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For ER+/HER2- metastaticbreastcancer(mBC), efficacyof endocrinetherapy
+ chemotherapycombination remain an open question. We hypothesized
that maintainingERtargeted therapy after progressionin combinationwith
chemotherapymayimprovediseasecontrol.
The objective of the CHEOPStrial was to assessthe benefit of adding
aromatase inhibitor (AI) to metronomic chemotherapy, oral vinorelbine,
50mg/3 time a week(OV)for AIpre-treated,ER+/HER2- mBCpatients.

Eligiblepatientshadto haveprogressedon endocrinetherapyandoneor two
linesof chemotherapy. Theywere randomizedbetweenvinorelbine(OV)and
vinorelbine + AI (OV+AI). Primary endpoint was progression-free survival
(PFS). To showan increaseof medianPFS(from 3.5 to 5.5 month, HR0.636),
with alpha=5% and power=80%, 130 evaluable patients were needed.
Randomization,to a 1/1 ratio, is stratified accordingto the inclusioncenter
andthe numberof linesof chemotherapy(2nd versus3rd line).

Theaddition of AI to OVover OValone in AI resistantmBC
was associatedwith a non-significantimprovementof PFS,
but both PFSare lower than expected. Metronomic OV
schedule,at 50 mg three times a week, requires close
biologicalmonitoring. Thequestionof hormonal treatment
andchemotherapycombinationremainsopen.

RandomizationArm
All patients

TestA : OV B : OV + AI
n=61 n=60 n=121

Best response Fisher 

Exact

p = 0.122

Complete response 1 (1.9%) 0 (0.0%) 1 (1.0%)
Partial response 4 (7.7%) 4 (7.7%) 8 (7.7%)
Stability 19 (36.5%) 30 (57.7%) 49 (47.1%)
Progression 27 (51.9%) 18 (34.6%) 45 (43.3%)
Not Evaluable 1 (1.9%) 0 (0.0%) 1 (1.0%)
MissingData 9 8 17

A : OV B : OV + AI All patients
Subjects

n=61

Events

n=165

Subjects

n=60

Events

n=198

Subjects

n=121

Events

n=363

Adverseevent 40 (65.6%) 142 40 (66.7%) 173 80 (66.1%) 315
Gamma GT 

increase
13 (21.3%) 30 15 (25.0%) 45 28 (23.1%) 75

Neutropenia 10 (16.4%) 15 12 (20.0%) 18 22 (18.2%) 33
Arterial

hypertension
7 (11.5%) 7 14 (23.3%) 25 21 (17.4%) 32

Lymphopenia 11 (18.0%) 14 10 (16.7%) 14 21 (17.4%) 28
Fatigue 10 (16.4%) 15 5 (8.3%) 6 15 (12.4%) 21

The occurrenceof 3 toxic deaths (OV=1; OV+AI=2) secondaryto febrile
neutropeniamotivatedthe earlyterminationof this clinicaltrial.

Absenceof statisticaldifferencein terms of better tumor responseaswell
as the percentageof non-progressivepatients at 24 weeks 15 patients
(24.6%) of armA and17patients(28.3%) of armB

121patientswere included(OV=61; OV+AI=60). Patientswere randomizedafter one line of chemotherapy(N = 66, 54.5%) or 2 linesof chemotherapy(N = 55,
45.5%). Medianagewas68 (range: 49-87), 24 patients(20%) were metastaticat the time of diagnosis. Median time from metastaticdiagnosiswas3.2 years
(range0 - 16.9). 109patients(90%) hadvisceralmetastases. Theyall hadpreviouslyreceivedanAI.
ThestudywasprematurelystoppeduponIDMCdecisionfollowingthe 3rd deathdueto treatment toxicity (febrileneutropenia)after 121patientsrandomized.
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