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- Combined peri-operative lapatinib and trastuzumab
Long term results of the randomized UK EPHOS-B
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pathological response (pCR), and 13 RCB1 (as per the Residual Cancer

Endpoints and Statistical Analysis )
Burden score), all but two in the combination group. Univariate

« Central pathology review of cases with evidence of tumour regression ) Odds
calculated Residual Cancer Burden (RCB) class (RCBO[pCR], RCB1 + After median 6 years (IQR 5.2 — 7.4) follow-up, 28 women (11%) had breast P CL pvalue  patio

In early HERZ2-positive breast cancer -

Central pathology review identified 6 patients achieving complete Table 1. Factors associated with Ki67 falls >50%

Background

« EPHOS-B is a multi-centre randomized trial designed to investigate whether Multivariable - ful

anti-HER?2 therapy given 11 days pre-surgery inhibited proliferation and/or 95% Cl

p-value

increased apoptosis in HER2-positive early breast cancer. [minimal]; RCB2/3 [moderate or extensive]). Cases without evidence of cancer recurrence and 19 patients died (all but one due to breast cancer Treatment —yoreatment 1/48 1 (ref) 1 (ref)

- Significant differences in Ki67 response (230% fall between baseline and tumour regression were considered RCB2/3. following recurrence). No treatment differences in RFS were found, except Treatm_evng 617;/16664 3246 4'371’%:;)'08 0001 36.77 4'871’fr7e7f)'86 <0.001
surgery) were observed between treatment groups and control, although no | pa 406 free survival (RFS) is defined from randomisation to local, regional for T+L (Sy-RFS 92% [95%Cl 89-97]) with improved RFS compared to T SR stans tve 49/146 125 066,236 049 088 035219 078
significant increases in apoptosis were seen [1]. or distant tumour recurrence or death from any cause, with second primar); alone (5y-RFS 87% [67-95%)]),but only marginally significant (p=0.046). - ~ve 28/100 1 (ref) 1 (ref)

* We report here 5-year outcomes and their association with peri-operative cancers censored. Five-year RFS rates were estimated by Kaplan-Meier No recurrences observed amongst 6 pCR patients; only 1 local recurrence status Mis;;’; iggi 1'22 g'gf’ i';g L(F;;St 1'22 g'ﬁ’ iii LE;GGSI
response, including post-hoc exploratory analyses on stromal tumour across groups defined by treatment, and by peri-operative changes in ki67: amongst RCB1 (5y-RFS 92% [67-95%)] for 90%[85-93] in RCB2/3). * 1o 3893 T (ren ' ' 1 (ren '
infiltrating lymphocytes (TILS). %reduction (>50%, 10-50% or <10%/no fall); or absolute change (from For patients with =50%ki67 reductions, only 2/72 local recurrences (one Grade 3 30/119 069 0.46,1.04 0.080 045 0.22,091  0.027

[1] Bundred N, Cameron D, Amstrong A et al (2016) Effects of perioperative lapatinib and high[ZiO%] QI‘ |OW[<.10%] 67 at.base”ne 0 hig_h/lovy at surgery. For these followed by distant recurrence) were observed; 17/77 events in the group Size iigz 42051/18293 0.95 0.513’(?21 0.87 0.81 0.412,(rle.f5)>4 0.51

trastuzumab, alone and in combination, in early HER2+ breast cancer - the UK EPHOS-B trial analysis, patients with pCR were included assuming ki67=0% at surgery. with 10-50% reductions (15 distant recurrences, 2 local only) and 7/82 Age 68/212 0.99 0.97,1.02 069 1.00 0.97,1.04  0.88

(CRUK/08/002) European Journal of Cancer;57:51-S8. « Central scoring of TILs on scanned H&E baseline and surgery slides was events (6 distant, 1 local only) in the group with no relevant reduction; RFS BL Ki67 68/212 099  0.97,1.01 027 1.00 098,102  0.99

conducted post-hoc according to the International TILs Working Group. was significantly different between the 3 groups (P=0.002, Figure 3), even in HER2 68212 104 098112 016 105 098113 019

Methods

Trial design: In Part 1 patients were randomized (1:2:2) to no perioperative

Baseline TILs (bTILS) [low <20%, high >20%] were explored across
treatment groups, and associated with trial outcomes. Changes in TILS in
patients without pathological regression were also correlated with RFS.

the presence of other prognostic factors. Only treatment seems to drive ki67
=250% reductions at surgery (Table 1).

Most tumours were highly proliferative at baseline (>10% ki67, 98%); those

Table 2. RFS by TILs at baseline and at surgery

RFS

S-year
RFS

Log-rank

95%Cl
p-value

event

treatment (control), trastuzumab only or lapatinib only. Emerging evidence 18% with low values at surgery (“High-Low”+”’Low-Low”) had better RFS Baseline TILS
he efficacy and safety of combination anti-HER2 therapy led to Part 2 in Results t than th ith “High” levels still (p=0.04, Fi 3). In RCB2/3 ool
or;] _t he efricacy | y ; I _ : PY oo outcome than those wi igh” levels still (p=0.04, Figure 3). In <=20% 180 23 (13%) 89% 83-93 0.10
:’V ICt' %atlellitst wetre a ocst(el 1to2)cocn)tro ’ ﬁezrg);oeratt_lvettrastuzumad onfy (c)lr . 257 pts randomised, 223/257 for primary endpoint, 231/257 for association patients, achieving lower TILs at surgery indicated better outcome (Table 2). >20% 50 2 (4%) 96%  85-99
apatinip an Frastuzuma .1.Z2). overa atents were ranaomisead, ' . 0 e ' . _ _ _ _ _
Paprt 1:130 (Nov_lo to Ju|-13) Part 2:127 (Aug_1p3 to Sep_l5) k|7 W|th RFS 67 /0 ER'pOS|tlve, medlaﬂ tumOUI‘ SiZze Of chm F|gure 3 RFS Kap'an Meler curves by k|67 per|operat|ve Changes Surgery TILS (Only RCBZ/B)
’ ' « As previously reported [1], Ki67 response (230% fall) was: Part-1 66%lL, . o <=20% 122 20(16.4%)  86% 7891 0.021
Figure 1: EPHOS-B trial design 37%T, 5%C (P,,+=0.007, P, ,.<0.0001), while in Part-2 74%T-+L, 45%T, 7%C S e . =5 . >20% 65 3(46%)  95%  86-98
(P14+.,7=0.02, P1,,,c<0.0001). T, T iﬂ; Change in TILS (only RCB2/3)
/’m Control (N=29 : o . o Tmm . L ® - . ]
PART 1 PART 2 ( ) Figure 2: % change in ki67 from baseline to surgery 28 - 28| No significant increase 152 21 (13.8%) 88% 81-92 0.16
. . T t b N_57 R d . . _ 100 * X X x oK X x X x 100 x o 0 X XX XX X X X ‘q:: E . ‘;E; ﬁ Increase >20% 35 2 (57%) 94% 79'99
Randomisation rastuzumab (N=57) an o.mllsatlon Trastuzumab (N=32) 0] PART-1 0] PART-2 > gé%%z_r 595/? ((gg_?(c):ol;. > 5.year RFS (95%CI) by AKi6T:
| - _ L (69-88) : high-low: 97% (83-100 Conclusions
Lapatinib (N=51) Trastuzumab+Lapatinib (N=66) 4o- 40- z o <10% or none: 91% (83-96) X o Iol\?v I-o(\)/vw'100°; (( Y )
c c - . 0\~
L . . L . 7 2 I 2 Log-rank test (strat.trt) p=0.002 2 « After 6 years median follow-up, less recurrences were observed In
« Eligibility: Newly diagnosed women with HERZ2-positive invasive breast 0+ 0 s e | 29 | 29 | Log-rank test high_sq vs low_sg (strat.trt) p= 0.04 . y_ . . ) P, . 0
cancer due to undergo surgery; LVEF=55% was required for trial entry 201 N IIIII I Ill- W Ki67 Shreducton 250% o righhigh patients with perioperative falls in Ki67% of 50% or more.
y = . i S —— Ki67 %reduction 250% R —— high-hig
_ . 40 40 — - Ki67 %reduction 10-50% — nigniow | * Early response (pCR/RCB1 or Ki67 reductions >50%) after 11 days pre-
* Treatment: Treatment started 11 days(+2/-1) before scheduled surgery: .o o0 = KIGT Yareduction <10% or no reduction 3 onlow operative anti-HER2 dual therapy identifies cancers dependent on the
trastuzumab: iv days 1&8 (6mg/kg) and 15-19 (2mg/kg); lapatinib: orally for s 80 s | | . . . | s | | | | | . . . o -
_ _ : | | 0 1 2 3 4 5 6 0 : 2 3 4 5 6 HER2 pathway and provides a strategy for individualising treatment,
28 da.ys (Part'l. 1500mg/day, Part'z. 1000mg/day) . Adjuvant treatment a.S -100 -100 4 Ass Aa 4 Years from randomisation Years from randomisation . . .
: ~ pCR| PCR | . j Including de-escalation of therapy. .
per |Oca| practlce in breast breast risk (events) risk (events)
' — - — 550% 72 (0) T (0) T (1) 69 (0) 69 (0) 57 (1) 33  high-high 189 (4) 184 (3) 179 () 172 (1) 163 (2) 14 (3) 78
] rastuzumab [ | L?patlnlb [ control B Trastuzumab C.omblnatlon [ control 10-50% 77 (3) 74 (2) 71 3) 68 (6) 62 (1) 53 (2) 28 highlow 38 (0) 38 (0) 38 (1) 37 (0 37 (0) 30 (0) 16
° FO”OW-Up. Every 6 months for 2 years, then annually. ° Localrec.only  x Distant rec. (+/- local) ° Localrec.only ~ x Distantrec. (+/-local) 4 RCB1 10%ornone 82 (1) 81 (1) 79 (@3 76 (1) 73 (1) 65 (0) 37 lowlow 4 (0) 4 (0 4 (0 4 (0 4 (0 4 (0 4
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