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NAC in Istanbul University
Institute of Oncology

® About 30% of newly diagnosed non-metastatic breast
cancer cases treated with NAC

¢ Clinic and Pathologic N +

® Pts w/ large tumors desiring BCS

T4 cases
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Trials on neoadjuvant (primary, preoperative) chemotherapy
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NO-2, MO incl. T4 = GeparSepto: Paclitaxel-EC vs nab-Paclitaxel-EC
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NO-2, MO excl. T4 = Genevieve: Triple Neg or Luminal B/Her2 normal: Cabazitaxel vs. Paclitaxel
Sono >1,5cm;
MO incl. T4 = NeoPHOEBE only Her2+: Trastuzumab +- BKM 120
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NAC — pathologic change

® NAC changes
® The pathologic extent 80-90 %

® Pos. Lymph node (s) convert to neg. 20-40 %
® Her-2 positive tx with trastuzumab 70 %
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Can NAC change the local tx?

® Surgery after NAC

® Breast conserving surgery could be done [init mastectomy candidates]
® Sentinel lymph node dissection
® Could be done after NAC [tc99m+blue dye and 2 nodes should removed]
e But still is not an accepted alternative to ALND [aLLiANCE A011202]

® Radiotherapy after NAC

® Could lymphatic radiotherapy be omitted in conserved breast?
® Could Postmastectomy radiotherapy be omitted ?
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Source of information

® Retrospective studies mostly from MDACC

® Combined analyses NSABP B18-B27
® Prospective cohort
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Predictors of Locoregional Recurrence After Neoadjuvant
Chemotherapy: Results From Combined Analysis of

National Surgical Adjuvant Breast and Bowel Project B-18
and B-27

Eleftherios P. Mamounas, Stewart J. Anderson, James J. Dignam, Harry D. Bear, Thomas B. Julian,
Charles E. Geyer Jr, Alphonse Taghian, D. Lawrence Wickerham, and Norman Wolmark

Combined analysis of Prospective cohort

Neoadjuvant
No PMRT n
No lymphatic RT for BCS

?Receptor status?
?Grades?

Istanbul Universitesi

ONKOLOJi ENSTITUSU

Table 1. Distribution of Selected Patient and Tumor Characteristics
in NSABP B-18 and B-27 at Random Assignment (before
neoadjuvant chemotherapy)

NSABP Trial (%)

B-18 (neoadjuvant B-27
AC arm) (all three arms)
Characteristic (n=742) (n = 2,346)
Patient age at random
assignment, years
<50 51 57
= b0 49 43
Clinical tumor size at random
assignment, cm
cT1 (= 2.0) 28 14
cT2 {2.1-5.0) 59 57
cT3 (> 5) 13 29
Clinical nodal status at random
assignment
cNO 73 70
cN1 27 30
Combined clinical stage at random
assignment
cT1-2NO 65 51
cT1-2N1 22 20
cT3NO 8 19
cT3N1 5 10

Abbreviations: AC, doxorubicin/cyclophosphamide; NSABP, National Surgical
Adjuvant Breast and Bowel Project.




Predictors of Locoregional Recurrence After Neoadjuvant
Chemotherapy: Results From Combined Analysis of
National Surgical Adjuvant Breast and Bowel Project B-18
and B-27

Eleftherios P. Mamounas, Stewart J. Anderson, James J. Dignam, Harry D. Bear, Thormnas B. Julian,
Charles E. Geyer Jr, Alphonse Taghian, D. Lawrence Wickerham, and Norman Wolmark

® Median follow-up: 11,7 years

® Mastectomy + No PMRT (n=1,947)
LRR 12.6% (9.0% local; 3.6% regional)

® | umpectomy plus breast only XRT (n=1,100)
LRR 10.3% (8.1% local; 2.2% regional).
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The omission of lymphatic RT
in BCS
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The omission of lymphatic RT

in BCS

b

only breast RT %

Ten year LRR with preoperative chemotherapy and with Post BCS plus

> 50 years
cNO cNI
ypN(1-3+) 5.9 11.4
ypN(4+) 1.3 19.6
<350 years
ypN(1-3+) 12 21.1
ypN(4+) 15.6 o7\
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No PMRT after NAC
Stage A [c10-1 N1 or T2N0]

® cT2NO

e MDACC

® pCR (noinv. dis.) 0 % LRR without PMRT




No PMRT after NAC
Stage A [c10-1 N1 or T2N0]
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No PMRT after NAC
Stage |

® cT1-2NO-1
¢ MDACC n=181 no PMRT

5y LRR
* ypNO 1%
® ypN1-3+ 54 %
°* yoN>4+ 20 % p=0,03

® LVS| -- 2 %
° LVSI + 154 %




No PMRT after NAC
Stage IIA

e cI1-2NO
e NSABP trial
10 y LRR
* ypNO 6,5 %

® ypN1-3+ 11,2%
®* yoN>4+ 111 %




No PMRT after NAC
Stage IIB [ctan1 /m3N0]

® cT2N1/T3NO

® <35y all pts should receive PMRT




No PMRT after NAC
Stage |IB [ct2n1 mano]

® cT1-2N1

® NSABP trial

10 y LRR without PMRT
* pCR 0 %
® ypNO (no breast pCR)+ 10,8 %
® ypN1-3+ 14,4 %
° ypN >4 + 19,5 %




No PMRT after NAC
Stage IIB [ctan1 /m3N0]

e cT3NO
e MDACC
with PMRT  Without PMRT
* 5yLRR 4 % 24 %

p<0.001




No PMRT after NAC
Stage |IB [ct2n1 mano]

e cT3NO

® NSABP

10 y LRR without PMRT
* pCR 6,2 %
® ypNO (no breast pCR)+ 10,6 %
° ypN1-3+ 10,6 %
° ypN >4 + 19,5 %




No PMRT after NAC
Stage A [cTan1/To-3N2]

® stage Il
e MDACC
* pCR with PMRT  Without PMRT
°* 10y LRR 7.3 % 33,3 %
p=0,04
* 10 y DMFS 87,9 % 40,7 %

p=0,0006

* 10y OS 77 % 33,3%




No PMRT after NAC
Stage A [cTan1/To-3N2]

® cT3N1

® NSABP

10 y LRR without PMRT
® pCR 0 %
® ypNO (no breast pCR)+ 9,2 %
®* ypN1-3+ 14,7 %
°* ypN>4 + 27,2 %




No PMRT after NAC
Stage IlIB [c14 no-2]

e MDACC

5 y LRR without PMRT
42 %




St Gallen 2015
Neo-Adjuvant Chemotherapy

Approach to RT after neo-adjuvant therapy:

e Should follow the stage before neo-adjuvant
therapy? 68.3/22/9.8 1Y/ 2N/ 9A

e Should follow the stage after neo-adjuvant therapy?
24.4/65.9/9.8 1Y/ 2N/ 9A



The omission of lymphatic RT
in BCS -Conclusion
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Conclusion

® Patients with clinical T3-T4 tumors, pathological non-
complete responders in the axilla, and younger patients
(<35) with cT2N1 or worse disease should be treated with
RT according to retrospective data.

® Selected patients (cT1-2 cN1 and >40 years old) with a
pathological complete response (ypTO, ypTis, ypNO) after
NAC could perhaps be followed without PMRT and without
regional irradiation in the BCS
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Conclusion

® NSABP B51/Radiotherapy Oncology Group (RTOG) 1304
study, the randomized study of omission the PMRT and
lymphatic RT in BCS

® SLNB + radiotherapy vs. ALND+RT after NAC. Phase 3
randomized (ALLIANCE A011202) is still accruing pts.
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