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* Adjuvant en.docrlne therapy rec?mmendatlons for patients with invasive p— o T . Jotal cohort | Fulvestrant | Anastrazole | Tamoxifen * No serious adverse events or deaths occurred.
lobular carcinoma (ILC) are no different than for other breast cancer Aot = m— ’ [ Fulvestrant Day 21 (up to Z7) N=138 N=37 N=49 ELY] * Inthe fulvestrant, anastrozole and tamoxifen groups respectively, median
subtypes. biopsy: = (1)Blood draw | ; SUrgery oF Age, median years (range) 67 (48-86) 70 (48-89) 66 (49-85) 66 (50-84) * pre-treatment Ki67 [IQR]: 13.8 [13.5], 13.6 [8.7], and 12.6 [11.8]
* Due to unique differences in estrogen pathway signaling of ILC, identifying cziem || E W (2)Core biopsy B | Anastrozole |mp| O e e ce + post-treatment Ki67 [IQR]: 4.8 [5.4], 4.5 [5.4], and 5.7 [10].
biological markers of ET sensitivity or resistance could have a major impact ER+ Her2- g (Research biopsy core bicisy
on its clinical management. Post- = or archival tissue) @ - Tamoxifen AEIEL 2(1.5%) 1 : 1 C lusi
. . . menopausal N . Ki67 . Ki67 0 onciusions
* Pre-clinical studies suggest that fulvestrant may be more effective than m . | ER. PR a0 ecadarn . EX.Bipizijecadbienn Black 15 (10.9%) 5 5 5
anastrozole or tamoxifen for ILC. . L Studv Sc * Correlatives R SaImERTIves Other 4 (2.9%) 1 2 1 * A greater statistically significant post-treatment reduction in Ki67 was seen
R . . . igure 1. Study Schema. . . . . .
* Here we test reduction in the proliferation marker Ki67 as a surrogate for & y White 117 (84.8%) 30 47 45 in ILC core needle biopsy of patients treated with Fulvestrant v tamoxifen.
treatment response to endocrine therapy. - * Interestingly, reductions in Ki67 were generally observed for tamoxifen,
- nicity . . . . : . . g
Tomline200) | despite clinical concerns about its reduced efficacy in ILC. No significant
- — T Al peliie 8 (5.8%) 2 ~ 2 differences between tamoxifen and anastrazole were found in the primary
Fulvestrant Anastrozole Tamoxifen ) ) ) ) ) )
TRIAL DETAILS: (n=62) (n=66) (n=73) Unknown 7 (5.1%) 2 3 2 * Correlative studies are planned to determine whether Ki67 reduction is
e open label, randomized, controlled, multicenter phase 0 window of WITHDRAWAL: WITHDRAWAL: WITHDRAWAL: Presenting clinical stage assdo/ua'Fed mth alter?t|o:; n expre:su?;\ Ic;f ER or-ER-reguIatecilc ge.nes g
. . ana/or in other novel patnways, potentia opening avenues 1or improve
opportunity trial (NCT02206984) Prior to start Prior to start Prior to start IA 54 (39.1%) 10 22 22 treat t strategies | p|LC Yo P yopP & P
INCLUSION CRITERIA: (n=11) (n=5) (n=5) 5 e ) , , reatment strategiles In .
. e . . (0}
* Postmenopausal women, previously untreated hormone receptor-positive, = = RS . = - = '
. . . . . rior to surg/bx = rior to surg/bx rior to surg/bx 7 = 0
HER2 negative ILC measuring > 1 cm, centrally histologically confirmed on (n=5) 4 jﬂ‘eﬁ;’:;jis‘j;“z‘;}"‘l’ (n=1) : 0D (hes (n=2) ¢ 1.:/%'23(:"'51.3(,1:1) A >1(37%) 18 > 18 Limitations
diagnostic core needle biopsy | 1B 19 (13.7%) 5 7 7
EXCLUSION CRITERIA: Completed Completed Completed A 4 (2.9%) 1 1 5 . Re;uflts Ef wmdkow gf oriportunltty trials, \;vgfle ctrlltltcal folr :tutdymidrl:g e:fects on tumor tissue
. : . L (n=46) (n=60) (n=66) and for biomarker development, may not directly translate to patient outcomes.
Stage IV, prl-or/concurrent HRT, en('joc_rme therapy YVIthI!’] the I'aSt 2 years, ey 1B 5 (3.6%) 3 1 1 *  More withdrawals from Fulvestrant (injection) arm vs anastrozole and tamoxifen (pill) arms.
concurrent illness, thromboembolic disease, bleeding diathesis | e 11075 0 . 0 *  Ki67 pre-/post- pairs were “not evaluable” if ILC was not confirmed on central review or if tissue
TRIAL DESIGN Ki67 pre- & post- || Ki67 pre- & post- Ki67 pre- & post- || Ki67 pre- & post- Ki67 pre- & post- || Ki67 pre- & post- R block exhausted, tissue non-adhered to slide or outside case could not be retrieved. On review of
e Conducted at 12 TBCRC institutions in US between 10/8/15 and 7/28/23 ev;:l:;;:)le not ?::I;)able e\;:l::gb)le not(iv:all:;-sble e\;:lzusazb)le not(iv:allz;;ble H-score, median (IQR) clinical pathology report, no circumstance of insufficient tissue post-treatment was due to pCR.
* Patients were randomized 1:1:1 to: Estrogen Receptor 260 (50 270 (43 248 (58 263 (40
| d 1and 1 Figure 2. Consort Diagram. 201 women were randomized, 172 completed their assigned treatment, 8 P (0] (43) (58) (40)
Fulvestrant (500 mg IM on days 1 and 15) and 138 had evaluable pre- and post-treatment tissue. Progesterone Receptor 140 (215) 120 (209) 125 (228) 140 (203) Acknowledgements
* Anastrozole (1mg/day) Table 1. Pre-treatment demographic and tumor characteristics were well balanced between We are grateful to:
e Tamoxifen (20 mg/day) treatment groups. »  the patients who generously volunteered to participate in this study and our patient advocacy partners at TBCRC, UPMC
. _ . . . _m Magee-Womens Hospital breast cancer Research Advocacy Network (bcRAN) and Lobular Breast Cancer Alliance (LBCA).
After 21-27 days Of treatr.nent’ patlents underwent operatlon (from WhICh d Fulvestrant Anastrozole Tamoxifen . Clinical Research Services (CRS) of UPMC Hillman/Magee-Womens Hospital (L. Borrasso, R. Kerney, T. Schneider) and the
core need|e blopsy Of reS|dua| tumor bed was taken) or a post-treatment x:;fgﬁ pre- 2.69 (06) 2.45 (08) 2.50 (08) i d?I'BCRCir_1(\j/e(s;t;)gators, research nurses and study coordinators for their efforts on behalf of the patients.
. . . 5 unding provided by:
Image-gU|ded core needle bIOpsy. Mean log post- e Komen Career Catalyst Research Grant (R. Jankowitz).
. 4 : ‘ . 1.47 (1) 1.43 (1.1) 1.79 (1) . AstraZeneca (provision of study medications).
PRIMARY ENDPOINT: Ki67 (SD) . Magee-Womens Research Institute Foundation and Susie MacDonald Fund (patient parking compensation).
d Change in Ki67 prOIiferation index, pOSt'treatment vs baseline S == FH i Fixed paired Funding support provided to the TBCRC by its foundation partners: Breast Cancer Research Foundation and Susan G. Komen.
—~ R —— [ S ool SN, == i
STATISTICAL ANALYSIS: g 2 , - == ey -1.22(1.1)  -1.02(1.1)  -0.72(0.8)
* Given the log-normal distribution of Ki67 measurements generally observed B ' ’ log (post/pre) References
in this population, values were log-transformed for statistical analysis [log 0 ! j : Adjusted
: Log (pOSt/pre) p-value . Sikora MJ et al. Invasive lobular carcinoma cell lines are characterized by unique estrogen-mediated gene expression
-1 :

(post/pre)]. A linear mixed model (gImmTMB R package) was fit that
adjusted for institutional-level random effects and allowed for treatment
level error variance. Post-hoc pairwise comparison of log(post/pre) were

patterns and altered tamoxifen response. Cancer Res. 2014 Mar 1;74(5):1463-74. PMID: 24425047.
. Fulvestrant vs Anastrozole 0.6643 . Metzger Filho O, et al. Relative Effectiveness of Letrozole Compared With Tamoxifen for Patients With Lobular Carcinoma in
-2 the BIG 1-98 Trial. J Clin Oncol. 2015 Sep 1;33(25):2772-9. PMID: 26215945.

Pre-Treatment Post-Treatment Pre-Treatment Post—Tr;:alment Pre-Treatment Post-Treatment Anastrozole vs Tamoxifen 0.2602 . Smith | et al. Long-term outcome and prognostic value of Ki67 after perioperative endocrine therapy in postmenopausal
; : : : women with hormone-sensitive early breast cancer (POETIC): an open-label, multicentre, parallel-group, randomised, phase
performed using Tukey adjustment for multiple comparison. Figure 3. Log Ki67 pre- and post-treatment with Fulvestrant, Anastrozole or Tamoxifen and corresponding statistical result. Fulvestrant vs Tamoxifen 0.0419 3 trial. Lancet Oncol. 2020 Nov;21(11):1443-1454. PMID 33152284.
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