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INTRODUCTION :

The standard-ol-cans raatment for hommons receplor-postiveuan epidarmal growth factar
receptor-negative (HR+HER2-) early breast cancer (EBC) has been aduvant endoaring
therapy (ET) ¢ chemotherapy (CT) for the last 20 ys'

Patients with HR +/HER2~ EBC remin atrisk of bt sary (5 yrs) andiste (5 ym)
recurmences despits standarc.of-cars aduvant ET, regardess of nodsl status™
Se\arll meta-analyses have been previcusly published on risk of breast cancer recurrence,

ugh none exist that includs cohorts niiating ET wihin ihe last decade, in which pracics
Pattems in e adjuvant sating have changsd sLbStansaly
Furthermors, thefe af no published meta-analyses on this topic since the publicabon of
recent E8C wals mvnnolmg cyclin-dependent kinase 4% inhilytor (COKA6i)

ireatments. ing these frisis is important o obisin & mare complets pichurs of
recurencs r-(n m mnu Inchsding patients trested with ET alone™®
Hers we present & meta-analys:s of Shor-temm invasive ecuence nisk amang ET2 CT
amms in randomzed controlled riais (RCTs) of patients with stags HIIC HR+HER2- EBC
Including recent COKA/8 trials, fo address thess gaps in the ltersturs

RESULTS

14 RCTs met he arieria for the systematic [eraturs review and were further chosen for dats exiraciion for the.

mets-analysis (1,353 studies screensd, 1,316 exchsdad, 22 inclided) (Table 2)

+ Data were extracted for 31,012 patients {stage HIIC) on ET = CT, amang whom 40 8% wers NO, 56.7% wers N+,

and nodal atus was not reporad for 2.5% (Table 2, Figure 1)
Table 2. EBC Trials Included for Meta-Analysis and Patient Characteristics
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METHODS

A systematic ltemture review of published adiuvant ET HRe/HERZ- EBC tmals (2013 or laier) was periormed. Triaks investigaing ad|

ET £ CT s actve or control am induded (Table 1); exisnded ET irisls wers exciuded since ms trials did

ot repar outcomes during the first 5 yrs of aduvant therapy

Dat . nodal status, grade, status, genomic risk score, and adiuvant reatments, where avaiisble, wers exirried from

salscted sudios

Survial curves were digiized 1 ottan ardmask invasive dissaseos or dsease-fros sunival estmates (DFSIDFS) at3 ana § yrst

A meta-analysis of IDFS/DFS proporiions Lsng a ran el with double e rsk of nvasive

recurrencs was calculsted using the formula: 100~ IDFS/DFS fo report dsk at 3- and S+yr Bdmarks for all patients with stage 1IC. HR+HER2-

EBC. regardess of nodal status. Syr miss are mpoted where avallable

Jyr Askwas analyzed separstely using Wials that reported IDFS/DFS by lyrrph node (LN) status (N 0 LN N1: 1-3LN. N+ any postive LN} and

menopaisal siats

Risk estimates wers aiso reported separstsly for control arms of COKA inals

Where data were avallabs, sensitiily analyses of M riskof FeCuTence BMong PNt with stags HIIC dissass wers perormed

= Sensitivity analysis 1 only included niais with fewer than 0% of patients with stage | of tumar &ize 52 cm (T1)

~ Senstvity analysis 2 limited the ET £ CT cohoris from non-COKA/6i taals 1o pabients with low 1o medium risk of reaurrencs scores based on
genomic iesting (ie, sxdudad Pland irial cohort with Oncotype DX mcurrencs scor [RS] <25; TAILORx, Oncotype DX RS <25; and
RxPONDER)
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Risk of invasive recurrence among patients with stage IHIIC disease receiving ET £ CT,

regardiess of nodal status

-« Thedyr

involvemant (12 riaks; n=31,012), was w. (Figure 2}

« The cormesponding 5y pooled risk (12 rials: n=30,139) was 12% (Figure 2)

 Tha 3yr pooled invasive recurrence fisk acoss ET + CT anms in the 4 COK4/6 tmals, which included stags Il patients
(n=B8TT). was 15% comresponding Syr rsulls were not reporied for al COKA/SI tnais (Figure 3)

« The Sy risk was similar betwesn those who were premenopausal or age <80 yrs (#%; 1=5.852) and postmencpausal or
age 250 yrs (11%; n=0,851) (Figun

with stage HIC d g ET 2 CT, mgandiess of nodal

Table 1. PICOS Criteria for Systematic Review

PICOS shment  Inclusion edteria Exchusion critarla
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Ieresmions - sdwart €7 a8 lsted I NOCN guidsias T R
(ara s bbiars (nass e sz ek e from ET b,
exm el o eten,
Cuicomes OFS potor DFS rates © N dmam e wresl dn
(397 A - yrweers smiabie)
Budydesign - Phase3RCTE + vy sty desin aar San phase 3 RCTS
 Postnac anwyes
* Syssmatk araar e
Larguage . Engn Larguinge site g Lrgias.
Fublicabon date 013 - gremant -+ Poroon

S et st EBC 'y v v T et ey 50 e el abord ot o o b O i

Sy

[ .m0 M e

Risk of invasive recurrence amang patients with stage I-IIC disease receiving ET £ CT,
by nodal status

The 3-y7 podied invassive recurrence risk across patien's with stage HIIC diseass on ET + CT was 5% for N0

{4 wigis; n=11,622), 6% for N1 (4 trials; n=8.323), and 13% for N (4 triais; n=8, 183) disease (Figure 5)

The 3-yr pocled invaisive recurrence risk scross ET £ CT armsin he 4 COKASI risis, which incluged stags I}
patents (n=A.877), was 10% for patients with NO (2 tials: n = 711) and 14% for N+ (3 riais; n=7 542) (Figure 5)

Figure 5. Invasive Recurrence Rate at 3 Years in Patients With Stage I-IC Disease Receiving
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DKA/6i trials only «
+ HR#HER2- EBC may recur over decades sfier nitlating sdjuvant regmsant. — - - oo - All patients o 5i trisls. $- 6 %
bt @ substantial number of patients also facur whie recalving adiivant herapy e o - ] O R gw 0%
. \ ' 8 e : et oot
~ This meta-analyss of 30,000 patients (stage I-IIC) in HR+HER2- EBC [ oy ey ps e ooy i ] e ey e o e z
trials published from 2013 1o now found substantial risk of invasive recurrence i dmoniims Bt bk el i . = 4
T3 (T et L) e sl it £ CT, ot Figure 1. 3- and 5-Year IDFS/DFS In Patients With Stage IIIC Disease R_.c.,.,,ngn,m- Ful;’.r- 4. Inv:hm Recurrence Risk at 3 and § Years in Patients With Stage IIC Disease by
2 nopausal Status®
Approximatety 40% of patiants across ha 14 trials had NO disease. Whie risk of Ragardiass: of Hodal Bestile 2
invasive: recurrence at 3-y7s for ND patients (stage |-IKC ) was 5% the risk was A 31 IDFS/OFS 8. 84 IDFS/OFS 16
higher amang NO coharts with high genomic fisk at 7% {n >2,000) s £ 14 1% °
Among NO patients in the corirol arm of CDKA/I tals, which included ornfy - nE 12 W (o%14%) high risk
patients with stage |HIl disease, e 3-year invasive recumence risk white F3 = = =
receiving ET was 10% § " 10 s (T2 % (n=11,622) “-:g ::I!) (n=T11) (n=7 542)
These findings indicate that there is greater heteroganeity among patients with & E 8 0% %1% -
stage HIIC HR +/HER2- EBC with NO disease and the risk is not drven scisly by t8 g Al patients COK4/6I
e - srials onk
5 ¥ +
Thiss meta-analys's emonsustes that patients with HR+/HER2~ EBC restsd with _;“ : b L D e O e v i il i
current sandard-of-care sduvant £T 1 CT, induding selsct patients win N0 G S o oo P . Goven m‘€=f'- e DN RS 18 SRR, SR e 7 e
dissase wilh high-risk features., st have a notable sk of sarly recumence and . §Y o
indicates a nead for optimal risk reduction strategies L :
E £ 3-yr Syr 3yt S-yr Sensitivity analyses
(n=9,773) (n=5,882) (n=10,538) (n=9,851)
- Sensitiviy analysis 1. If oriy Wisls wih fewer than 30% pasents with stage | or T1 were considersd (S el
Scan ta obiain: Pre-Menopausal Post-Menopausal 1=8,722), the 5-y7 pocled invasive recuence riek across ET £ CT arms ragantiess of nadal satus was 21%
“h (or age <50) (or age 250) Senativiy analyss 2. For non-COK&®i trals reporting both nodsi status and genomic ask, f ET = CT cohorts with
low o medkm gencmicrisk scoms wers exciuded, the 3-yr podled invasive ®cuTence risk across pasents with
cox — stage LIIC disease was T% among patients with NO (4 rais: n=2,383) and 10% among fhose with N1 disease
G myronempy €1 e teny (3 tdais: n=2.706) (Figure 5)
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