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PCR, % (95% CI)
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10

<+ Neoadjuvant Phase

Neoadjuvant Treatment 1
(cycles 1-4; 12 weeks)

KNb522 trial

Key Eligibility Criteria
Age 218 years
Newly diagnosed TNBC of
either T1c N1-2 or T2-4 NO-2
ECOG PS 0-1

Tissue sample for PD-L1
assessment?

Stratification Factors:
* Nodal status (+ vs -)
* Tumor size (T1/T2 vs T3/T4)

+ Carboplatin schedule (QW vs Q3W)

Neoadjuvant Treatment 2
(cycles 5-8; 12 weeks)

Pembrolizumab 200 mg Q3W

n/N

<2AMGOAICW

Events

> < Adjuvant Phase =

Adjuvant Treatment
(cycles 1-9; 27 weeks)

Pembrolizumab 200 mg Q3W

Placebo

HR
(95% ClI)

P-value

A 13.6 (5.4-21.8)2 Pembro +

P=0.00055°

| 100
64.8%

90
80—
70—
60—
50
40
30—
20—
10

51.2%

Event-free Survival, %

Pbo + Chemo

123/784
93/390

Chemo

Median follow-up®: 39.1 mo

15.7%
23.8%

0.63¢

d
(0.48-0.82)  0-00031

' 84.5%

76.8%

0 T
ypTO/Tis ypNO

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

T 1 T T 1 Schmid et al. NEJM 2022

Dent et al. ESMO 2022 135MO



Overall survival (%)

GIM2 trial

HER2-

100
S~
90+
80
70—
60 —
50
40
30 Number Numberof 5year 95% Cl
of patients  estimated
20 patients with event survival (%)
104 Q2 1002 103 94 93-96
Q3 1001 149 89 87-91 HR 0-65, 95% Cl 0-51-0-84; p=0-001
0 T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10
Years
1002 970 930 900 855 810 737 479 186 24 0
1001 956 914 849 802 758 675 427 166 19 0

HR+, HER2-

100~ — Q2
— Q3
90 -
80
g 70
R
2 0+
2
g 50
T 4
i
a 3049 Number Numberof 5year 95% Cl
of patients estimated
20 patients withevent survival (%)
104 @2 808 165 83 81-86
Q3 803 194 80 77-83 HR 0-80, 95% Cl 0-65-0-98; p=0-033
0 T T T T T T T T T 1
Number at risk
Q2 808 758 697 647 594 527 459 267 82 13 0
Q3 go3 737 666 603 553 501 415 225 71 6 0
B
100+ TNBC
90
80 -
g 704
E s
2 0
2
o 50
2
b
g 40-
[5~1
a
a 304 Number Numberof 5year 95% Cl
of patients estimated
20 patients withevent survival (%)
104 Q2 168 53 71 64-78
Q3 167 67 61 53-69 HR 0-69, 95% Cl 0-48-0-99; p=0-046
0 T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10
. Years
Number at risk
Q2 168 152 137 126 112 101 81 45 16 0 0
B 167 141 118 102 91 81 66 35 16 2 0

De Mastro et al. Lancet Oncol 2022
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BWE VTN HT 4 THREICHLT, REFzvI7RA Y FPREREZ#HOONEH?
H#E 32

o RAJOVUAYD (IRPD-1indF) Di%S5zesitEd3,
HERDIEE : 2, TEFVADiEE : B, 23 : 80% (32/40)

HESR(CHITDRA Y b WREBEDETE, HAFEHE, B -T2, FFHXICHIZZEARMER (KEYNOTE-5225188) DiEgEAEDPIRS
LIADREEBCRET DL,

{tZ2EEZ1TO BHIZLIEICHW L T, dose-dense{lt FEEiLE(TEND bNBH D ?
i

o HBFEUAINBWMESIE. dose-senselbtFEERITICEEMHEIB TS,
WERDIEE : 1, TEFTADEE : 38, S2FK : 72% (31/43)
WER(CHITDRAO N VY IINETEEEBEPRIN TS ZBAIRERE, IDBRUAINENSSICEIHENS.

BARFEFSR | FURZEAIRS1> O B%R 20226
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B3 EEYIREHRLE, EIEFIHRIVIREHE

1. BgiE Y >/ eEnEkiE (ALND)

2. RELvFxILY /g% (SNLB)

3. BMRE Y > /Y8 F M (Targeted axillary surgery, TAS)

4. D



cNO — NAC — cNO fFEEAICXS 9 5 SNLB

Study Characteristic Xing et al (2006)*® Kelly et al (2009)?® van Deurzen et al (2009)*® Tan et al (2011)>* Geng et al (2016)??

No. of studies 21 24 27 10 16

No. of patients 1,273 1,799 2,148 449 1,456
[_mmmmuw Hicati e Q0 Q0 Q1 Q4 Q6

SLN false-negative rate, % 12 8 10.5 7 6 ]

Abbreviation: SLN, sentinel lymph node. Morrow M, et al. | Clin Oncol 2020.

ool AL FEEDFIR L LEEKRNRE Y » N HEBREREOIFEICH L TEYF RN gL
2a ICL BB Y v/ EEREARITEO SNE D ?

HE 32

o tUFRIVWIINETERICKDEY Y/ EiEP A A IREHHEIRT B,
HERDIEE @ 1, TEFTADEE : 5§, SR : 98% (42/43)

BAIEFSR | AEBEAARS(> O aFR 20225F5R



cN+ — NAC — cNO FEAICXF 9 % SNLB

Study Characteristic ACOSOG 21071 SN FNAC*° SENTINA3* GANEA 2%
No. of patients 689 153 592 (cN+) 307
cTN cTO-4N1/2 cTO-3N1/2 cNO0/1/2 pN1
SLN identification rate, % 92.7 87.6 80.1 795
SI N false-negative rate (overall) % 126 133 142 119
Single-agent mapping 20.3 16 16 NR
Dual-agent mapping 10.8 b2 8.6 NR
2 SLNs retrieved 21 o 19 8
= 3 SLNs retrieved 9 NR 5 NR

Dual tracerz{HEH L.

Morrow M, et al. ] Clin Oncol 2020.
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Invasive Breast Cancer Discussion

CONSIDERATIONS FOR SURGICAL AXILLARY STAGING

FNA or
core
biopsy

negatived

US-guided FNA

i

\ *Cl1-12, cNO i - “"'f"""“'“"" i
« No preoperative chemotherapy i
* 1-2 positive SLNs' _
 Adjuvant RT planned with intentional Yes Consider no
inclusion of undissected axilla at risk to all —» |further axillary

surgeryk

or core biopsy
+ clip placement FNA or
recommended? core
biopsy
positive

\_

<

If no preoperative
chemotherapy was given

If preoperative
chemotherapy was given

~

—» Axillary dissection level imf

Axillary dissection level INif for residual disease by exam or imaging
or

SLNB (SLN biopsy) in selected cases when nodes clinically
negative after neoadjuvant therapy (category 2B)

J

J Among patients shown to be N+ prior to preoperative systemic therapy, SLNB has
a >10% false-negative rate when performed after preoperative systemic therapy.
This rate can be improved by marking biopsied lymph nodes to document their
removal, using dual tracer, and by removing 23 sentinel nodes (targeted axillary

~lymph node dissection). (Caudle AS, et al. J Clin Oncol 2016;34:1072-1078.)




CQ2b ERERRVERE Y > NENERiS I FLED TR (E R RERITRICERKRN Y 2N
BB CHINIES, E2FRILVIONBERICESBREY > NEFRE
BERIIHEREINE D ?

CQ2b-1 EXFRILVUNEHERDBERDAHICLZHE
CQ2b-2 Tailored axillary surgery (TAS*) {75158

XTAS : ARRMZaEEARED 22 < T35 ZBMIC, TAD (targeted axillary dissection) , SLNB,
samplingZ ¥ 2 EERICITVY, TTRERBDOH 7)) > N\E%E S8 THIRR Y 2 lEfE/ )\ Fi

@CQ2b-1: EoFXIL) VNBERDERDAICELIBE) /NG EEREFHEELAEL,
WROEE 13, TETVADET 1§55, 82X 100% (42.742)
@CQ2b-2 : TASICKBZRE ) /\NEFFBERIIITO e =B #HET 3,

HREDRE 12, TETVXDET 155, BE5F 1 98% (42.743)

BARFEFSR | FURZEAIRS1> O B%R 20226



The OPBC-04/EUBREAST-06/0OMA Study
SLNB vs TAD in BC downstaging from N+ to NO after NAC

1282 T1-4 biopsy-proven N1-3 breast cancers

SLNB n = 666

y

\ 4

138 Excluded
63 Follow-up < 1 year
4 Had ALND
1 Inflammatory breast cancer
1 Stage IV
2 Unknown adjuvant therapy
16 not biopsy proven N+
50 non-consecutive

Dual-tracer mapping: 666 (100%)
Clip placement: 152/666 (23%)
Clipped node removed (without
localization): 129/154 (86%)

Median follow-up: 4.2 years

1144 consecutive cases included

A 4

666 SLNB

478 TAD

Montagna G, et al. SABCS2022 G4-02.

TAD n =478

Dual-tracer mapping: not required

Clipped node removed: 466/478 (99%)

Localization technique

- Radioactive seed: 343/478 (72%)

- Wire: 115/478 (24%)

- Ultrasound: 11/478 (2.3%)

- Other (Magseed, tattoo and wire,
seed and wire): 9/478 (1.9%)

Median follow-up: 2.7 years




Clinical Characteristics

Age, years (IQR)
Clinical T stage
1
2
3,4
Clinical N stage
1
2,3
Receptor subtype
HR+/HER2-
HER2+
HR-/HER2-
Breast pCR (ypTO0/is)
Yes
# of SLNs removed (median, IQR)
# of total LNs removed (mean, SD)
Radiation therapy (RT)
Breast (n = 615)
Chest wall (n =522)

Nodal RT

Overall
n=1144

50 (41, 59)

20%
57%

21.9%

93%

7.3%

23%
54%

23%

66%
3 (3, 5)
4.2 (2.03)

98%
80%

81%

SLNB
n = 666

49 (40, 59)

18%
57%

23.2%

94%

6.4%

24%
55%

21%

65%
4(3,5)

4.4 (2.04)

98%
79%

78%

TAD
n =478

50 (42, 60)

22%
58%

19.5%

91%

8.8%

21%
53%

26%

68%
3(2,4)
3.9 (1.97)

98%
80%

85%

p value

0.3

0.14

0.2

0.11

0.14

<0.001

<0.001

>0.9
0.8

0.005




Any axillary recurrence

8 ors- There were 2 isolated
(] . .
3 axillary recurrences in each group
©  050-
g
£
o 025-
SLNB
000- 1 1 1 1 1 1 1 1 1 1 1 1 I_]—AD
0.00 0.25 0.50 0.75 1.00 1.25 1.50 1.75 2.00 2.25 2.50 275 3.00
Time in years
TAD =— No = Yes
Number at risk
g - 666 664 660 653 641 615 600 572 540 511 481 448 420
33 - 478 477 471 462 439 401 366 336 308 271 250 230 213

3-year rate of any axillary recurrence TAD vs SLNB
(0.5% vs 0.8%, p = 0.55)

Cumulative incidence

Cumulative incidence

0.75-

0.50 -

0.25-

0.00-

0.50-

0.25-

Locoregional recurrence

Locoregional recurrence rates at 3 years
did not differ between patients treated
with TAD or SLNB (0.8% vs 1.9%, p = 0.19)

SLNB

TAD
000 025 050 075 100 125 150 175 200 225 250 275 3.00
Time in years
TAD == No == Yes
Any invasive recurrence
Invasive recurrence rates at 3 years
did not differ between TAD and SLNB
(7.3% vs 7.8%, p = 0.60)
SLNB
e ~ TAD

Time in years

TAD — Mo =— Yes



ABt + Ax (II), ZRRM

IR BB 0T

Invasive ductal carcinoma

RTE 8mm, BRI ERNERE;50mm, pN1(1:2/15, 11:0/7)
g, Ly0, VO, NG&HG IF R Z 1% THIE T BE
ER(0%),PgR(0%),HER2(0),Ki67(50%)

ypT1lb, ypN1, cMO, ypStage Il A.

IR BRI -

No evidence of malignancy
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BQ6 FLE2VIMR#EMIHEEE (PMRT) TIXiasE
BOUICHEB L) NEEIEEZBHFICSHINE
— —_— N "2

2LE VIR E OISR B S

OMELSTUICHE L) YIRS BETFICSHS eI EERTHD.

CQ5 AE=2VIRiERE LIVRERFTEORE) N\ CQ6 ILEFMRICHE" X /NEHEBEET, B

SRS 1~3EANEETIE, AELYIRATELNEHEE > NERRS & B LW SILE 2 VIRRMT R BRSHRRE

s (PMRT) D& Sh3h ? (PMRT) Z1758&ICH LT, W@ > /N\EimEiEsZ
BB hEmDH5hdh?

1. AEFiERBEHRRE

1. AEFHRBSRECE

S
S

QI E2URMEKEREL (PMRT) 25 #RET 3,
Ol UNEEEESHDIrEH/HET S,
BSOS 12, TEFTYALARI . d, 8= :71% (34,748)
WEOS 12, TETYRA0ORE 155, 5% 100% (48,748)

HRICBITIRIVF

BEXMIPMRTZ1T5 C v 2519 24, —EROEFITIZV RV ZRENICFHmLI-S X T, 7 HEICHITZIRI>+
bRV EEBIRTE31280 53, BBERUZAIZHRENICEEB LIS A TR »NEIBEZZH 2 C E 5 EE5TY 5.
BPMRTEEB TCERZZMHICODVWTHRTIE—EDRZIZ AL, MOiES K URHEEICOWT, WA /BB E S8 3 C L TEXRG EEEIEAL,

BARFEFSR | FURZEAIRS1> O B%R 20226
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OlympiA: Study Design

= Prespecified interim analysis of international, randomized, double-blind phase Ill trial (data cutoff: Mar 27, 2020)

Stratified by HR status (HR+ vs TNBC), prior CT (neoadjuvant
vs adjuvant), prior platinum-based CT (yes vs no)

TNBC Subgroup
Men and women with Prior neoadjuvant tx: no pCR
gBRCA1/2-mutated, HER2-, Prior adjuvant tx: 2pN1 or 2pT2
high-risk primary BC; completed (n=1509%)
definitive local tx and =6 cycles
of (neo)adjuvant CT containing
anthracyclines and/or taxanes; HR+/HER2- BC Subgroup
ECOG PS 0/1 Prior neoadjuvant tx: no pCR and
(N = 1836) — CPS + EG score >37
Prior adjuvant tx: 24 LN+
(n=325)

=  Primary endpoint: iDFS
= Secondary endpoints: distant DFS, OS, safety

Tutt. NEJM. 2021;[Epub]. NCT02032823.

Olaparib

300 mg BID for 1 yr
(n=921)

Placebo

BID for 1 yr
(n=915)

Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

AEER DX R

T 71—\ \EE? ﬁ:&>
3 /
<£ S PEsS R =4 —— Table 1. Foint Assignments for the CPS + EG Staging System

Stage Faints

* gBRCAl/ZE'TE\_%/EEEB%lI\i Clinical stage
- Stage lI-1ll, HER2- o
- MR A e

TNBC: non-pCR 0

HR+: non-pCRA2CPS-EGRX 73 e 1

b MY — — (O O

A

- MR E (=
Tumer marker

TN BC pT2 or pN].J;(J: ER negative 1

MNuclear grade 3 1

HR+: pN2LLE R
-6 A4 7L EDNACE, Fil £ IMGTHRE A

estrogen receptor.

Mittenndorf E, et al. / C/in Oncol 2010.



0S

98.0 95.0 92.8 89.8
100 __'—'—?-_k
T————— e Olaparib, 75 deaths
. ~ Placebo, 109 deaths
i 80 - 96.9 92.8 89.1 86.4
o Difference: 4-year OS rate
_E, 3.4% (95% CI —0.1% to 6.8%)
g 607 Difference: 3-year OS rate
g’ 3.8%2 (95% Cl 0.9% to 6.6%)
S 40 Stratified hazard ratio, 0.68
@ (98.5% CI 0.47-0.97)
] P=0.009
u>>
O 20
0 6 12 18 24 30 36 42 48 54
Months since randomization
No. at risk
Olaparib 921 862 844 809 773 672 560 437 335 228
Placebo 915 868 843 808 752 647 530 423 333 218
100 - 94.4 90.6 88.0 86.5
£
) Olaparib, 107 events
.f'fj 80 1 Placebo, 172 events
g 90.3 84.0 81.0 79.1
ol Difference: 4-year DDFS rate
£ 607 7.4% (95% Cl 3.6% to 11.3%)
=
- Difference: 3-year DDFS rate
2 40 - 7.0% (95% Cl 3.5% to 10.6%)
§ Stratified hazard ratio, 0.61
2 (95% C1 0.48-0.77)
S 20
[ =
o
2
o
0 T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Months since randomization
. at risk
wparib 921 828 784 746 698 609 501 391 302 209
icebo 915 818 777 728 670 582 471 379 300 193

2
Py
I=
] Olaparib, 134 events
g. Placebo, 207 events
®©
E 60 - 88.4 81.4 773 754 Difference: 4-year IDFS rate
2 7.3% (95% CI 3.0% to 11.5%)
g Difference: 3-year IDFS rate
S 40 A 8.8% (95% CI 5.0% to 12.6%)
w
§ Stratified hazard ratio, 0.63
= (95% CI 0.50-0.78)
o 20
=
7]
©
>
]
0 T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Months since randomization
No. at risk
Olaparib 921 825 777 738 694 603 495 382 293 204
Placebo 915 807 765 715 656 571 459 370 293 187

OS, IDFS, DDFS7Z= =

e 7/ J1FEOKRE5 T

Tutt A, etal. N EnglJ Med 2021.



=, 519 (57.0%) 7 (0.8%) U —— e p———
B 366 (40.2%) 16 (1.8%) (n=911) (n=904)
&1 215 (23.6%) 79 (8.7%) EEES B8] 836 (91.8%) 756 (83.6%)
NEnt 206 (22.6%) 6 (0.7%)
BATE 179 (19.6%) 2 (0.2%) JL—F3ULtDEEESR 223 (24.5%) 102 (11.3%)
Tl 160 (17.6%) 3 (0.3%) RIS > G EER 2 1 (01%) > (0.2%)
PR EREGR 2 147 (16.1%) 45 (4.9%) - = ;
B i BREE 4 144 (15.8%) 27 (3.0%) RTESCERGATER 9 (8.7%) 8 (8.6%)
BARER 119 (13.1%) 2 (0.2%) BERIFICE > T-FEEHSK 97 (10.6%) 42 (4.6%)
RERE 107 (11.7%) 0 (0%) BEICE--HEER 213 (23.4%) 33 (3.7%)
FEEs F 104 (11.4%) 1 (0.1%)

EHICEST-HE 284 (31.2% 99 (11.0%
B 39 (9.8%) > (02%) KREICE-T-HEER (31.2%) (11.0%)

Tutt A, etal. N EnglJ Med 2021.
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Table 2. Adverse Events Assessed within 6 Months after Randomization.

Event

Hematologic adverse event
Neutropenia
Leukopenia
Thrombocytopenia
Anemia

Nonhematologic adverse event
Diarrhea
Fatigue
Anorexia
Bilirubin level increased

Aspartate aminotransferase
level increased

Mucositis or stomatitis
Vomiting
Nausea

Alanine aminotransferase
level increased

Alkaline phosphatase level
increased

Lactate dehydrogenase level
increased

Creatinine level increased

Hand-foot syndrome*

Capecitabine Group (N=443)

Control Group (N=459)

Grade 1

84
130
203
165

67
83
61
99
120

80
25
92
143

110

141

22
165

Grade2  Grade3

no. of patients

81
143
37
10

17
20
12
41

6

13

15

111

26

49

Grade 4

o O O o N o O = N

o ©O © o

Grade 3 or4

%

6.3
1.6
0.7

219
1.1
0.7
0.5
0.2

0.2
0.2

Grade 1

28
67
32
46

. v 00

27

37

65

36

12

Grade 2 Grade 3 Grade 4 Grade 3 or 4
no. of patients %
15 0 0 —
19 1 0 0.2
2 0 0 —
7 0 0 —
0 0 0 —
1 0 0 —
1 1 0 0.2
2 0 1 0.2
1 2 0 0.4
0 0 0 —
0 1 0 0.2
2 0 0 —
4 2 0 0.4
2 1 0 0.2
2 0 0 —

HRYREVEERIE
- 6Y A 7V aEERE: 18%

- 8Y A U ILBEEERE: 25%

Masuda N, et al. N Engl ] Med 2017.
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KNb22 trial

100 — | 94.T%
100 =l - " 94.4% 0 I e = U T ——
» }pCR Yes ] | 92.6%
90 \ 192.5% Hazard ratio for an 80 — :
: ! event or death, 0.73 F o4 '
80 . : (95%C1,039136) 5 RCB=0 :
= 1 67.4% z ™ :
X 70 : § 50 — HR0.70 (0.38-1.31) :
g e ' £ 40 i
2 60 gy pCR No £
2 LB 89 Hazard ratio for an z 397 ;
ﬁ 50 156'“) event or death, 0.70 “ 20 :
o ! (95% Cl, 0.52-0.95) )
Y 40 : 107 :
= ! |
g) X I 0 — T T T T T T T T T T T T T 1
o 30 o —— Pembrolizumab-Chemotherapy Responder 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 .
— Placebo—-Chemotherapy Responder : Time, months
20 Pembrolizumab-Chemotherapy Non-Responder 100—
1
_ Placebo—Chemotherapy Non-Responder
10 | 90—
I 80—
0 T 1rrr1T1 1117 17T 1T 1T T 1T T T/ =
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 S 70
Months $ 60
No. at Risk e ;
: n ] | 55.9%
Pembrolizumab—Chemotherapy 494 494 494 489 483 482 478 477 472 470 460 387 307220122 18 0 0 g RCB—2 '
Responder & A :
Placebo—Chemotherapy 217 217 217 216 214 207 206 203 200 200 197 165130 87 56 9 0 O 8§ 30| HR 0.52 (0.32-0.82) :
Responder = o :
Pembrolizumab—Chemotherapy 290 287 275 262 245 236 224 215209 201 192 164 126 83 43 10 0 O
Non-Responder 104 ;
Placebo—Chemotherapy 173 169 165 152 144 135 122 116 110 104 100 85 65 53 27 8 0 O 0 ¥ ¥t+1+—"71—
NiAn_Raennndar 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 4

Time, months

Event-free Survival (%)

Event-free Survival (%)

80—

50—

HR 0.92 (0.39-2.20)

o

w —
o —
w© —

T
12 1

RCB=3

HR 1.24 (0.69-2.23)

5 18 21 24 27 30 33 36 39 42 45

Time, months

T 1
0 3 6 9

'
1
1
i
0
+
I

T T T T T UL
12 15 18 21 24 27 30 33 36 39 42 45

Time, months

Schmid et al. NEJM 2022
Dent et al. ESMO 2022 135MO



Immune-Mediated AEs and Infusion Reactions in Combined Phases

Incidence, %

—_ -

18.0

Grade
1-2 3-5

Pembro + Chemo/Pembro -
Pbo + Chemo/Pbo

15.1

5.7

5.7

5.2

4

Pembro + Pbo +
Chemo/Pembro Chemo/Pho
(N=783) (N = 389)
Any grade 43.6% 21.9%
Grade 3-5 14.9% 2.1%
Led to death 0.3%32 0
Led to discontinuation of 10.9% 2.6%
any drug

& Qé\ ‘&D Q<§\ © Q‘QQ
& Al Q
<E &

Immune-Mediated AEs and Infusion Reactions with Incidence 210 Patients

# patient from pneumonitis and 1 patient from autoimmune encephalitis. Considered regardless of attribution te treatment or immune relatedness by the investigator. Related terms included in addition to preferred terms
listed. Data cutoff date: March 23, 2021.

Immune-Mediated AEs and Infusion Reactions in Adjuvant Phase
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Grade

Pembro + Pbo +
Chemo/Pembro Chemo/Pbo
35 (N = 588) (N =331)
Any grade 10.2% 6.0%
Grade 3-5 2.9% 0.3%
Led to death 0.2%2 0
Led to discontinuation 1.4% 0.3%
1.2 0.9
o 0.6 0.6 05 03 g 03
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Immune-Mediated AEs and Infusion Reactions with Incidence 22 Patients

1 patient from autoimmune encephalitis. Considered regardless of attribution to treatment or immune relatedness by the investigator. Related terms included in addition to preferred terms listed.
Data cutoff date: March 23, 2021.

Schmid et al. NEJM 2022
Dent et al. ESMO 2022 135MO
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Distant disease-free survival

probability
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Yoshida A, et al. (N=102 PSM)
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Overall survival probability
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P=0.09

Repeat lumpectomy (n=51)
Mastectomy (n=51)
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Yoshida A, et al. Eur J Surg Oncol 2016.
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Baek S, et al. (N=335 PSM)
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c 100 4
80 |
S gy
> L
= 60 - [
3 p =0.394
8
a
T 40 -
H
@
204
——— Repeat lumpectomy
0 === Total mastectomy
T T T T T T T T T
o 24 48 72 96 120 144 168 192
Time to event (months)
Repeat lumpectomy 155 105 71 51 25 10 4 3 1
Total mastectomy 180 144 111 73 46 2B 13 7 2

Baek S, et al. Eur J Surg Oncol 2019.



HIBEZENA K74 220229k

ERFEEZOERFAENEBRICHT 2 FRLY Y AEERIZEISHONE D ?
27— A b

FRQ10a #IEIFMEFKEE Y »/ HEHiZhiEH L DIGS
® HEBYVNEEBOZHE - BEASVICFEFNZBNE LI FRVY U REIERZITOC L %Z
ZELTH LU,

FRQ10b HIEIFMFKEY »/ EiZBEDH Y DIFE

@ HEBYVNEIEEBOZHE - BELALOUICFEFIHZBNE LIy FRLVY U REER%Z1TO BRI
ZLL, ThhEWZ RT3,

BARFEFSR | FURZEANRS/> O 6FR 20226



Repeat SLNB O X7~ T7 14 v 7L E 21—

SNNR
63; 3.6%

Total patients
N=1761; 100%

v

Patients with SN

1698; 96.4%

A 4

NR
30;2.7%

Succesfull SN

1092; 64.3%

v

Outcome SN

1062; 97.3%

(

~

Unsuccesfull SN

606; 35.7%

SN[EIE =

04.3%

Y

—

NR
59; 41.3%

Positive
NSLN

23;16.1%

SN positive SN negative
193; 18.2% 869; 81.8% [ \
v v v v y y |
ALND No ALND NR ALND No ALND NR ALND No ALND
143; 74.1% 50; 25.9% 1118; 13.6% 144; 16.6% 607; 69.9% 399165.8% 80; 13.2% 127; 21/0%
v v ¥
No positive Positive Np positive Positive Neggdtive
NSLN NSLN NSLN nodes noges
61; 42.3% 5; 3.5% 1B9; 96.5% 11, 13.8% 69; 8p.2%

\_

/

4

Poodt I, et al. Ann Surg Oncol 2018.



Repeat SLNB & F#

RPTEFICH L TrepeatSLNBZ JE1T L 7= 83 DIEAIFTRAR

1527 pts
pTXNOMO

83 pts

IBTR or CW
recurrence

36 pts (43%)

No-axillary-
surgery

47 pts (57%)

Axillary surgery

ey RN

—_

#

LIEFEIC = 1T L

TABLE 1 Comparison of treatment given for invasive LR between patients treated with versus without axillary surgery

Treatment for invasive LR Axillary procedure at time of LR (n = 47) No axillary procedure at time of LR (n = 36) p value
Sureical excision 47 (100 %) 34 (96 %) —
RT to chest wall 0 (0 %) 2 (6 %) 0.18
RT to supraclavicular nodes 0 (0 %) 1 (3 %) 0.41

o] =S =) Sl =25
Hormonal therapy 22 (49 %) 13 (39 %) 0.40
Anti-HER?2 therapy 12 %) 1 (33 %) 1.000

TABLE 2 Comparison of subsequent event rates between patients treated for LR with versus without axillary surgery

Event Total events (n = 83)

Axillary procedure at time of LR

No axillary procedure at time of LR

(n=47) (n = 36)
No. of S-year post-LR event rate  No. of S-year post-LR event rate  No. of S-year post-LR event rate
events (95 % CI) events (95 % CI) events (95 % CI)
Axillary failure 3 2.6 % (0.5-8.2) 1? 0.0 2 5.9 % (1.0-17.4)
Non-axillary 4 5.5 % (1.8-12.6) 0 0.0 4 12.8 % (3.9-27.2)
Distant metastasis 8 12.5 % (5.7-22.1) 14.7 % (5.1-29.1) 3 10.1 % (2.4-24.1)
Death 6 3.9 % (0.7-12.1) 4.3 % (0.3-18.4) 4 3.8 % (0.3-16.5)

LR local recurrence

* This patient recurred at 6.6 years

Ugras S, et al. Ann Surg Oncol 2016.
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IBTRIZXT L TrepeatSLNBZ 5617 L 7= 515 D Registry data

Primary nodal status*
Negative
Positive
Unknown
Time from primary surgery to IBTR diagnosis (years)*
<20
>2-0,<50
>5-0,<10-0
>10-0
Location of IBTR
Breast
Chest wall
Receptor status of IBTR
HR+ HER-2-
Triple-negative
HR-, HER-2+
HR+, HER-2+
Unknown
Lesion size of IBTR (cm)
<2cm
>2cm
Unknown
Chemotherapy after IBTR
No
Yes
Outcome of rSLNB procedure
Negative
Positive
Unsuccessful

Distant recurrence-free survival (n =90)

Univariable analysis

Multivariable analysis

Hazard ratio P

1-00 (reference)

1-70 (1-07, 2.71) 0-025
0-49 (0-18, 1.34) 0-165
2.25 (1.19, 4.25) 0-012
0-82 (0-45, 1-49) 0-507
0-84 (0-49, 1-46) 0-541

1-00 (reference)

1.00 (reference)
1-15(0-61, 2:15) 0672

1.00 (reference)

1-65 (0-97, 2-80) 0063
0-56 (0-14, 2-30) 0422
0-90 (0-36, 2-25) 0-822
0-70 (0-30, 1-61) 0-398

1.00 (reference)
1-41 (0-90, 2.20) 0.137
0-37 (0-09, 1-51) 0165

1-00 (reference)
0-61 (0-35, 1-04) 0-070

1.00 (reference)
1.35 (0-67, 2.72) 0403
113 (0-72, 1.76) 0596

Hazard ratio P

1-00 (reference)

1.52 (0-94, 2.45) 0-086
0-48 (0-17, 1-34) 0-161
2.54 (1.17, 5.53) 0-018
0.94 (0-51, 1.74) 0-845
0-88 (0-51, 1-54) 0-657

1-00 (reference)

1.00 (reference)
0-73 (0-34, 1.54) 0-401

1.00 (reference)

1.82 (1.04, 3.26) 0-045
0-84 (0-20, 3-51) 0-810
1-05 (0-41, 2-66) 0-921
0-88 (0-36, 2-15) 0-771

1-00 (reference)
1.57 (099, 2.50) 0-056
0-35 (0-08, 1.59) 0-175

1-00 (reference)
0-46 (0-25, 0-83) 0-010

1-00 (reference)
1.69 (0-81, 3-51) 0-163
1.05 (0-66, 1-66) 0-840

Distant disease recurrence survival (IZZIZHFE L

100
90
80
. 70 -
£ 60
g 50 |- -
R — SLNB-egate
30 - rSLNB unsuccessful
20 -
10 |-
| | | 1 I
0 1 2 3 4 5
Time after treatment for IBTR (years)
No. at risk
rSLNB-positive 46 44 40 35 28 16
rSLNB-negative 230 226 210 172 130 89
rSLNB unsuccessful 239 228 212 182 151 117

Poodt I, et al. Br J Surgery 2019.
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