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EFS

pCR

o — é —
FT8F v sIET S FFRF|IDOXXTF T4 X
Hazard Ratio Hazard Ratio
Study or Subgroup log [Hazard Ratio) SE Waeight IV, Randam, 95% CI  Year IV, Randam, 95% CI
GeparSixto —0.329 0264 348% 0.72[0.43,1.21] 2014 —
Iwase M —0.301 0458 197% 0.74 [0.30, 1.82] 2020 —_—
LiQ —1.966 0669 11.4% 0.14[0.04, 0.52] 2020 —_——
Yu KD —0.342 0272 340% 0.71 [0.42, 1.21] 2020 —
Total (95%ClI) 100.0% 0.60 [0.36, 0.98] -
Heterogeneity : Tau®=0.11 | Chi*=560, df=3(p=0.13); "= 46% ; 4 - |
Test for overall effect : Z=2.04 (p=0.04) 0.01 0.1 1 10 100
Favors[ 757 78] Favas[3E 75 7 78]
a. 0OS
Hazard Ratio Hazard Ratio
Study or Subgoup log [Hazard Ratio] SE Weight IV, Random, 95% ClI Year IV, Rarndom, 95% CI
GeparSixto —0.186 0.185 28.0% 0.83[0.58, 1.19] 2014 e
DuF 0.104 0272 199% 1.11[065, 1.89] 2020 —_—
Iwase M —0.041 0362 141% 096[047, 1.95] 2020 —_—
LiQ —1.171 0418 11.5% 0.31[0.14, 0.70] 2020 S —
Yu KD —0.431 0.199 26.5% 0.65[0.44, 0.96] 2020
Total (95%CI) 100.0% 0.75[0.54, 1.04]
Heterogeneity | Tau”=0.06 : Chi*=7.80, di=4(p=0.10): F=49% 061 0i1 3 1:0 1&)
Test for overall effect : Z=1.73(p=0.08) Favors [ 7 S F 2 88] Favas[# 75 F 8]
b. EFS
Platinum Non—platinum Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI Year M-H, Random, 95% CI
GEICAM/2006-03 14 47 16 46 7.7% 0.80[0.33, 1.90] 2012 —
Ando M 28 a8 16 9N 9.5% 2.19[1.08,441] 2014
GeparSixto 129 295 108 293 14.4% 1.33(0.96, 1.85] 2014 —-—
CALGB 40603 120 221 87 212 138% 1.71[117,250] 2015 —
Zhang P 17 44 6 43 6.2% 3.88[1.35, 11.15] 2016 —
BrighTNess o2 160 49 18 12.7% 301[190, 4.77] 2018 yi—
WSG-ADAPT-TN 67 146 51 178 12.7% 2.11[1.33, 3.35] 2018 ——
GerparOcto 228 475 227 470 153% 0.99[0.77, 1.28] 2019 —a—
INFORM 11 a0 15 57 7.6% 063[0.26, 1.52] 2020 —_—
Total (95%CI) 1536 1548 100.0% 1.57[1.13,2.18] -
Total events 706 575
Heterogeneity : Tau®=0.17 . Chi*=31.81, df=8(p=0.0001) : I7=75% I + } |
Test for overall effect : Z=2.70(p=0.007) 0.01 0.1 1 10 100
Favas[3 7 5 F>rHE#] Favors[7 5 7 8Ml]
c. pCR
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dose-dense LM B Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI I, Random, 95% Cl
Baldini 2003 2 T3 24 T 7.3% 0.97 [0.60, 1.57) e
Ceitron 2003 Fi+] GRH 107 985 156% 070053, 0.93) ===
Cameron 201 F am 2170 300 22211 27.2% 1.03[0.89,1.19] _I
WVenturini 2005 § Blondeaus 2020 166 B04 185 B10 243% 0.91 [0.78, 1.06]
Mastno 2015 F Masiro 2022 147 1002 2584 1001 25 6% 077 (068, 0.91] -
Total (9%5% Ch 4837 4894 100.0% 0.87 [0.75, 1.00] "'
Total evenis F&l EFD
Halerogenaity. Taw'= 0.01, Chf= 927, df= 4 (F=003), P= 57% EIJIJ“I I]li ; 150 i']l:|=
Testfor overall effect: 2= 1.80 (P = 0.06) Favours [dose-densedb$MiE| Favours [#H)]
a. OS5
dose-dense {8k e Risk Ratio Risk Ratio
Study of Subgrovg Events Tolal Events Total Weight IV, Random, 95% CI W, Random, 95% CI
Baldini 2003 24 67 el i 14% 0.75 [0.50,1.12) T
Citmon 2003 138 988 1789 935 123% 0.76 [0.62, 0.83] =
Cameron 201 F 47 M F0 AT 22M I54% 0.94 [0.82,1.08]
Wenburini 2005 ) Blondeaws 2020 235 B04 259 B0 251% 0.92 [0.80, 1.05]
Masiro 20157 Mastro 2022 343 1002 409 1001 333% 0.84 [0.75, 0.94) .
Total (95% CI) 4831 4888 100.0% L8 [0.81, 0.94] L]
Todal evends 1085 1258
Heterogenamy Tau®= 0.00; Chi*= 465, df=4 P =032 F=14% :n 5 u=1 1- 11'0 1nu=
X2 A Z7T7+H1iA : dose-dense{l FiE (L vs A HEHE A
- VZE2EHA K74 BER
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SN in ¢cNO after NAC

TABLE 1. Meta-Analyses of Sentinel Lymph Node Biopsy in ¢NO Patients After Neoadjuvant Chemotherapy

Study Characteristic Xing et al (2006)** Kelly et al (2009)>* van Deurzen et al (2009)*° Tan et al (2011)** Geng et al (2016)*2
No. of studies 21 24 27 10 16
No. of patients 1,273 1,799 2,148 449 1,456
SLN identification rate, % 90 90 91 94 96
SLN false-negative rate, % 12 8 10.5 7 6

M. Morrow, et al. JCO 2020 10; 38(20): 2281-2289
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SN after NAC in cN(+)—cN(-)

TABLE 2. Prospective Trials of SLN Biopsy Feasibility in Clinically Node-Positive Patients After Neoadjuvant Chemotherapy

Study Characteristic ACOSO0G Z1071% SN FNAC*° SENTINA®* GANEA 2%
No. of patients 689 153 592 (cN+) 307
cTN cTO-4N1/2 cTO-3N1/2 cNO/1/2 pN1
SLN identification rate, % 92.7 87.6 80.1 795
SLN false-negative rate (overall), % 12.6 13.3 14.2 119
Single-agent mapping 20.3 16 16 NR
Dual-agent mapping 10.8 5.2 8.6 NR
2 SLNs retrieved 21 5 19 8
= 3 SLNs retrieved 9 NR 5 NR

Dual tracer Z{EA L. EULEDSILNAZFET 5 Z & THBEEEXNMET T 5,

M. Morrow, et al. JCO 2020 10; 38(20): 2281-2289
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Improved Axillary Evaluation Following Neoadjuvant [

Therapy for Patients With Node-Positive Breast Cancer Using
Selective Evaluation of Clipped Nodes: Implementation of

Targeted Axillary Dissection

TAD
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SN EJf : 10.6%

Abigail S. Caudle et al. J Clin Oncol 2016; 34: 1072-78 TAD : 2%
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Gante, et al. Breast Cancer: Basic and Clinical Research. 2023 May 25;17:11782234231176159.
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IR, BBERICEY T 53 2HEAEROEES
DD, BEIAEERIL. KEMIERECIEE,
BN BN D,

Invasive ductal carcinoma (scirrhous type)
ypT1b, invasive tumor size 6x2x1.5mm
Ly0, VO, surgical margin(-)

NG 1, HGII, Tils: interemediate
TR EMERYE: Grade 2a
ypNO0(0/11); sentinel (0/1) Level-1(0/10)

ypT1bNOMOStagelA
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CREATE-XzzE

A Disease-free Survival in Full Analysis Set B Overall Survival in Full Analysis Set
= 107 1.0-W
Table 1. Characteristics of the Patients at Baseline.* 2 W -
S Capecitabine g
Capecitabine Group Control Group & 0.8 . T 0.8 Control
Characteristic (N=443) (N=444) 9 a
Age at enrollment — yr L= =
Median 43 48 2 0.6 Control E 0.6
Range 25-74 25-74 a O
Menopausal status — no, (%) e 0.4 5 0.4+
Premenopausal 262 (59.1) 248 (55.9) 2 f
Postmenopausal 181 (40.9) 196 (44.1) E %
Body-mass indexf 4 0.24 Hazard ratio for recurrence, 2 0.2+
Nigdian 26 2.0 ] second cancer, or death, 0.70 a Hazard ratio for death, 0.59
a 95% Cl, 0.53-0.92 95% ClI, 0.39-0.90
Range 15.6-39.9 15.6-41.2 0.0 : . : ; : 0.0 = : . : .
Tumor size at diagnosis — no.ftotal no. (%) 0 1 2 3 4 5 0 1 2 3 4 5
=2c B5/#42,(15.4) SRR Years since Randomization Years since Randomization
>2to<5cm 2447442 (55.2) 2757444 (61.9)
>5¢em 65/442 (14.7) 69/444 (15.5) No. at Risk No. at Risk
Skin or chest-wall infiltration of any size — no./total no. (%) 65/442 (14.7) 39/444 (8.8) Capecitabine 443 385 359 286 173 34 Capecitabine 443 408 391 321 197 43
e — . p—— Control 444 366 328 255 158 19 Control 444 406 375 297 180 27
Estrogen-receptor positive or progesterone-receptor positive 304 (68.6) 297 (66.9)
Estrogen-receptor negative and progesterone-receptor negative 139 (31.4) 147 (33.1) C Disease-free Survival among Patients with Triple-Negative Disease D Overall Survival among Patients with Triple-Negative Disease
Neoadjuvant chemotherapy — no. (%6) = 1.0+ 1.0+ .
Sequential anthracycline and taxane 357 (80.6) 372 (83.8) E - ) Capecitabine
Concurrent anthracycline and taxane 63 (14.2) 53 (11.9) 3 08 g 0.8 4
Anthracycline-containing chemotherapy only or docetaxel and cyclophosphamide only 23 (5.2) 19 (4.3) o Ca PeCiT_abi ne a
Fluorouracil plus anthracyclinef: 262 (59.1) 271 (61.0) qu_J = Control
Pathological-effect grade — no./total no. (%)§ § 0.6+ E} 0.6+
0 19/434 (4.4) 13/435 (3.0) @ Control o
laorlb 232/434 (53.5) 2207435 (50.6) é 0.4 E 0.4
2or3 183/434 (42.2) 202/435 (46.4) S =
No. of lymph nodes involved on histologic assessment — no. (%) = o
0 176 (39.7) 171 (38.5) 5 0.21 Hazard ratio for recurrence, -s 0.2+ )
13 165 (37.2) 174 (39.2) -5 o500 sCeEc%n:"dgcaonggr, or death, 0.58 a 9H;1;ag.li rgt;g F%rgdoeath, 0.52
4 102 (23.0) 99 (22.3) & 90 b i L ; : ; 0.0 e s Lo ; : ;
Adjuvant endocrine therapy — no. (%) 0 1 2 3 4 5 0 1 2 3 4 3
es 2% (673) 200(665) Years since Randomization Years since Randomization
No 145 (32.7) 140 (31.5)
Radiotherapy — no. (%)9 No. at Risk No. at Risk
Yes 321 (72.5) 326 (73.4) Capecitabine 139 109 96 76 42 11 Capecitabine 139 124 116 9] 50 11
NG 122 (27.5) 118 (26.6) Control 147 95 84 69 47 6 Control 147 125 108 82 52 9

Masuda N, et al. N Engl J Med. 2017 ; 376 (22) :2147-59.
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A Invasive Disease~free Survival
100 P 933
. -_— N 904 — 2 s
— $0 — v Olaparid {106 events)

I I I I -— "“ 70 815 71 Placebo {178 events)
£ 604 Between-group difference in
é 50- Lyr invasive disease-free survival,
" £.8 percentage points
X
B4 (95% Cl, 4.5-13.0)

. L . - - 30+ Stratified hazard ratio for invasive
Characteristic Olaparib (N =921)  Placebo (N = 915) 20 disease ot death, 0.58
Median age (interquartile range) — yr 42 (36-49) 43 (36-50) 10+ P-{;)Z(;l%q e

0 T U T T Y
Germline BRCA mutation — no. (%) 0 6 12 13 24 30 36 42
BRCAI 657(71.3) 670(73.2) Months since Randomizats
o No. at Risk
BRCAZ 261(28.3) 239(26.1) Olaparib 921 820 737 607 477 361 276 183
BRCAT and BRCAZ 2(0.2) 5{0.5) Placebo 915 807 732 585 452 353 256 173
Missing data 1 (0.1} 1{0.1)y B Distant Disease~free Survival
Previous adjuvant or neoadjuvant chemotherapy — no. (%) 100- el = 90.0 87.5
i 90+ = - Claparib {39 events)
Adjuvant 461 (50.1) 455(49.7) 80+ . 339 204 Placebo (152 events)
Neoadjuvant 460 (49.9) 460 (50.3) g 10
3 60 Between-group difference in
Regimen with both anthracycline and taxane BT 1(94.6) 849 (92.8) ? 50 3.yr distant disease—free survival
2 . 7.1 percentage points
Anthracyeline regimen, without taxane 7 (0.8) 13(1.4) 5 1 (95% C1, 3.0-11.1)
304 Stratified hazard ratio for distant
Taxane regimen, without anthracycline 43(4.7) 52(57 20~ disease or death, 0.57
104 (99.5% CI, 0.39-0.83)
Regimen not reported 0 1{0.1) 5 £<0.00]
= Cycles of neoadjuvant or adjuvant chemotherapy 7(0.8) 15(1.6) 0 6 12 13 24 30 3 2
Platinum-based neoadjuvant or adjuvant therapy Months since Randomizati
No. at Risk
No 674(73.2) 676(73.9) Olaparib 921 82 144 612 an 164 279 187
Placed 91$ 817 742 594 461 %9 263 178
Yes 247(26.8) 239(26.1) e
Concurrent hormone therapy (hormone-receptor—positive patients only) — no./total no. (%) 146/168 (86.9) 142/157 (90.4) C Overall Survival -
100+ e — 948
Hormone-receplor stalus — no, {%)3‘ 90+ 96.9 ;2 ; — Olaparib {39 deaths)
; 80 883 Placebo (86 deaths)
Hormone-receptor positive and HER2 ncgm'l\fc-'\’ 168 (18.2) 157(17.2) 20-
; ; . 751(81.5 758 (828 £ 0
Triple-negative breast cancer ! { ) { ) g 50 Between-group difference in
3 verall l,
Menepausal status (women only) — no./total no. (%) E 404 3‘;';:;!:::;‘:“3
30+ {95% C1,0.3~7.1)
Premenapausal S12919(62.2) 333911(60.7) 204 Stratified hazard ratio for death, 0.68
Postmenopausal 347/919 (37.8) 358911 (39.3) 104 oS -piagetaion
C o a 0 T 7 T T y . T
Surgery for primary breast cancer — no. (%) 0 % 12 s 2 30 2% -
vMastectomy 698 (75.8) 673 (73.6) Months since Randomizath
Conservative surgery only 223(24.2) 240(26.2) No. at Risk
Olaparib 921 856 801 659 531 400 310 208
MBSillg data 0 2(0.2) Placebo 918 B6S 801 659 516 397 292 199
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