Prediction of Distant Recurrence Using EndoPredict Among Women with ER-positive, HER2-negative
Breast Cancer with a Maximum Follow-up of 16 Years
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BACKGROUND RESULTS

e Treatment decisions for women with estrogen e Median follow-up was 9.6 years (range 0-16.6), an increase of 4.2 years over previous Reanalysis with longer follow-up : : — The low-risk group had a DRFR of 95.7% (93.4%, 98.1%) during years 5-15 post-
receptor (ER)-positive, human epidermal reports. (15 years) confirms that EPclin F ’Szf”' € énggﬁg'%f’sg t(i:;lt:t“/sejv Zf) diagnosis, while the high-risk group had a DRFR of 84.1% (78.9%, 89.6%) over this
growth factor receptor 2 (HER2)-negative is a significant predictor of DR estima period (Figure 2A).

s o aoeioon ot Table 1. Multivariable Cox model with EPciin score for distant recurrence in newly  °1or adlusing for oncalfactors, | "87® distant recurrence free at _ These results were signifcant regardiess of nodal status (Figures 28-C)

for adjulvant Chemgtherapy.and extended diagnosed patients according to nodal status. o Overall. 62.6% of batients had low (A) All Patients

endocrine therapy, respectively, 1-3 Positive Nodes risk EP,clin .chres,pand 10-year B e - Table 2. Multivariable Cox model with EPclin score for late recurrence in patients
e EndoPredict has been previously validated (N_"OZ) (N_1166) (N_453) distant reccurence-free rate (DRFR) 0-8- - - who were distant recurrence free after 5 years according to nodal status.

as a prognostic test in women with Characteristic HR (95% Cl) HR (95% Cl) HR (95% Cl) was significantly improved relative v 06l  EPdinLow

. . . - 195.7% (93.4%, 98.1% All Patients Node Negative 1-3 Positive Nodes
ER-positive, HER2-negative disease who EPclin® 2,55 (2.1, 3.08) <o 0001 1.68 (1.18, 2.37) o 0043 2.68 (1.77, 4.08) <o 0001 to those with high risk scores 2% IR N=1386) - 9795) N=362)
: — EPclin Hig — — —

received endocrine therapy only as part of Grade 1 reference reference reference - 1 515 Year DRFR: 84.1% (78.9%, 89.6%)

- (p<0.0001; Figure 1A). 0.2~ T Characteristic HR (95% CI) |p-value| HR (95% CI) |p-value| HR (95% CI) |p-value
the Austrian Breast and Colorectal Cancer gﬂg‘doer Grade2  1.16(0.71,1.90) 0.1944 1.20(0.62,2.32) 0.3684 1.75(0.62,4.97) 0.0076 owotick o 210 1 HR452(265,7.72) p<0.0001 e 256 8839 % 201 1939 W 343 7466 %
Study Group (ABLSG)-6 (tamoxiten-only Grade3  0.64(0.27, 1.50) 2.33 (0.76, 7.09) NE T DOWIISH WOmen nas | oy ean 5 6 7 8 0 10 11 12 13 14 15 ciin’ )
arm) and -8 trials, as well as the monotherapy DRFR of 95.5% (95% CI: 94.1%, Time in Years Grade 1 reference reference reference

L _ _ Age 1.02 (1.00, 1.04) 0.0361 1.02(0.99, 1.06) 0.1820 1.01(0.98, 1.04) 0.5424 97 0% hile hiah-risk had Tumor
arms of the Arimidex, Tamoxifen, Alone or in 7 5 e B B E— 0%), while high-risk women ha Number at risk by EPGiin risk grous oo Grade 2 1.33(0.61,2.88) 0.1313 1.84 (0.62,5.51) 0.5087 1.38(0.31,6.16) 0.0826
Combination (ATAC) trial.’® ' — ' ' — ' ' — ' a significantly lower 10-year DRFR Low 897 769 729 677 574 458 345 223 130 73 31 Grade 3 0.38 (0.07, 2.04) 1.51 (0.16, 14.67) NE
| 10-50% reference reference reference of 80.3% (76.9%, 83.9%; Figure High 489 419 387 354 299 244 182 129 74 47 22 A 100 (0.96. 103) 0.8918 100 (095 105) 0.9003 0.99(0.94 104) 07598
e Here, we further evaluate the prognostic value ER 51-80% 1.00 (0.58, 1.74) 0.8934 1.01 (0.44,2.35) 0.9358 0.52(0.22,1.23) 0.1788 1A). (B)Node Neaative I 0010.96,1.05) 0. 0010.95,1.05) 0, 99(0.94,1.04) 0,
of EndoPredict in the combined ABCSG-6 e 00 (041 20 043 (019 0.05 (B) Node Negative Ki67 1.01 (0.98,1.03) 0.7192 1.01(0.97, 1.05) 0.6049 1.01(0.96, 1.05) 0.8082
and -8 cohort with |0nger-term f()”OW-up and ] ° 92(0.54,1.56) 92(0.41,2.03) 43 (019, 0.99) — This SignifiCaﬂt difference holds 1'0_ B e e e e SR 10-50% reference reference reference
. 0-9% reference reference reference true reaardless of nodal status osd R —
compare 10-year distant recurrence (DR) and g Rl | S ER 51-80% 1.61 (0.58, 4.46) 0.3955 1.96 (0.40,9.57) 0.5258 0.46(0.11,1.91) 0.5842
5-15 years late recurrence according to nodal 10-50% 0.94 (0.59, 1.51) 1.12 (0.56, 2.23) 0.78 (0.33, 1.80) (Figure 1B-C). v 0@l — EPclinLow ;
PR . 0.5964 0.1359 0.9382 . ° |  5-15Year DRFR: 96.9% (95.2%, 98.5%) 81-100% 1.86 (0.71, 4.84) 2.23 (0.49, 10.14) 0.50 (0.13, 1.97)
status 51-80% 0.74 (0.47,1.17) 0.53 (0.25, 1.11) 0.85(0.41, 1.72) . 4 o
' e For patients who had not recurred O 0.47 — EPclin High 0-9% reference reference reference
81-100% 0.91 (0.58, 1.44) 1.11 (0.55, 2.22) 0.85 (0.40, 1.81) by 5 years post-diagnosis (N=1386) g,] 5715 Year DRFR:84.9% (75.1%, 96.0%) 10-50% 0.92 (0.42, 2.03) 0.57 (0.17, 1.85) 1.46 (0.36, 5.81)
' . - S "1 HR3.77 (1.84, 7.72), p<0.0001 V0 ' i ' T ' O
amoxTen ¥ reference reference reference EPclin was also highly prognostic of o "R 51-80%  0.78(0.38,162) -0 0.54(0.19,1.51) 20 180 (052,6.18) o
METHODS freament are %8 o o-15 years post-diagnosis after T0 T meinvears 0P 81-100%  1.23 (0.60, 2.52 1.07 (0.39, 2.89 2.10 (0.58, 7.66
_ - | | TAMonly  1.22(0.85, 1.74) 1.18 (0.69, 2.03) 1.06 (0.61, 1.84) . . - Time in Years -100% 23 (0.60, 2.52) 07(0.39, 2.89) 10 (0.58, 7.66)
e This analysis included 1702 patients with adjusting for clinical variables, _

e < P . i i usti i independent from nodal status Number at risk by EPclin risk group Tamoxiten * o rence reference reference
ER-positive, HER2-negative disease who Hazard Ratio (HR.) per unit sc.:ore after adjusting for age, .tumor graqe, Kio7, ER, PR, an.d treatment. Nodal Low 764 656 626 570 491 390 295 190 114 65 27 Treatment Anastrazole 0.9280 0.8997 0.2279
received endocrine therapy only (n=1166 NO; sta:[tus and tumct)r sn;e;re not Tcluded becet\use these variables are included in the EPclin score. ER, (Table 2). High 212 180 169 151 122 102 78 51 30 16 9 TAM only 0.98 (0.57, 1.66) 0.95 (0.44, 2.07) 0.60 (0.26, 1.37)
n=453 N1_3; n=83 N24; Table 1). esirogen receplor, , progesterone receptor AN A A rer o ME 4

) .V?//i\’:ﬁrlrc])?/\? (C) 1-3 Positive Nodes *Hazard Ratio (HR) per unit score after adjusting for age, tumor grade, Ki6/7, ER, PR, and treatment. Nodal
o All women were pOSt'menC)pausal a_nd cPcl R . status and tumor size are not included because these variables are included in the EPclin score.
received 5 years of adjuvant endocrine Figure 1. Kaplan-Meier curves of estimated DRFR for patients with newly diagnosed disease. i 53!'3” " 0.8- o 3
d etier | — EPclin Low
therapy alone (no chemotherapy). (A) All Patients (B) Node Negatlve (C) 1-3 Positive Nodes ong-term (L 067 5-15Year DRFR: 87.0% (72.4%, 100%)
e Prognostic value of EPclin score and EPclin O e B s outcomes 5 04 A 77 1%, 91.6%) CONCLUSIONS
risk category (high, low) on the risk of 0.8 08 o8- TR h o] T o ETE A LT LA
. . . _ | . ; 1 N ; 1 | ; an 2" 00 (1.03. 8.71). =0. . . . ) ]
distant recurrence adjusted for patient anc 061 010 voar DRFR: 96.5% (94. 1%, 97.0%) & 06] 010 Yoar DRFR: 95.5% (94.0% 97.1% & 06 510 Yoar DRFR: 95.6% (62.2%, 89.1% EPclin 0 |HR3|OO (|1 - |871|) : ?033|7 o ) Heearfs\)lvreecszhfr\gntc?: :‘oErZCallltr']eiEcjsC Ce'tsr?f;g%/hprwrgglec’[:er\cl;sa\liog eaarlwrcllyn(c())dl()pscl)es?trS)eadr']geljéee o1
- - | 0 P 0 o] 0 y u | Wi - \% -positive di .
disease characteristics was evaluated using B 044 EPcin High & 04! EPiin High B 0.4 — Epgin High high-risk 5 6 7 8 Tigme1i2 Y;; rs12 13 14 15
multivariable Cox proportional hazard models. 4,] 0-10Year DRFR: 80.3% (76.9%, 83.9%) ] 010 Year DRFR:87.0% (826%, 91.7%) 9o 0-10 Year DRFR: 80.9% (75.9%, 86.1%) patients e e This analysis of longer follow-up on previously published cohorts'* confirms that EPclin
_ _ ] < | ' . . . <0. | 1 _ umber at riISK oy Clin riISK group . . . . .
e Kaplan-Meier estimates were used to ; IHIR4I.77I(3.|37,|6.6|57),|p Io.oloml o . HR 3.48 (2.18, 5.56), p<0.0001 i o] HR365(173.768).p=00008 (HR 4.52, o 1m 119 100 97 8o &7 40 3> 15 7 4 can identify a large group of patients at low risk of distant recurrence after 10 years who
evaluate DR according to EPclin class and 012345678 9101112131415 01234567809101112131415 012345678 9101112131415 95% ClI High 230 198 182 174 151 121 86 61 33 22 7 may be adequately treated with only 5 years of adjuvant endocrine therapy.
were Compared using Iog rank test Time in Years : Time in Years : Time in Years 2 65-7.72 Wid | _ £ . s after 12
. : : 0o-1.12; e, overlapping confidence intervals after P - - o A
Number at risk by EPclin risk group | Number at risk by EPclin risk group | Number at risk by EPclin risk group p<0 0001) yelars OlnyHOE/)vFiIuSare dlue to IOIW numbers of ¢ Repl!catlon of these reS_UItS for Fhe distant relcurrenge pe”Od (5'1 O yearS) Indicates that
e Analyses were performed for the overall Low 10661058 104210281009 897 769 729 677 574 458 345 223 130 73 31 |+ | Low 907 901 886 874 858 764 656 626 579 491 390295190 114 65 27 | Low 158 156 155 153 150 132112102 97 82 67 49 32 15 7 3 ' ' uabl fients at th ater i ot EPclin scores are also informative for selecting patients who may safely forgo extended
cohort, by nodal status, and for patients who High 636 610 601 566 539 489 419 387 354 299 244 182 129 74 4722 | High 259 255 250 240 232 212 180 169 151122102 78 51 30 16 9 | | High 295 288 279 262 253 230198 182 174151 121 86 61 33 22 7 €valuable palients at (nese later ime points endocrine therapy.

were DR-free at year 5 (late recurrence).
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