Long-term follow-up of neoadjuvant dual anti-HER2 therapy with trastuzumab and lapatinib plus paclitaxel, with or without endocrine
therapy for HER2-positive primary breast cancer: Neo-LaTH (JBCRG-16) study
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Background: Results: Fig.3 Fig.4

Human epidermal growth factor receptor 2 (HERZ2)-positive (+)  Among the followed-up patients (n=212; Table 1), the 5-year disease-free survival (DFS) rate

breast cancer has traditionally been associated with a poor was 87.8% (95%CI, 82.5-91.6); it was higher in patients who achieved CpCRypNO after

prognosis,’ however, with the development of HER2-targeted neoadjuvant treatment than in those who did not (91.7% vs 85.1%; p=0.0387) (Fig. 2). —M
therapy, the prognosis of HER2-positive breast cancer has « Among non-pCR patients, G2b (defined as only focal invasive tumor residues confirmed in

markedly improved.23) Moreover, dual blockade of HER2, such as the removed breast tissue; near pCR) was confirmed in 20 patients (9/35 ER- patients and

with trastuzumab and lapatinib, promises an increased pathological 11/78 ER+ patients). % %

complete response (pCR) rate compared with single blockade in  The 5-year DFS rate was higher in patients who achieved QpCRypNO (CpCRypNO plus near = =

the presence of chemotherapy for HER2+ primary breast cancer. pCR) than in those who did not (91.3 vs 84.2; p=0.0170) (Fig. 3). g $ 0] == G 2 Coemon vt sinar v regimen

We previously reported the results of the Neo-LaTH study (trial no: ¢ Adjuvant A-based therapy was performed in 48.6% (102/210); 5-year distant DFS was similar 7 7 Feihoug A mon- G ENDiioud ety regimen

UMIN 000007576), comprehensive pathological complete response between patients with and without adjuvant A. In the ER+ cohort, the 5-year distant DFS rate . Kaplom e er st IR e
plus ypNO (CpCRypNO) was confirmed in 46% (98/212) of total ranged between 90-93% in patients who did not achieve CpCRyoNO regardless of use of
patients, and in 62% and 34% of ER-negative (-) and ER-positive adjuvant A (Fig. 4). D e v s s .

Four (T3N1 in 3) patients had brain metastasis; 2 of them had achieved CpCRypNO and 2 3 :

Survival Time (year) Survival Time (year)

adjuvant A-based therapy was omitted. - ianpescat ik

Yes 118 107 106 Group 1 14 14
No 93 80 76 Group 2 25 25

(+) patients, respectively.) Long-term 5-year follow-up after surgery
has been successful. Here, we report the survival outcome of
patients enrolled in the Neo-LaTH study.

Methods:

Group 3 53 51
Table 1 Group 4 21 20

The randomised phase Il, five-arm study was conducted between Discussion:

Marlch t20t1hz ar]:fq Septerr(;berf2:)13flln 16tnce.tr)1terz Itn Je?[pan to b (6 Median Achieving CpCRypNO after neoadjuvant treatment is a predictor of good prognosis. We
feo\ﬁ:) \lfjvz g , el ae ;?i?]?t))’ :rr:d igsiuyzgmgga ||3|S ngemras :éil:;(ae I ((1 2WV\)/) TN staging befor | found that ac_:hieving QpCRypNO IS also associgted with a favorat_)le outcome, as
with/withoa/t prpolonged i HERD thererl)py vior toycaemotherapy T e lesion c von 6 . q 1 oo compared with those without pCR. In these patients, a good survival outcome was

(125)  (268) (205) (27.5) observed regardless of use of adjuvant A-based therapy, thus, omission of adjuvant A-

31 29 26 26 26 138

(18 vs. 6 w), and in ER+ patients, with/without endocrine therapy, 05) €04 64 667 650 6D based therapy may be considered. However, brain metastasis did occur in some cases,
for the J’[trfe?ltment OftHdERf; %rlr:larytbr?fast caJncier8(F2|%.1 29). Fdo(rjtr;e e 9(22'5) @ 4(293'8) 028 3(;5) 34 Sj") z even in patients who achieved CpCRypNO. Thus, such risk should be taken into account.
present follow-up study, the data ctt-olt was July ¢, BlieeBlE) | o (00 (47 (61 (64 @0 (2 5 Although dual HER?2 blockade is generally less effective for ER+ patients, the 5-year
Wetrhe flxedl_on (')A\c:tct))ber 51, 2920. After s(LjJ.rge:y, tpr)]atler?ts_rgce,lved 2z 8 o 6 esuas 3 distant DFS in ER+ cohort showed a good outcome, regardless of use of adjuvant A-
anthracycline (A)-based regimen according to the physician's ggﬁ;gicalgmde 0 2042 124 0 0 3(14) E based therapy, suggesting that omission of the A-based regimen may also be considered

s o AR | GRS st i s
; , . Kaplan-Meier estimate

1 1 1 1 9 12 8 . SEsponsin Evens 3-year DFS S5-year DFS Log-ran -
Kaplan_Meier method was used fo assess survival curves. Ao @y o oy aw 10 BN EE EeuENETN] Conclusions:
Yes 8(8.2] 92.8(85.4-96.5) 91.7 (84.1-95.8) p=0.0387 0.424 0.188-0.956 . c . . .
614) (583) (439) (43.6) (415 514 _ m Pl e e e A Jood prognosis was observed with near pCR. The omission of adjuvant A-based

Lymph node 40 44 33 31 32 180

otactasis after 909 (©Ol7) (805 (19.5) (800)  (84.9) 1 T therapy may be considered in patients who had CpCRypNO / QpCRypNO after

surgery 40.) 2@2) .. 6 > 24(113) | SualTTe (yeat) neoadjuvant treatment, however, the risk of brain metastasis should be taken into
(17.1) (15.4) (12.5) Number at risk

0 2 (4.2 124) 2.1 3(7.5 8 (3.8 Yes 98 88 88 consideration.

Response to No 113 99 94
neoadjuvant 29 28 13 13 15 98 (46.2)

chemotherapy (659 (883) (317 (333) (375 '
(CpCRypNO)

e
6 weeks 12 weeks

Main inclusion criteria

® Females aged 20—70 years

@® Primary invasive breast cancer
® HER2+ (IHC 3+ or FISH +)

® (T1c-3NO-1MO) with a target lesion of =7cm C
@® No prior therapy for breast cancer (n=41)

® Provided written informed consent 6 weeks 12 weeks
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18 weeks 12 weeks
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(n=39)

-
6 weeks 12 weeks
Randomized: N=215

FAS for primary analysis: N=212
== ==

FAS for follow-up analysis: N=212 (n=E40)

-

Data cut-off on July 8, 2019 6 weeks 12 weeks
-,————————————————————

Data fixed on Oct 21, 2020 18 weeks 12 weeks

Lapatinib: 1,000 mg/day—>750mg/day I Trastuzuma b: 4mg/kg in week 1, 2mg/kg every week thereafter
Paclitaxel: 80mg/m? every week Trastuzuma b: 6mg/kg every 3 weeks
Endocrine therapy: leuprorelin 11.25mg (week 1, 13) + tamoxifen 20mg/day (premenopause), letrozole 2.5mg/day (postmenopause)

ER, estrogen receptor; FAS, full analysis set; FISH, fluorescence in situ hybridization; HER, human epidermal growth factor receptor; IHC, immunchistochemistry
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