Methods

Introduction

e |n the CREATE-X trial, addition of adjuvant capecitabine after standard-of-care neoadjuvant e Data were extracted from the Tempus database, a library of de-identified, real-world clinical and molecular data derived from
chemotherapy improved clinical benefit in patients with early-stage TNBC'
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US patients

¢ |ncluded patients were >18 years of age; had received adjuvant capecitabine (administered within 6 months after primary surgery)
for HER2-negative eBC between January 1, 2016, and November 11, 2022; and had known BRCA test results (germline or somatic
BRCAmM or non-BRCAmM, determined by germline or tumor testing) (Figure 1)
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@ Key inclusion criteria

e HER2-negative eBC
e >18 years of age

¢ Received adjuvant capecitabine (<6 months after primary surgery)
between Jan 1, 2016, and Nov 11, 2022

e Known (germline or somatic) BRCA test result

— The FInXX trial found that the addition of capecitabine to standard-of-care chemotherapy only
improved recurrence-free survival in patients with non-BRCATm-like TNBC?
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e Description of demographic and clinical characteristics ™)

Tempus ¢ Description of treatment patterns Evaluation:
clinicogenomic database e Estimation of IDFS? | Overall
e By BRCA status

e Estimation of DDFS?2 Bv HR stat
e By Status

— All patients underwent either Tempus or third-party molecular testing

— Some studies have noted a decreased benefit of capecitabine in patients with basal-like tumors, — Patients who had received neoadjuvant capecitabine <90 days from diagnosis were excluded

which are enriched in BRCA1m breast cancers®” — Patients who had received adjuvant CDK4/6 inhibitor, PARP inhibitor, or immunotherapy were also excluded

e Unknown BRCA test result
e Receipt of neocadjuvant capecitabine <90 days from diagnosis

e Estimation of OS?

e This retrospective study explored the effect of adjuvant capecitabine in a real-world cohort of e Demographics, clinical characteristics, and treatment patterns were described e Receipt of adjuvant CDK4/6i, PARPI, or immunotherapy | After the frst breast surgery with curative et —
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Results

e The median IDFS was 16.6 months (95% CI: 15.0-20.5) in the overall population (n=269)

e The median IDFS was higher in patients with HR-positive/HER2-negative tumors than in
patients with TNBC, and lower in patients with BRCAmM than in patients with non-BRCAM

e |n total, 269 patients receiving adjuvant capecitabine with known BRCA status were
followed for a median of 23 months (Table 1)

— Most patients had TNBC (n=192/269, 71.4%); approximately a quarter (n=71/269,

Objective

A. IDFS by BRCA status? A. DDFS by BRCA status®

e This retrospgctlve study aimed to assess thg real—worlld clinical benef!t of adjuvant capgmtabmg Ig p.atlents with 26.4%) had HR-positive/HER2-negative 6BC. and six had unknown subtype BRC AT vy (Figure 2)
HER2-negative early breast cancer (eBC), with and without pathogenic/likely pathogenic mutations in the genes | | (n=22) (n=22) e The median DDFS was 18.1 months (95% Cl: 16.1-22.4) in the overall population (n=269)
BRCAT1 and/or BRCA2 (BRCAmM) e BRCAmM were reported in 8.2% (n=22/269) of patients (TNBC: n=15/192, 7.8%; Events, n (%) 14 (63.6) 148 (50.9) Fvonts, (96 4 (63.6) 135 (54.7) . " o1 m | -1 16, | |
HR-positive/HER2-negative: n=7/71, 9.9%) DRS. months " 6o oS monthe 1ae j01 e The median DDFS was higher in patients with HR-positive/HERZ2-negative tumors than in
Conclusions Y The medlan age at eBC dlagﬂOSIS was 53 yearS, and was |Ower among pa'tlen'ts Wlth (95% ClI) (10.7-NE) (15.1-20.8) (95% CI) (10.7-NE) (16.4-22.6) pFa.tleﬂJ[S ;Vlth TI\ BC, aﬂd |OW€F 1N patlentS Wlth BRCAm thaﬂ 1N patleﬂtS Wlth ﬂOﬂ-BRCAm
BRCAM versus non-BRCAM (44 vs 54 years, respectively) o IDFS rates, 5% y . o0 DDFS rates, 9% . . (Figure 3)
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e Data from this real-world study of patients with known BRCA status who received adjuvant capecitabine for | . (95% Cl) (32-74) (62-74) __ (95% Cl) (36-78) (66-78) * OS by BRCA status and tumor subtype is shown in Table 3
HER2-negative eBC suggest a potential trend for shorter invasive disease-free survival (IDFS) and distant disease- 90 - M, 18-month 40 48 90 - _l_ 18-month 40 50 — Data reported are descriptive, unadjusted, and were limited by the small number of OS
free survival (DDFS) in patients with BRCAmM versus non-BRCAmM —|L (95% Ci) (19-60) (40-54) (95% Cl) (19-60) (44-59) events recorded in the database
— However, these results are descriptive, unadjusted, and were limited by the small number of patients b BRCA status ULl X T 80 - _‘ oeok O 555 0742 80 - —[‘ 060k O 555 5240
th BRCAM BRCAm HR+/HER2- TNBC b i
Wi (N=269) (n=22) (n=71) (n=192) o - -
— Future work will inplude cor?firmatc?ry analyses in larger retrospective cohorFs and longer follow-up times to ggez ir=;ltne(ll3(§>R<;liagnosis, years, 53 (43-61) | 44 (30-57) 54 (44-62) | 56 (43-61) 51 (43-62)
compare the survival of patients with BRCAmM or non-BRCAmM HER2-negative eBC o %) 50 - 50 -
ace, n (% o
o Thi§ and fgture studies will help to inform the personalization of treatments, including targeted therapies, for Asian 14 (5.2) 0 14 (5.7) 4 (5.6) 9(4.7) o\‘i > BRCA status Ot oo
patients with BRCAmM Black 36 (13.4) 7 (31.8) 29 (11.7) 10 (14.1) 25 (13.0) ® 50- P 50-
White 126 (46.8) 6 (27.3) 120 (48.6) 37 (52.1) 86 (44.8) o 8 HR+/HER2-
Other 29 (10.8) 1 (4.5) 28 (11.3) 5 (7.0) 24 (12.5) 40 - 40 - (n=71)
Unknown 64 (23.8) 8 (36.4) 56 (22.7) 15 (21.1) 48 (25.0)
Months of follow-up, median (IQR) 03 (14-34) | 24 (18-32)  22(13-34) | 27(16-35) 21 (13-34) 30 - 30 - Events, n (%) 5(22.7) 71(28.7) 16 (22.5) 58 (30.2)
- Prior history of cancer, n (%)
Plain Ianguage summary Yes 10 (3.7) 1(4.5) 9 (3.6) 3 (4.2) 7 (3.6) 20 - 20 - OS rates, % (35% Cl)
] ] Stage at primary diagnosis, n (%)
£ Why did we perform this research? | 13 (4.8) 2 (9.1) 11 4.5 2(2.8) 11 (5.7) 10 - 10 - 12-month 100 (NE) 96 (92-98) 98 (90-100) 95 (90-98)
Eﬁ e (Capecitabine is sometimes used after surgery in patients with tumors lacking the HER2 protein (HER2-), as this | 120 (44.6) 10 (45.5) 110 (44.5) 30 (42.3) 87 (45.3)
has been shown to improve clinical outcomes compared with a ‘watch and wait’ approach Il [including A, B, and C] 93 (34.5) 8 (36.4) 85 (34.4) 30 (42.3) 61 (31.8) 0 . . . . . . 0 . . . . . . 18-month 100 (NE) 89 (83-92) 95 (85-98) 87 (81-92)
e Mutations in BRCA1 and BRCAZ2 genes (BRCAmM) can affect how patients with breast cancer respond to Unknown 43 (16.0) 2 (9.1) 41(16.6) 9(12.7) 33(17.2) 0 ° 12 18 24 30 30 0 ° 12 18 24 30 30 - 56 (54_06 51 (7486 o1 (80-96 6 (7084
some treatments BRCAm present, n (%) 22 (8.2) 22 (100) 0 7(9.9) 15 (7.8) Time in months Time in months en (54-99 (74-89 (8099 70=84
e TO date, there is limited information on how patients with BRCAm I’eSpOﬂd to CapeCitabine after Surgery aCategories with >75% missing data not included. PSix patients with unknown tumor subtype are not shown. Number at risk Number at risk
to treat their breast cancer BRCAmM ¥ 20 11 8 3 2 2 BRCAmM ¥ 21 12 8 3 2 2 aSix patients with unknown tumor subtype are not shown.
— Understanding this will help to inform the tailoring of treatments to patients with BRCAmM * Most patients (n=245/269, 91.1%) had received >1 neoadjuvant therapy for a median of 247 215 127 78 51 37 15 247 218 134 84 54 41 18
133 days (Table 2)
How did we perform this research? , , , _ B. IDFS by t btype2® B. DDFS by t btype2®
| P | o - — Among patients who had received neoadjuvant therapy, n=232/245 (94.7%) received y tumor subtype y tumor subtyp
e This study looked at data collected from routine clinical practice in the USA chemotherapy only Abbreviations
e All patients were adults who had early-stage breast cancer that did not have a protein called HER2 | | | (n=71) (n=192) (n=71) (n=192) | | | |
Tphe tumors of some patients had ;/strogen /progesterone receptors (hormons receptor—positive). whereas e [he median duration of adjuvant therapy was 168 days Events, n (%) 39 (54.9) 118 (61.5) Events, n (%) 36 (50.7) 108 (56.3) BRCA(mM), BRCAT or BRCAZ gene (mutation); CDK4/6(i), cyclin-dependent kinase 4/6
B B ! . . . L . inhibitor); ChT, chemotherapy; (m)DDFS, (median) distant disease-free survival; eBC, earl
tumors of others had no hormone receptors (triple-negative breast cancer) — Most patients with TNBC receweo! capecitabine monothgrapy as adjuvantl therapy 8I5[())/|§Sé|;nonths (15.?—.229.8) (12_:35_-167_8) g?"[/z':gl) monhe (16.222—.;9-8) (14-‘:9?.290-8) (breast C;ncer' HER2(-) hurgén(eg)idermal( growth)factor receptor 2(-negative); HR(+) '
e All patients had received capecitabine treatment after surgery and underwent genetic testing that included the (n=176/192, 91.7%), whereas patients who had HR-positive/HER2-negative tumors DFS rates, % DDFS rates, % hormone receptor(-positive): (M)IDFS, (median) invasive disease-free survival: IQR, interquartile
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BRCA7T and BRCA2 genes primarily received either capecitabine monotherapy (n=37/71, 52.1%) or capecitabine 100 - T 12-month o 64 100 -t 12-month 79 69 | . | . . . P
9 olus hormone therapy (n=29/71, 40.8%) g (95% Cl) (64-86) (56-71) " 95% Cl) 65-87) 6276) range; NE, not estimable; (m)OS, (median) overall survival; PARP(i), poly(ADP-ribose)
e \We compared how long patients with and without BRCAmM and those with and without hormone | | | Y | oot o » | - o 26 polymerase (inhibitor); TNBGC, triple-negative breast cancer; US, United States.
receptor-positive tumors survived without their cancer coming back — A slightly higher proportion of patients with BRCAmM versus non-BRCAmM received 90 - 95% Ol s 71 33.49) 90 -+ 95% Ol w773 824
capecitabine monotherapy as adjuvant therapy (n=20/22, 90.9% vs n=199/247, 80.6%) S » . S 26 .
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aDDFS: The length of time from index date to the date of distant recurrence, second invasive cancer, or death.®
°Six patients with unknown tumor subtype are not shown.

3IDFS: The length of time from the index date to the date of recurrence, second invasive cancer, or death. Excludes in situ cancers.?
bSix patients with unknown tumor subtype are not shown.
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