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NEOADJUVANT 
CHEMOTHERAPY



  NEOADJUVANT CHEMOTHERAPY: 
RATIONALE

- pCR: strong and independent 
prognostic factor

- non-pCR: higher risk population who can 
benefit from additional treatment 
strategies

- Mammary and axillary downstaging: 
rise in BCS and ALND avoidance



NEOADJUVANT CHEMOTHERAPY: BACK FROM THE… END



 WHY SHOULD WE CHOOSE NEOADJUVANT CHEMOTHERAPY?

 No significant difference between NACT 

and adjuvant chemotherapy was noted for 

distant recurrence (RR 1·02 [95% CI 

0·92–1·14]; p=0·66), breast cancer 

mortality (RR 1·06 [0·95–1·18]; p=0·31), 

or death from any cause (RR 1·04 [0·94–

1·15]; p=0·45). 



 WHY SHOULD WE CHOOSE NEOADJUVANT CHEMOTHERAPY?

The absolute increase in 10-
year local recurrence with NACT 
was largest in the two trials, in 
which, after NACT, many 
women did not have 
breast surgery



  EFFECTIVENESS OF NACHT BASED ON 
MOLECULAR SUBTYPE

Overall, 19% of all 

patients achieved pCR, 

the lowest in luminal A 

(0.3%) and the highest in 

Her2 (38.7%)

13939 patients from US 
National Cancer DB



  EFFECTIVENESS OF NACHT BASED ON 
MOLECULAR SUBTYPE

Rates  of axillary 

pathological complete 

response after NACHT 

according to molecular 

subtypes.



 WHY SHOULD WE CHOOSE NEOADJUVANT CHEMOTHERAPY?

12 international trials 
and 11955 patients

Patients who attain 
pathological complete 
response defined as 
ypT0 ypN0 or ypT0/is 
ypN0 have improved 
OS. 



 WHY SHOULD WE CHOOSE NEOADJUVANT CHEMOTHERAPY?

12 international trials 
and 11955 patients

Patients who attain 
pathological complete 
response defined as 
ypT0 ypN0 or ypT0/is 
ypN0 have improved 
DFS. 



  NON-PCR: 
OPTIONS

The risk of recurrence of 

invasive breast cancer or 

death was 50% lower 

with adjuvant T-DM1 

than with trastuzumab 

alone

1486 patients with HER2-positive early breast cancer who were found to have residual invasive disease in the breast or axilla at surgery 
after receiving neoadjuvant therapy containing a taxane (with or without anthracycline) and trastuzumab. Patients were randomly assigned to 

receive adjuvant T-DM1 (743 pt) or trastuzumab (743) for 14 cycles.



NON-PCR: OPTIONS FOR HER2 + BC



  NON-PCR: 
OPTIONS

910 patients with HER2-negative residual invasive breast cancer after neoadjuvant chemotherapy (containing anthracycline, taxane, or 
both) to receive standard postsurgical treatment either with capecitabine or without (control).

After standard neoadjuvant 
chemotherapy, the addition of 
adjuvant capecitabine therapy is 
safe and effective in prolonging 
disease-free survival and overall 
survival among patients with HER2-
negative breast cancer who had 
residual invasive disease on 
pathological testing.



NON-PCR: OPTIONS FOR TNBC



SURGERY 
AFTER NACHT



SURGERY OF THE BREAST

TN, HER2 HR+



Loo, JCO, 2011

Extent of residual burden?



SURGERY OF THE BREAST

LR occurred in 3 of 103 (2.9%) patients with 1.1 to 2 mm margins, 11 of 174 (6.3%) patients with > 2 mm 
margins, and 1 of 105 (1.0%) patients with a breast pCR. On multivariate analysis, margin width (pCR, 
>2mm vs < 2mm) was not associated with LRFS, DFS or OS. 

• Retrospective

• 382 patients

• 37,7% TN

• 49,2% LUM

• 13,1% HER2



SURGERY OF THE BREAST



SURGERY OF THE BREAST

Many of the tumor bed calcifications seen on post-NAC mammography are 
associated with benign disease, but MRI does not predict the absence of 
residual tumor with sufficient accuracy to allow calcifications to be left in 
place. Complete excision of all indeterminate or malignant-appearing 
calcifications remains standard practice.



MANAGEMENT OF THE AXILLA

SNB is acceptable in cN1/2 patients who become cN0 after neoadjuvant 
therapy: particularly in those with no residual disease in the breast, because SN 
status maintains its expected prognostic role, but also in cases with residual 
disease, because AD has no influence on outcomes.



MANAGEMENT OF THE AXILLA

• Node positive disease at presentation with pathological ‐
confirmation who underwent NAC

• SLNB after NAC; 
• Followed by ALND as part of management.



MANAGEMENT OF THE AXILLA



WHEN TO PERFORM ALND AFTER NACHT

Perform ALND if:



PANEL DECISIONS



ALND AFTER SLNB:
STANDARD AND 
CONTROVERSIES



ALND AFTER SLNB: TRENDS

Z001
1

Amaro
s

Between 2011 and 2015 the use of ALND decreased from 75% to 
17% in cT1-2N0 sentinel node-positive patients (P < 0.001). 



ALND AFTER SLNB: ATTITUDE-CHANGING TRIALS



ALND AFTER SLNB: ATTITUDE-CHANGING TRIALS

ALND AxRT



934 pazienti; follow up 9.7 anni



ALND AFTER SLNB: NEW STANDARDS



ALND OMISSION AFTER SLNB: NEIGHBOURS STANDARDS



PANEL DECISIONS



ADJUVANT ENDOCRINE 
THERAPY



ADJUVANT ENDOCRINE THERAPY: PREMISES

Retrospective study on 

439.444 SEER patients 

diagnosed with eBC between 

1990 and 2005



EXTENDED ADJUVANT ENDOCRINE THERAPY: STUDIES



ADJUVANT ENDOCRINE THERAPY: PREMISES

+7%
+6%

+6%

62923 women in 88 trials 

without BC events after 5 

years of scheduled 

endocrine therapy



EXTENDED ADJUVANT ENDOCRINE THERAPY: CTS5

CTS5 (ATAC) was significantly 
prognostic for late DR in the 
ATAC cohort (hazard ratio, 2.47; 
95% CI, 2.24 to 2.73; P , .001) and 
BIG 1-98 validation cohort (hazard 
ratio, 2.07; 95% CI, 1.88 to 2.28; P 
, .001). 



EXTENDED ADJUVANT ENDOCRINE THERAPY: CTS5



EXTENDED ADJUVANT ENDOCRINE THERAPY: CTS5

REMIND!

- CTS5 was validated on a population including HER2 + 
patients when trastuzumab therapy was not yet a standard 
of care

- CTS5 was validated on a population of postmenopausal 
patients

NOT APPLICABLE TO ER+/HER2+ PATIENTS 

TREATED WITH TRASTUZUMAB!

NOT APPLICABLE TO PREMENOPAUSAL PATIENTS



PANEL DECISION ON A-ET IN POSTMENOPAUSAL WOMEN



PANEL DECISION ON EA-ET IN POSTMENOPAUSAL WOMEN



PANEL DECISION ON EA-ET IN POSTMENOPAUSAL WOMEN
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