
HARMONIA (NCT05207709) is an international, multicenter, randomized, open-label, phase III
study, using prospective pre-selection based on tumor biology in pts with HR+/HER2- ABC. Pts
will undergo a molecular pre-screening to determine intrinsic subtype by Prosigna IUO test.

Pts with HER2E tumors will be randomized 1:1 to RIB+ET or PAL+ET. Physicians will choose ET
between letrozole or fulvestrant according to their criteria. In addition, HARMONIA will include
an exploratory cohort of pts with Basal-like disease that will be treated with paclitaxel.

An optional biopsy may be performed at Cycle 2-Day 1 of treatment and at the end of treatment.
Biopsies of primary tumors will also be collected to compare the subtype changes from pts who
have relapsed after adjuvant treatment. Plasma will be collected at Cycle 1-Day 1, Cycle 2-Day 1
and end of treatment.

Tumor assessments per RECIST v1.1 will be performed approximately every 8 weeks (± 1 week)
for the first 12 months after Cycle 1-Day 1 and every 12 weeks (± 1 week) thereafter until
disease progression or treatment discontinuation, whichever is later.

Heart monitoring will be performed using either a single standard 12-lead or an FDA approved 6-
lead mobile ECG device (KardiaMobile 6L) to collect the ECG and retrieve QTcF.
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Statistical analysis
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Figure 3. Study Design

• HARMONIA has started enrollment in March 2022. 
• As of 29th of August 2022, 74  pts have been screened and 8 pts enrolled. 
• A total of 80 sites will participate globally; 40 sites in Spain and 5 sites in Portugal within SOLTI network, and 35 sites in USA

within AFT network.
• Interim analysis is estimated to be conducted in Q2 2025 and the final analysis in Q2 2026.

What HARMONIA aims to answer:

• Evaluating the treatment effect of different CDK4/6 inhibitors on tumor biology in the advanced setting,
and how subtype switching occurs while on treatment and at progression could be valuable in
understanding differences in long-term efficacy outcomes, including OS, with these agents.

• Thus, HARMONIA seeks to identify the best therapeutic option between RIB and PAL for pts with
HR+/HER2-/HER2E ABC.

• HARMONIA also aims to test whether and how RIB changes tumor biology to enable a better response to
ET and improve longer-term efficacy outcomes.

• In addition, HARMONIA explores the value of a “TNBC-like” treatment approach in HR+, HER2- pts with
basal-like tumors.
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Primary Objective Primary Endpoint

To compare PFS of RIB+ET
over PAL+ET in pts with
HR+/HER2-/HER2E ABC.

• Progression-free survival using RECIST 1.1 criteria, as assessed 
by local radiologists/investigators 

Secondary Objectives Endpoints for secondary objectives

To compare the two 
treatment arms in    the 
HER2E cohort with 
respect to

• PFS2, defined as the time from randomization to first
documented progression on next-line therapy or death,
whichever occurs first

• Overall survival

• Overall response and clinical benefit as defined by RECIST 1.1.

• Time to response and duration of response per RECIST 1.1

• Safety and tolerability in terms of: occurrence /severity of
AEs, laboratory abnormalities, discontinuation rates, dose
reductions/interruptions

To evaluate patient
reported outcomes for
health-related quality of
life in the two treatment
arms of the HER2E
cohort.

• Time to 10% deterioration in the global health status/QOL
scale score of the EORTC QLQ-C30

• Change from baseline in the global health status/QOL scale
score of the EORTC QLQ-C30

• Change from baseline in the fatigue scale score of the FACT-G
score of FACIT Fatigue Scale (Version 4)

To evaluate the primary endpoint progression-free survival (PFS) a total of 456 patients will be randomized into the HER2-E

cohort. Using 1:1 randomization ratio, the sample size provides at least 80% power to demonstrate statistical significance of

treatment differences on PFS under the study hypothesis. To assess the hypothesis testing a one-sided stratified log-rank test

will be conducted at an overall 5% level of significance. One interim analysis and one final analysis are planned for PFS. The

alpha-spending function according to Lan-DeMets with O’Brian-Fleming-like boundaries has been used to control the overall

type I error.
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Stratification

– Presence of liver and/or lung metastases

– Prior endocrine therapy

– Study treatment letrozole vs fulvestrant

Despite CDK4/6 inhibitors, such as RIB and
PAL being standard of care for pts with
HR+/HER2- ABC, only RIB + endocrine
therapy (ET) demonstrated significant overall
survival (OS) benefit in all three of its pivotal
trials1,2. Understanding the drivers of this
differential OS benefit can further guide
treatment decisions.

Gene expression based intrinsic subtyping
has strong prognostic value in HR+HER2- ABC
and has revealed a remarkable OS benefit of
RIB+ET not only in luminal, but also in the
HER2E population, despite this subtype
being associated with poor prognosis and
endocrine resistance (Figure 1)3,4. Pre/clinical
data suggest that RIB may outperform PAL in
HER2E3-4,10.

As subtypes do switch over time (Figure 2), a
plausible hypothesis is that RIB induces a
switch to better prognostic subtypes by
restoring endocrine sensitivity. This will be
particularly impressive for the otherwise
endocrine resistant HER2E subtype, making a
head-to-head comparison especially
important in pts with HER2E molecular
subtype tumors.

Collaborators:

Exploratory Endpoints

• Includes subtype switching between primary vs. metastatic tumor, during and after trial
treatment, molecular alterations in circulating tumor DNA, as well as their correlation with
clinical endpoints (PFS, ORR, CBR) in the basal –like cohort
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Figure 1. OS based on PAM50 subtype in the pooled MONALEESA data set: RIB + ET 
(left) and placebo + ET (right)4. 

Figure 2. Subytype switching under normal disease progression6-8 and presumed changes in 
tumor biology with RIB treatment
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mailto:tomas.pascual@gruposolti.org

