicin/cyclophosphamide) * TAC (docetaxel/doxorubicin/cyclophosphamide)

» AC (doxorubicin/cyclophosphamide) every 3 weeks (category 2B) | * Paclitaxel + carboplatin 4various schedules) (category 2A)

* CMF (cyclophosphamide/methotrexate/fluorouracil) * Docetaxel + carboplatin' (category 2A)

* AC followed by weekly paclitaxel® * Regimens listed as “Preferred” for stage I, may be considered

 AC (doxorubicin/cyclophosphamide) followed or preceded by for patients with Stage II-lll disease who are not eligible for
carboplatin + taxane (paclitaxel or docetaxel)® pembrolizumab.

Maintenance therapy after adjuvant chemotherapy:

» Capecitabine

a Alternative taxanes (ie, docetaxel, paclitaxel, albumin-bound paclitaxel) may be substituted for select patients due to medical necessny (ie, hypersensitivity reaction). If
substituted for weekly pacl|taxe[ or docetaxel, then the weekly dose of albumin-bound paclitaxel should not exceed 125 mg/m?
Pr|ncloles of Preoperative Systemic Therapy (BINV-L).

dhv AC

Pat|ents in the OlympiA trial did not receive capecitabine; thus, there are no data on sequencmg or to guide selection of one agent over the other. In patients eligible for
both adjuvant olaparib and abemaciclib, the optimal sequence is not known. See B 2.

€ For patients with stage II-ll disease who are not eligible for pembrolizumab, the regimens listed as "preferred" for stage 1 could be considered as other recommended
options.

References on BINV-M 10 of 10

| Note: All r lati are cat y 2A unless otherwise indicated. | BINV-M

3 OF 10

Version 5.2025, 10/16/25 © 2025 National Comprehensive Cancer Network® (NCCNE), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN
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1
gBRCA1/2testing® |-=---~ > Early TNBC®
1
cT1aorcT1b NO cT1c-T4or N+

Surgery and l

whole breast RT
if indicated <cT2NO 2cT2 or N+
l l l 6-8 cycles taxane—carboplatin

Y followed by AC/EC? with
[ pT1a pNO ] [ pT1b pNO ] [ >pT1b any pN ] pembrolizumab [1, A; MCBS AJ*

Consider no
adjuvant systemic

6-8 cycles: taxane—
(carbo)platin-AC/EC= [I, A]

6-8 cycles systemic 6-8 cycles systemic

ChT [I,A] ChT [1, A]

therapy [ll, B]

Residual disease

! !

9BRCA1/2m

Olaparib for 1 year®

NV
9gBRCA1/2-wt [ gBRCA1/2m ]

U U

Capecitabine for 6-8

9 cycles pembrolizumab® 9 cycles pembrolizumab® Olaparib for 1 year®

[I, A; MCBS A; ESCAT I-A]'® 11, A; MCBS A]' 11, A; MCBS AJ' cycles [1,A] I, A; MCBS A; ESCAT I-A]ts

TNBC

HER2-negative tumours with 1%-9% ER and/or PgR
expression (ER-/PgR-low) are a heterogenous group,
some of which behave biologically similarly to TNBCs;
therapeutic strategies should be adjusted to this specific
situation since this might lead to a higher response to
ChT and to reduced efficacy of ET compared with clas-
sical HR-positive breast cancer [lI, B].

TNBC tumours should be treated with ChT with or
without an ICI (pembrolizumab) [I, A], except for some
node-negative special histological subtypes such as
secretory or adenoid cystic carcinomas or very low clin-
ical risk (pT1a pNO) tumours [II, B].

ChT should be administered for 12-24 weeks (4-8 cycles)
depending on the stage of the disease, type of
selected regimen and regardless of whether an ICI is
added [I, A].

The use of dose-dense schedules of ChT, with granulo-
cyte colony-stimulating factor support, should be consid-
ered given their documented benefit over non-dose-
dense schedules [I, A].

For cT1lc-4 NO, or any N-positive TNBC, neoadjuvant
treatment is preferred [I, A].

cT2-4 NO or any N-positive (stage II-1ll) TNBC should be
treated with neoadjuvant ChT plus pembrolizumab un-
less there are risk factors for excessive ICl-associated im-
mune toxicity [I, A; ESMO-MCBS v1.1 score: A].

Pembrolizumab should be administered every 3 weeks
throughout the neoadjuvant phase [I, A] and for nine
3-week cycles during the adjuvant phase, regardless of
pCR status [I, A; ESMO-MCBS v1.1 score: A].

Patients receiving pembrolizumab should be monitored
very closely for the risk of immune-related adverse
events throughout treatment and following the ESMO
CPG for the management of toxicities from immuno-
therapy [V, A"/

An ICI should not be given solely in the adjuvant setting
without prior neoadjuvant ICl treatment [V, D].

In patients with gBRCA1/2m and high-risk TNBC (non-
pCR or pathological stage II-1ll), 1 year of adjuvant ola-
parib should be administered [I, A; ESMO-MCBS v1.1
score: A; ESCAT: I-A].

o The combination of ICls and olaparib may be consid-
ered on an individual basis [V, C].

Patients with residual disease who did not receive ICls
should be offered adjuvant capecitabine for 6-8 cycles
[L-A]

q The combination of olaparib and capecitabine in pa-
tients with gBRCAm should not be used [V, C].

q The combination of ICI and capecitabine may be
considered on an individual basis [V, C].
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