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» Treatment of non-operable tumors

» Downstaging to increase breast conserving surgeries

» Reduce the extent of surgery required in breast and axilla
> In vivo response assessment

» Tailor adjuvant therapies (i.e. CREATE-X, NSABP B50))

» Improve prognosis of certain disease subtypes (i.e. HER2+)

» Assessment of molecular, pharmacodynamic and intratumoral
pharmacokinetic measures



NSABP B-18
Neoadjuvant vs. Adjuvant AC

Operable Breast Cancer

Stratification
* Age
e Clinical Tumor Size
e Clinical Nodal Status

Operation AC X 4

AC x 4 Operation

Key Principles from B-18

N =1,493

High Clinical Response Rate: 79%
CCR: 36% cPR: 43%

PCR: 13%

Increase in lumpectomy rate: 68% vs.
60%

Downstaging of (+) axillary nodes: 58%
vs. 40%

No difference in DFS and OS

Significant correlation between pCR
and outcome

Wolmark et al: INCI Monographs 2001



B-18

Disease-Free and Overall Survival
According to Response
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Disease-Free Survival and Overall

Survival
1 P=05 P=0.8
| Pts. Events Pts. Events
Postop 751 338 Postop 751 218
1 Preop 742 323 Preop 742 221
| | | | 1 I | | | | | | | |
Year 2 4 6 2 4 6 8

Wolmark et al: INCI Monographs 2001



B-18 Udate: Overall Survival by Age
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NEOADJUVANT CHEMOTHERAPY FOR EARLY BREAST CANCER
Early Breast Cancer Trialists’ Collaborative Group Meta-analysis

THE LANCET I
Oncology Articles

Long-term outcomes for neoadjuvant versus adjuvant
chemotherapy in early breast cancer: meta-analysis of

individual patient data from ten randomised trials

* N=4,756 from 10 randomized trials

 Median follow-up =9 years

« 81% anthracycline-based chemo

 69% overall clinical response rate

« Breast-conserving surgery = 65%
(versus 49% for adjuvant chemo)

Early Breast Cancer Trialists” Collaborative Group (EBCTCG)*

ko Asselain B, et al., Early Breast Cancer Trialists’ Collaborative Group (EBCTCG).
ELSEVIER The Lancet Oncology 2018, 19: 27-39.




Early Breast Cancer Trialists’ Collaborative Group —

Meta-analysis: Clinical complete response rate ratios

% (CR/total) CRrate ratio Rate ratio for clinical
CR{95% C1)
Age at entry (years) (xi=0-7; p=0-40)
<45 29-8 (164/550) 1.04(0-90-1-21)
45-54 29:0 (196/675) 1.03 (0-94-1-13)
255 25.8 (186/722) 0-90(0:78-1.03)
Clinical nodal status (33=0-8; p=0-37)
Negative 28-6 (326/1138) 0-97 (0-88-1.07)
Positive 27-2 (168/617) 1-04 (0-93-1-16)
Unknown 271 (52/192) [ O — 114 (0-57-2-26)
Clinical tumour size {y?=37-5; p<0-0001)
1-19 mm 34-6 (117/338) B 127 (1-09-1-48)
20-49 mm 29.7 (390/1312) . 0-99(0-91-1.07)
=50 mm 133 (35/264) —a— 0-47(0:35-0-64)
Unknown 12-1 (4/33) R 0-66(0-28-1-58)
Biopsy ER and PR status (x3=21-8; p<0-0001)
ER+and PR+ 319 (83/260) - 077 (0-64-0-92)
ER+ and PR- 26.6 (21/79) ——t 0-71 (0-50-1-02
ER- and PR- 355 (117/330) -.- 1—24(1—09-1-41)"
nknown 254 (325/1278) —a— 0-73(0-45-T-08)
Biopsy grade (x{=10-3; p=0-001)
Well 209 (14/67) S 058 (036-0.91)
Moderate 26.0 (108/200) -.- 0-93 (0-82—1-073
Poor 446 (83/186) HIl- 1.15{0-98-1:34) I
nRnowWn 240 (341304 s TOB (000170
Biopsy grade and ER status (xi=16-9; p=0-0007)
Well or moderate, ER+ 31-4 (74/236) - 0-76 (0-63-0-92)
Poor, ER+ 349 (29/83) —. 0-88 (0-66-1-17)
Well or moderate, ER- 37-2 (48/129) —— 1.04(0-84-1-29)
Poor, ER- 529 (54/102) - 132 (1-11-1:56)
Other or unknown 24-4 (341/1397) —_— 0-88(0:53-1:48)
Type of neoadjuvant chemotherapy (xi=49-0; p<0-0001)
No anthracycline or taxane 185 (69/373) —_— 0-36 (0-23-0-55)
Anthracycline notaxane 26.0 (293/1100) —— 0.64(047-0.87)
Anthracycline and taxane 41-0 (184/449) ! 1-13(1-01-1-25)
Planned local therapy (y;=0-3; p=0-57)
Radiotherapy only No response information
Lumpectomy 33-8 (225/665) 1.02 (0-91-1.14)
Mastectomy 18-1 (124/684) —! 0-97 (0-78-1-20)
Unknown 329 (197/598) — w— 0-90 (0-64-125)
Total 28.0(546/1947)
G-IZ 1.0 6‘0
Clinical CR

Asselain B, et al. Early Breast Cancer Trialists’ Collaborative Group (EBCTCG). The Lancet Oncology 2018, 19: 27-39.



Distant Recurrence (%)
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Early Breast Cancer Trialists’ Collaborative Group —

Meta-analysis: Effect of neoadjuvant versus adjuvant
chemotherapy on distant recurrence and mortality

60 4756 women, 1562 events

15 yearloss 0-2% (95% Cl -3-1 to 3-5)

RR 1-02 (95% Cl 0-92-1-14)
50 Log-rank p=0-66

Neoadjuvant
38-2%
40
Adjuvant
30 38-0%
20 -
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Distant recurrence at any time crude rates (events per woman-years)
and log-rank analyses

Years 0-4 Years 5-9 Years 10-14 Years =15
5-69(568/9983) 258 (162/6291) 1-49 (50/3351)  1.44(14/974)
5-44 (535/9840) 254 (157/6187) 1-84(60/3270)  1.74(16/919)
1.07 (0-94-121)  0-99 (0-79-124) 0-80 (0-55-1:18) 0-75(0-35-1-61)
16-5/251.5 -0-6/75-5 -57/25-8 -1.9/6-7

Breast Cancer Mortality (%)

4756 women, 1329 deaths

15 year loss 0:7% (95% Cl -2.7 to 4-1)
RR 1-06 (95% C10-95-1-18)

Log-rank p=0-31
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Time since trial entry (years)

Breast cancer mortality crude rates (events per woman-years)

and log-rank analyses

Years 0-4 Years 5-9 Years 10-14
3-90(412/10567) 2-82(191/6785) 1.93(69/3570) 1-24(13/1050)

Adjuvant 3-49 (364/10432) 2:81(190/6771) 2:19 (78/3559) 1-18 (12/1014)

Rate ratio 112 (0-97-1-30) 1-03 (0-84-1.27) 0-88(0-63-1-21) 0-90 (0-41-1-97)

(95% Cl) from 20-5/179-6 2-8/91-6 -4-8/36-6 -0-7/6-2

(0-E)V

Years =15
Neoadjuvant

Asselain B, et al. Early Breast Cancer Trialists’ Collaborative Group (EBCTCG). The Lancet Oncology 2018, 19: 27-39.



Early Breast Cancer Trialists’ Collaborative Group —

Meta-analysis: Local Therapy by Clinical Response

Clinical response

Complete* Partialt Stable or Unknown  Total
progressive
diseaset

Planned breast-conserving therapy

Breast-conserving 215 (96%) 256 (90%) 119 (77%) 211(81%) 801 (87%)
Mastectomy 10 (4%) 30 (10%) 35 (23%) 48 (19%) 123 (13%)
Unknown 0 0 0 2 (NA) 2 (NA)
Total response§ 225/665 (34%) 286/665 (43%) 154/665 (23%) 261 (NA) 926 (100%)
Planned mastectomy
Breast-conserving 75 (60%) 121(41%) 30 (12%) 26 (36%) 252 (33%)
Mastectomy 49 (40%) 175(59%) 231 (88%) 47 (64%) 502(67%)
Unknown 0 1(NA) 2 (NA) 11 (NA) 14 (NA)
Total responseS§ 124/684 (18%) 297/684 (43%) 263/684 (38%) 84 (NA) 768 (100%)
Unknown planned therapy
Breast-conserving 162 (83%) 164 (76%) 97 (56%) 28 (49%) 451 (70%)
Mastectomy 33 (17%) 53 (24%) 76 (44%) 29 (51%)  191(30%)
Unknown 2 (NA) 3(NA) 8 (NA) 38 (NA) 51 (NA)
Total response§ 197/598 (33%) 220/598 (37%) 181/598 (30%) 95 (NA) 693 (100%)
Allwomen
Breast-conserving 452 (83%) 541 (68%) 246 (42%) 265(68%) 1504 (65%)
Mastectomy 92 (17%) 258 (32%) 342 (58%) 124 (32%) 816 (35%)
Unknown 2 (NA) 4(NA) 10 (NA) 51 (NA) 67 (NA)

( (

Asselain B, et al.
Early Breast Cancer
Trialists’ Collaborative

Total response§  546/1947 (28%) 803/1947 (41%) 598/1947(31%) 440 (NA) 2387 (100%)

Dataare n (%) or n/N (%). NA=not applicable. *No clinical evidence of disease. T=50% reduction in tumour size.

$<50% reduction or increase in tumour size. SPercentages are of those with a known response. GrOUp (EBCTCG)-
The Lancet Oncology
Table 2: Local therapy, planned versus done, in women allocated to neoadjuvant chemotherapy, by 2018. 19: 27-39.

clinical response




Ratios of Breast Conservation Therapy (BCT) rates

Number given BCT/women Ratio of BCT rates neoadjuvant:adjuvant Rate ratio of BCT
(95% Cl)
Allocated Allocated
neoadjuvant adjuvant
A I ' 1 I Age at entry (years) (xj=2-8; p=0-09) ‘
g e y C I n I Ca. <45 453/712 383/761 B 120 (111-1-30)
45-54 539/822 415/817 . 122 (113-1:31)
L N St at S 255 512/786 337/740 138(127-151)
u ] Clinical nodal status (x}=6-3; p=0-01) :
Negative 917/1338 730/1307 119 (112-125)
E R / P R a n d Positive 461/776 342/793 E 2 136 (1-24-1-49)
’ Unknown 126/206 63/218 [ —— 211(167-2:66)
. linical tumour size (xi=43-1; p<0-0001) i
rad e d I d n Ot A9 301/382 299/402 . 1.04(097-1-12)
g St45 1061/1547 746/1551 | 1.41(1:33-150)
- 250 mm 124/337 71/323 é—l— 168 (1:31-2-15)
I m p aCt B CT Unknown 16754 174 ' U7IU43=T15]
Biopsy ER and PR status (3=4-5; p=0-10)
ER+ and PR+ 226/343 150/345 '+ 1.51(1:31-1.73)
ER+and PR- 54/91 25/98 P — 2:28(1:57-3-31)
ER- and PR- 2781407 165/406 | .- 161(142-184)
Unknown 946/1479 795/1469 E; 113 (1.08-1-20)
Biopsy grade (3=2-5; p=0-12) :
Well 32/66 17/60 T 167 (1-05-2-67)
Modarita 186/303 84/317 —a 2:32(1-90-2-84)
Poor 117/189 46/195 e — 2:66 (2-02-3-50)
Unknown 1169/1762 988/1746 E] 113 (1:08-1-18)
Biopsy grade and ER status (xi=13-7; p=0-003)
Well or moderate, ER+ 141/237 771234 —. 178 (1-45-2-19)
Poor, ER+ 45/84 22/92 —_— 230(1:53-3-47)
Well or moderate, ER- 76/128 21/138 ——=p 3:86(2:55-5:83)
Poor, ER- 71/104 24/103 ——> 2.85(197-411)
Other or unknown 11711767 991/1751 . 115 (1-10-1-21)
Type of neoadjuvant chemotherapy (xi=44-9; p<0-0001) E
No anthracycline or taxane 329/446 292/439 .- 1.07 (0-99-1-16)
Anthracycline, no taxane 891/1436 696/1438 . 124(1-16-131)
Anthracycline and taxane 284/438 147/441 E ® 1.95(1-68-2:25)
Planned local therapy (x3=121.7; p<0-0001) '
Radiotherapy only 167/200 144/190 Hll- 110 (1-00-1-22)
Lumpectomy 634/724 623/735 - E 1.03 (0-99-1-08)
Mastectomy 252/754 731757 i @)-48 (2-74-4-43)
Unknown 451/642 295/636 = 1.53 (1.38-1.68)
Total 150412320 (04 8%) 113512318 (49.0%) > 128 (1-22-1-34)
r 1
02 ¢ 1.0 4.0
Lower frequency with NACT Higher frequency with NACT

Asselain B, et al. Early Breast Cancer Trialists’ Collaborative Group (EBCTCG). The Lancet Oncology 2018, 19: 27-39.



Early Breast Cancer Trialists’ Collaborative Group —

Meta-analysis: Effect of neoadjuvant versus adjuvant
chemotherapy on local recurrence

60 4756 women, 635 events
15 year loss 5-5% (95% Cl 2:4-8-6)
RR 137 (95% C11-17-1-61)
50 Log-rank p=0-0001
-@- NACT
-8 Adjuvant
40+
g
[«
\é
o
2 304 Neoadjuvant
_.; 21-4%
g
20
12-1%
Adjuvant
104 13-2% 15-9%
0 T |
0 5 10 15
Local recurrence crude rates (events per woman-years)
and log-rank analyses
Years 0-4 Years 5-9 Years 10-14 Years =15
Neoadjuvant ~ 2:58 (245/9493) 1-43(79/5528) 0-93(26/2784) 216 (16/740)
Adjuvant 1.95(185/9477) 0-96 (54/5618) 0-69 (19/2769) 1-42(11/772)
Rate ratio 1.35(111-1-64) 1.53(1-08-2-17) 1-29 (0-70-2-38) 1-11(0-48-2-57)
(95% Cl) from 30-4/102-0 13-6/31:8 2.7/10-3 0-6/5-4

o (0-E)V
ELSEVIER

Asselain B, et al. Early Breast Cancer Trialists’ Collaborative Group (EBCTCG). The Lancet Oncology 2018, 19: 27-39.



Early Breast Cancer Trialists’ Collaborative Group —

Meta-analysis: Local recurrence rate ratios

Events/women Ratio of annual event rates Rate ratio
neoadjuvant:adjuvant (95% Cl)
Allocated Allocated
neoadjuvant adjuvant
Age at entry (years) (yi=0-2; p=0-68) .
<45 150/729 108/785 — . 149 (116-1.92)
45-54 127/849 101/830 4 - 123 (0.94-1.60)
=55 89/809 60/754 —— 1.41(1:02-1.95)
Clinical nodal status (xi=0-2; p=0-66)
Negative 172/1349 135/1314 _._.._. 126 (1.00-1.58)
Positive 136/796 104/801 _._ 136 (1-05-1.76)
Unknown 58/242 30/254 —_— 85— 1-95 (1-.26-3-03)
Clinical tumour size (x3=0-2; p=0-62)
1-19 mm 60/384 39/405 —_t - 162(106-2:48)
20-49 mm 233/1576 177/1559 —— 1:28 (1:05-1:56)
=50 mm 67/345 49/327 138 (0-92-2:07)
Unknown 6/82 4/78 < g 1-25(0-16-9-86)
Biopsy ER and PR status (y2=0-1; p=0-96)
ER+and PR+ 60/351 371347 —.p 172(114-2.59)
ER+ and PR- 20/100 16/98 > 172(081-365)
ER-and PR- 761425 41/413 —  m——» 185(125-272)
Unknown 210/1511 175/1511 D 120(0-98-1.48)
Biopsy grade (xj=3-9; p=0-05)
Well 5/67 1/60 < >  2:52(045-14.04)
Moderate 54/312 26/321 —_— 216 (1.37-3-40)
Poor 15/198 201196 < > 090 (0-44-1-83)
Unknown 292/1810 222/1792 — 1:30(1-09-1:55)
Biopsy grade and ER status (x}=0-1; p=0-76)
Well or moderate, ER+ 27/244 14/235 ——=———  1.98(1.04-378)
Poor, ER+ 8/89 10/92 <t »  092(0:34-253)
Well or moderate, ER- 31/131 13/141 —  »  258(138-484)
Poor, ER- 7/108 10/104 > 0:97 (0:35-2-73)
Other or unknown 293/1815 222/1797 —E— 131(1.09-1.56)
Type of neoadjuvant chemotherapy (x3=0-3; p=0-84)
No anthracycline or taxane 55/466 35/452 - 1.55(1-00-239)
Anthracycline, no taxane 273/1470 204/1466 _._ 135(1-12-1-62)
Anthracycline and taxane 38/451 30/451 = 1:35(0-83-2:19)
Planned local therapy (x3=3-3; p=0-20)* i
Radiotherapy only? 75/200 50/190 B 139 (0-96-2:00)
Lumpectomy 108/726 96/737 =B 114 (0-86-1.52)
Mastectomy 125/768 79/762 — . 1.66 (1.24-2.21)
Unknown 58/693 44/680 — 126 (0-84-1.90)
Period of follow-up (woman-years) (xi=0-1; p=0-72)
Years 0-1 124/4421 97/4371 ] 126 (0-96-1-65)
Years 2-4 121/5072 88/5106 R 145(1-10-1.91)
Years 5-9 79/5528 54/5618 —_— 1-53(1-08-217)
Years =10 42/3524 30/3542 122 (0:75-2-00)
Total 366/2387 (153%) 269/2369 (11-4%) —_—T 137(1-17-1.61)
p=0-0001
r 1
ELSEVIER I o PURE'Y v AR

Neoadjuvant better Adjuvant better

Asselain B, et al., Early Breast Cancer Trialists’ Collaborative Group (EBCTCG). The Lancet Oncology 2018, 19: 27-39.



Early Breast Cancer Trialists’ Collaborative Group —

Meta-analysis: Critique

.;_,r.

A Surgery commonly used B Surgery less commonly used* ELSEVIER
60— 4094 women, 453 events — 662 women, 182 events
10 year loss 3-2% (95% Cl 0-6-5-8) 10year loss 13-3% (95% Cl 5-5-21.1)
50 RR1-28 (95% Cl 1.06-1-55) RR 1-62 (95% Cl 1.20-2-19)
Log-rank p=0-010 Log-rank p=0-002 Neoadjuvant
. -@- NACT 33.7%
3}? 40 = Adjuvant T
5
¢
G Neoadjuvant
g 204 15-1% 7
10-0% Adjuvant
104 Adjuvant 20-4%
8:0% 11-9%
0 1 1 1
0 5 10 0 5 10
Local recurrence crude rates (events per woman-years) Local recurrence crude rates (events per woman-years)
and log-rank analyses and log-rank analyses
Years 0-4 Years 5-9 Years 210 Years 0-4 Years 5-9 Years =10
Neoadjuvant 2:12 (173/8164)  1:21(57/4721) 0-85 (22/2577) 5-42 (72/1329) 2:73(22/806) 2-11(20/947)
Adjuvant 1.73(142/8200)  0-94(45/4778) 0-55 (14/2547) 3-37(43/1277) 1.07 (9/840) 1-61(16/994)
Rate ratio (95% Cl) 1.26 (1.00-1.58) 1.35(0-91-2.01) 132 (0-65-2-69) 1.63(112-239)  2-30 (1-13-4-70) 115 (0-58-2-27)
from (O-E)/V 17-3/75:2 7:3/243 2:1/7:5 13-2/26-8 6-3/7:5 11/8-2

Asselain B, et al., Early Breast Cancer Trialists’ Collaborative Group (EBCTCG). The Lancet Oncology 2018, 19: 27-39.



Early Breast Cancer Trialists’ Collaborative Group —

Meta-analysis: Critique

Patient-level data for radiotherapy were unavailable.

Only 2 trials provided pathologic response data.

Only 902 of 4,756 (19%) received a taxane.

All patients were enrolled prior to 2005, so no adjuvant
trastuzumab given.

This study Is not able to assess reliably whether presurgical
systemic therapy is more effective at eradicating
micrometastatic disease than the same chemotherapy
administered after surgery (due to confounding effects of
different types surgery between the two groups).



Neoadjuvant Therapy for TNBC:
GeparSixto -- Study Design

PMCb
Carboplatin AUC 2* Q1W +
Paclitaxel 80 mg/m? Q1W +
Nonpegylated liposomal doxorubicin 20 mg/m? Q1W +
(n=295)

Pts with centrally
confirmed TNBC* /
or HER2+ BCt
with cT2 - T4a-d
or cT1 with N+
disease \ PM

Paclitaxel 80 mg/m? Q1W +

—> Surgery

N =588
( ) Nonpegylated liposomal doxorubicin 20 mg/m? Q1W +
(n=293)
*TNBC pts also received bevacizumab 15 mg/kg IV Q3W.
. . "HER2+ BC pts also received trastuzumab
u Prlmary end pOIﬂtI pCR 8 mg/kg IV (initial dose), then 6 mg/kg IV Q3D (subsequent
= Secondary endpoints: RFS, DFS, OS doses) and lapatinib 750 mg QD.

*Dose reduced to AUC 1.5 after 330 pts enrolled.

= Recent renewed interest in investigating the role of platinum
chemotherapy in breast cancer

= Hypothesis of greater susceptibility of TN and BRCA mutant BC to DNA
damaging chemotherapeutic agents

von Minckwitz G, et al. SABCS 2015. Abstract S2-04.



HER2+ BC
100 7
et e,
< 801 mm“LIH-I—I
S — PM
B 604 PMCb
A
=REORl  PMCb  PM |
% 3-yr DFS, % 83.4 86.7
£ 204 HR(95% ) 1.33(0.71-2.48)
0 P value 3719
0 12 24 36 48
Mos
PM 136 130 123 54 0
PMCb 137 125 108 45 0

GeparSixto: DFS by Breast Cancer Subtype
Test for Interaction: Treatment HER2+/TNBC: P = .046

TNBC
100 -
< 80+ ﬁ\ﬂ'—'—‘.,_.‘“.‘
S — PM
B 60+ PMCb
o
£ 407
= 3-yr DFS, % 85.8 76.1
£ 201 HR(95%C)  0.56(0.33-0.96)
P value .0350
0 . , . .
0 12 24 36 48
Mos
PM 157 139 118 50 0
PMCb 158 144 126 50 0

* Achieving pCR led to favorable outcomes irrespective of BRCA mutation status
e Authors conclude the trial supports addition of carboplatin in TNBC
* Addition of carboplatin adds toxicity

von Minckwitz G, et al. SABCS 2015. Abstract S2-04.



The relative efficacy of neoadjuvant endocrine therapy versus
chemotherapy in postmenopausal
women with ER positive breast cancer

V. F. Semiglazov, V. Semiglazov, V. lvanov, A. Bozhok, E. Ziltsova, R. Paltuev, G. Dashian, A. Kletzel, E. Topuzov and L. Berstein

Methods: 121 postmenopausal women with ER(+) and/or PgR(+) breast
cancer T2N1-2, T3NO-1, TANOMO assigned to NAT with either CT Dox 60
mg/m2 + Pac 200 mg/m?2, every 3 weeks, 4 cycles, n=62 patients (pts), or
HT with aromatase inhibitors, anastrazole 1 mg, n = 30 pts, 3 months).

‘Neoadjuvant therapy Clinical OR % Mammography OR % BCS %
CT (dox + pac) 75.8 62,9 20.9
Anastrazole 39.8 69,4 37,2
p-value >0.05 >(.5 0.054

In CT arm the most frequent grade IlI/1V toxicity was alopecia ( 79.3 % ),
neutropenia ( 43.1 %), cardiotoxicity (6.8 %), diarrhea (1.7%). HT was well tolerated.
The most commonly adverse events were hot flushes (23.3%), vaginal discharge
(6.6%), musculoskeletal disorders (1.7%).

Journal of Clinical Oncology, Vol 22, No 14S 2004: 519



Figure 1: DFS from the CREATE-X Trial

Capecitabine 440 385 359
Non-capecitabine 445 367 329 256

5-yr OS
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Toi M, et al. SABCS 2015. Abstract S1-07.
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Figure 2: Subgroup analysis for DFS

CREATE-X: Results
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Post Neo-adjuvant T-DM1: NSABP B-50 Trial Schema

14 cycles

: Trastuzumab
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invasive tumor
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Neoadjuvant Therapy in Primary Breast Cancer:

MESSAGES

High clinical response rates

Increased opportunity for breast-conserving surgery
Pathologic CR rates vary by treatment and tumor subtype

- <10% with endocrine therapy for ER+ disease

- 10 — 15% with anthracylines

- 25— 30% with anthracycline/taxanes; higher with platinums
- 40 - 50% with chemotherapy + trastuzumab in HER2+ disease
- 50 — 60% with chemotherapy + trastuzumab + pertuzumab
Decrease rates of positive axillary lymph nodes

- ~40% with anthracycline/taxanes

- Likely even higher with HER2 antibody combinations
Molecular profiles of tumors may provide leads for

additional (targeted) adjuvant therapy
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