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Background: The SOLTI-1301 AGATA study aimed to assess the feasibility of a multi-
institutional molecular screening program to better characterize the genomic landscape of
advanced breast cancer (ABC) and to facilitate patient access to matched-targeted
therapies in Spain.

Methods: DNA sequencing of 74 cancer-related genes was performed using FFPE tumor
samples in three different laboratories with three different gene panels. A multidisciplinary
advisory board prospectively recommended potential targeted treatments. The primary
objective was to determine the success of matching somatic DNA alteration to an
experimental drug/drug class.

Results: Between September 2014 and July 2017, 305 patients with ABC from 10
institutions were enrolled. Tumor sequencing was successful in 260 (85.3%) patients.
Median age was 54 (29-80); most tumors were hormone receptor-positive/HER2-
negative (74%), followed by triple-negative (14.5%) and HER2-positive (11.5%). Ninety-
seven (37%) tumor samples analyzed proceeded from metastatic sites. Somatic
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mutations were identified in 163 (62.7 %) patients, mostly in PIK3CA (34%), TP53 (22%),
AKT1 (5%), ESR1 (3%), and ERBBZ2 (3%) genes. Significant enrichment of AKT7 mutation
was observed in metastatic versus primary samples (9% vs. 2%; p=0.01). Genome-driven
cancer therapy was recommended in 45% (n=116) of successfully screened patients,
11% (n=13) of whom finally received it. Among these patients, 46.2% had a PFS of >6

months on matched therapy.

Conclusions: AGATA is the first nationwide molecular screening program carried out in
Spain and we proved that implementing molecular data in the management of ABC is
feasible. Although these results are promising, only 11% of the patients with genome-
driven cancer therapy received it.

Keywords: breast cancer, molecular genetic, DNA sequence analyses, PAM50 subtype, molecular targeted therapy

BACKGROUND

The identification of genetically driven tumor dependencies and
the development of targeted therapies have dramatically
improved the outcome of some cancer types including
advanced breast cancer (ABC) (1-4). Routine genomic
profiling is already being used in the clinical management of a
variety of tumors for diagnosis, prognosis information and a
better selection of targeted therapies (5, 6).

Breast cancer is a group of heterogeneous diseases with
different clinical courses and treatment responsiveness.
Comprehensive molecular profiling of breast cancers revealed
that 80.4% of tumors harbor a genomic mutation in at least one
of eight pathways with potential treatment implications (7).
Traditional highly sensitive DNA sequencing methods focus on
known mutational hot spots (8), while next-generation
sequencing (NGS) technologies can detect also other clinically
relevant genomic alterations (7).

As the number of targeted drugs increases and tumor genomic
sequencing technologies become more available, genome-driven
cancer treatment has substantially grown as a potential strategy of
precision medicine (9-11), but costs and complexity of this
technologies generally limit the access of this approach to just a
minority of patients in the real clinical practice.

The SOLTI-1301 AGATA study (NCT02445482) was designed
as a proof-of-concept project to better characterize the genomic
landscape of metastatic breast cancer and to facilitate patient access
to matched-targeted therapies into clinical trials in Spain.

METHODS

Study Design and Patients

AGATA SOLTI-1301 was a prospective, multicenter, pilot study
that tested the feasibility of implementing a molecular screening
program in Spain for patients with ABC patients. A total of 10 sites
within the Spanish SOLTT network participated in this study, 3 of
which performed molecular analysis developed in the project. Male
or female patients aged >18 years were eligible if they had
pathologically confirmed ABC (locally advanced or metastatic),

with responding, stable or progressive disease at inclusion, and had
available formalin-fixed paraffin-embedded (FFPE) tumor tissue.
Tumor samples could be archival or fresh from either a primary ora
metastatic site. Patients could be at any point in the treatment of the
metastatic disease: about to start, be receiving or had completed
treatment, in any line of therapy, either within a clinical trial or
according to the healthcare framework. Additional eligibility
criteria included Eastern Cooperative Oncology Group (ECOG)
performance status of 0-2, and a minimum predicted life
expectancy of 6 months. Exclusion criteria included organic or
cardiac disfunction, other types of cancer within the last 5 years, no
archival tumor tissue available, or brain or bone-only
metastatic disease.

All patients provided written informed consent, and the
protocol was approved by the Ethics Committees from all
participating institutions and Spanish Health Authorities. The
study was conducted per Good Clinical Practice principles, the
Declaration of Helsinki and all local regulations.

The protocol was amended on 1st November 2015 to include
gene expression analyses in a retrospective manner, to provide
more comprehensive and integrative molecular profiling of
tumor samples. Besides, after November 2015 amendment, no
bone samples were allowed due to the low yield secondary to
technical issues.

Recruiting sites sent FFPE archival or fresh tumor samples to 3
different central genomic laboratories: Vall d’Hebron Institute of
Oncology (VHIO) - Barcelona, Instituto de Investigacion Hospital
12 de Octubre (IMAS12) - Madrid, Medical Oncology and
Hematology Laboratory (INCLIVA) - Valencia, according to
geographical proximity. Each of the genomic laboratories used a
different customized sequencing gene panel, as per clinical practice
(see Supplementary Methods and Genomic Analyses Section
below). Tumor cellularity was assessed upon arrival at each
institution on a hematoxylin and eosin slide before molecular
analysis in each central laboratory. Samples containing at least
20-30% of tumor cells were considered suitable for DNA extraction
and genomic testing. Macrodissection was performed when
recommended by the local pathologist.

Results from tumoral DNA sequencing were evaluated by a
molecular advisory tumor board (MAB) comprised of medical
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oncologists, pathologists, and molecular biologists. The MAB
meetings were held every 6 weeks or as soon as 20 cases were
available, whichever came first. The MAB discussed the clinical
and treatment implications of the molecular abnormalities that
were identified. If an actionable molecular alteration was found,
meaning that it was considered potentially responsive to targeted
therapy, the MAB reviewed the anonymized medical history of
the patient, in collaboration with each treating physician, and
proposed matched targeted therapies. Most appropriate ongoing
clinical trials for each situation were reviewed and recommended
in a nation-wide network.

Patients were followed up for survival until death or loss of
follow-up.

Genomic Analyses
Tumor molecular profiling by targeted NGS was performed in 3
different genomics laboratories/facilities: 1) Cancer Genomics
Core at (VHIO), on the MiSeq sequencer (Illumina) covering
hotspot regions of 61 genes; 2) Genomics Laboratory -
(IMAS12), on the Ion Torrent (Thermo Fisher Scientific)
covering 35 oncogenes, and in 3)- INCLIVA, on the
Sequenom MassARRAY (Sequenom San Diego) covering 24
oncogenes. The three panels encompassed 74 different cancer-
related genes. However, only 7 genes (AKT1, BRAF, EGFR,
ERBB2, KIT, KRAS, PIK3CA) were common in all three
panels thus not all the genes were analyzed in all the samples
(Supplemental Table S1).

Methods for DNA extraction, quality assessment and NGS
analysis performed in each of the genomics centers can be found
in Supplementary Methods.

In Silico Datasets

Publicly available breast datasets from The Cancer Genome atlas
(TCGA) and the Memorial Sloan Kettering Cancer Center
(MSKCC) were interrogated from cBio Cancer Genomics
Portal (http://cbioportal.org).

Gene Expression Analysis

Methods for RNA extraction, quality assessment and gene
expression analysis can be found in Supplementary Methods.
Intrinsic molecular subtypes were identified using the research-
based PAM50 predictor as previously described (12, 13). Each
tumor was classified into one of the following groups: Luminal A,
Luminal B, HER2-enriched, Basal-like and Normal-like. PAM50
subtyping was done at the Translational Genomics and Targeted
Therapeutics in Solid Tumors at IDIBAPS-Barcelona. Raw gene
expression data can be found in GSE182852.

Endpoints and Statistical Considerations
The primary objective was to assess the program’s effectiveness
in assigning patients to clinical trials with targeted therapies
based on their genomic tumor profile, measured as the
proportion of patients assigned to selected clinical trials.
Secondary objectives included the distribution of somatic
mutations, the PAM50 intrinsic subtypes, the efficacy of
targeted therapies based on MAB recommendations and the
determination of the logistic feasibility of the program.

Sample size determination was exploratory and based on
estimated recruitment at a selected time point. Assuming a
technical failure rate of 15%, the study required a sample size
of 305 patients to enroll 260 patients in 24 months.

Progression-free survival on matched treatment (PFS) was
defined by RECIST 1.1 as the time from study treatment
initiation until disease progression or death from any cause,
whichever occurred first. Progression-free survival on prior
therapy (pre-PFS) was defined as the time from the start of the
last previous treatment to disease progression defined by RECIST
1.1 or clinical progression.

Data were summarized by frequency (%) for categorical
variables and by median (range) for continuous variables. The
association between two variables was evaluated using Student’s
t-test, Pearson’s (2 test or Fisher’s exact test. The values of p have
been considered at a descriptive level only. All P values were two-
sided with an o of 0.05. Statistical analyses were conducted using
R version 3.5.1 and AutoDiscovery 3.1 (Butler Scientifics,
Barcelona, Spain).

RESULTS

Patient’s and Tumor’s Characteristics
Between September 2014 and July 2017, 305 patients with ABC
were assessed for eligibility across 10 sites in Spain. Eighteen
patients were excluded due to the lack of tumor samples available
or not meeting inclusion criteria (Figure 1). Genomic analyses
were successfully performed in 260 out of the 287 (85.2%)
patients. The causes for tumor sample failure exclusions were a
low percentage of cancer cells (n=24) and poor quality of the
DNA (n=3). Patient characteristics are listed in Table 1. The
median age was 54 years, 95.4% had ECOG PS 0 or 1, 79.6% had
received adjuvant therapy and over 76.2% of patients had
received 2 or more prior therapy lines in the metastatic setting.
Among the 260 tumor samples profiled, 163 (62.7%) were
obtained from primary tumors and 97 (37.3%) from diverse
metastatic sites: liver (25%), lymph node (23%), breast (11%),
bone (9%), ovary (8%), skin (7%), chest wall (6%), lung (6%),
brain (3%) and others (2%).

Comprehensive Molecular Profile
Among all evaluated patients (n=260), at least one somatic
mutation was identified in 163 patients (62.7%) and 46 out of
these 163 (28.2%) had multiple genomic alterations with an
average of 1.4 mutations per patient (Supplemental Table S2).
No mutation was detected in 97 (37.3%) patients.

Considering the number of tumors analyzed for each
alteration, most frequent alterations per patient were detected
in PIK3CA (34%, n=260), TP53 (28%, n=199), AKT1 (5%,
n=260), ESR1 (5%, n=158), and ERBB2 (3%, n=260). Based on
tumor site, the most frequent mutations detected in primary
tumors were: PIK3CA (33.1%, n=163), TP53 (29.1%, n=127) and
KMT2D (13.3%, n=30). The genomic profile from the metastatic
sites showed enrichment in some mutations as compared with
primary tissue, such as PIK3CA (40.2% vs. 33.1%, p=NS) and
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305 patients enrrolled

18 patients excluded
— - Not meeting inclusion criteria (n=8)
- No sample available (n=10)

287 patients with biopsy sample assessed ]

27 patients excluded
- Low percentage of tumor cells (n=24)
- DNA quality control failure (n=3)

4

260 patients with biopsy sample with DNA suitable for genomic analysis I

| 163 Patientswith genomic alterations |

| 97 Patients with no genomic alterations |

116 Patients with matched therapy/
treatment recommendation

A,
47 Patients with nonmatched therapy /
no treatment recommendation

- Physician’s or patient’s choice
- Rapidly progressive disease
- Screening failure for clinical trial

103 patients not receiving matched therapy
- Patient in response to closing the database

A
13 Patients received matched
targetedtherapy

FIGURE 1 | Flow chart of the SOLTI-1301 AGATA studly.

AKT1 (9.3% vs. 1.8%, p=0.01) (Figure 2). Among all mutations
detected, 74% were potentially actionable (74.3% in primary
tissue and 78.6% in metastatic tissue).

We performed a comparison of the proportion of primary
tumors with gene alterations between our study and the TCGA
dataset (Supplemental Table S3). 74 of the 76 cancer-driven
genes did not show a significant difference in the proportion of
mutated tumors between both datasets. The only two genes with
a significant difference in the proportion of mutated tumors
between both datasets were ESR1 (3.1% vs. 0.4%; p =0.007) and
CDHI (1.6% vs. 6.7%; p=0.007).

To further explore the differences in the mutation frequency
among the metastatic tumor samples, we compared the data
from AGATA cohort with the dataset from the Memorial Sloan
Kettering Cancer Center (MSKCC). Among the patients with
metastatic breast cancer included in the MSKCC dataset, 73 of
the 76 cancer-driven genes did not show a significant difference
in the proportion of mutated tumors between both datasets
(Supplemental Table S4). The only three genes with a
significant difference in the proportion of mutated tumors
between both datasets were AKT1 (9.3% vs. 4.3%; p=0.049),

PIK3R1 (4.2% vs. 1.0%; p=0.040), and CDH1 (1.4% wvs.
13.7%; p=0.003).

Primary and Efficacy Endpoints

The primary endpoint could be evaluated in all patients with
genomic alterations detected since all cases were reviewed and
interpreted by the MAB (n=163). Among these patients, the MAB
was able to provide a treatment recommendation in 116 (71.2%). Of
them, 13 patients (11.2%) were eventually treated with a matched-
targeted therapy, either as single-agent or in combination with other
drug (Figure 1). Overall, considering the total number of patients
with suitable DNA for genomic analyses (n=260), 13 (5%) were
eventually treated with a matched-targeted therapy. The MAB also
recommended potential clinical trials based on real-time
availability. Results from additional H&E staining and gene
expression were subsequently reviewed by the MAB to reinforce
or to add value to the treatment recommendation.

Genomic alterations among the 13 patients who received
matched-targeted treatment included ERBB2 mutation (n=3),
FGFR1 mutation (n=2), AKT1 mutation (n=2) and PIK3CA
alteration (n==8) (Figure 3).
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TABLE 1 | Patients characteristics.

Evaluable patients (n = 260)

Sex
Female 259 (99.6%)
Male 1(0.4%)
Age (years) at inclusion
Median (range) 54 (29-80)
<50 95 (36.5%)
>50 165 (63.5%)
Histological type
Ductal Carcinoma 227 (87.3%)
Lobular Carcinoma 19 (7.3%)
Medular Carcinoma 2 (0.8%)
Papillary Carcinoma 2 (0.8%)
Others 8 (3.8%)
ECOG performance status
0 120 (46.2%)
1 128 (49.2%)
2 6 (2.3%)
Immunohistochemistry receptor status
Triple Negative 46 (17.7%)
HR-negative/HER2-positive 8 (3.1%)
HR-positive/HER2-positive 22 (8.5%)
HR-positive/HER2-negative 184 (70.8%)
Therapy in early disease
Neo/adjuvant chemotherapy 194 (74.6%)
Neo/Adjuvant endocrine therapy 144 (55.4%)
Neo/Adjuvant anti HER2 therapy 19 (7.3%)
No adjuvant treatment 53 (20.4%)
Prior lines in the metastatic setting at inclusion
Median (min-max) 3 (0-18)
0 12 (4.6%)
1 50 (19.2%)
2-3 78 (30%)
>3 120 (46.2%)

The group of patients with MAB recommendations (n=116)
and the nonmatched therapy (n=47) group had similar
characteristics except for the hormone receptor (HR)-status:
nonmatched therapy group included more patients with HR-
negative tumors (36.2% vs. 9%) (Supplemental Table S5). The
median number of prior therapies in the metastatic setting was 3
in both groups. Supplemental Table S6 summarizes the
therapeutic recommendations made by the MAB according to
the targeted mutations.

Among the 13 patients treated with genome-driven cancer
therapy, 46.2% had a PFS of 26 months on matched therapy. The
progression-free survival ratio (PFS/Pre-PFS1) derived from
genome-driven cancer therapy when compared to the last
therapy received is reported in Figure 3. In 5 out of 11
patients (45.5%), this ratio was favorable to targeted therapy.
Importantly, two patients were still on treatment under the
recommended targeted therapy (at the time of the database lock).

PAMS50 Intrinsic Subtype Distribution

As part of the comprehensive molecular analysis planned in this
study, gene expression was performed in 177 out of the 260
samples (68%). Intrinsic subtype distribution (n=177 samples)
was as follows: 34% Luminal A (n=62); 21% Luminal B (n=36);

13% HER2-enriched (n=22); 19% Basal-like (n=34) and 13%
Normal-like (n=23). Among these samples, 114 (64.4%) were
from primary tumors and 63 (35.6%) were from metastatic sites.
The distribution of the PAMS50 intrinsic subtype classification
differed between primary (Figures 4A, C) and metastatic tumors
(Figures 4B, D): HER2-Enriched subtype was significantly more
frequent in the metastatic tissue (22% vs. 7%; p=0.005).

We also analyzed the distribution of genomic alterations
based on the PAMS50 intrinsic subtype and tumor sample
origin (Figures 5, 6). In the luminal A subtype, the most
common mutation identified in primary tumors was in
PIK3CA (21/113, 18.6%), whereas MAP3K1 was the most
frequently found in metastatic samples (2/8, 25.0%). TP53
mutation was mostly identified in Basal-like subtype both in
primary (11/83, 13.2%) and metastatic (5/47, 10.6%) tissue.

Program Feasibility

The whole process between the first patient’s sample shipment to
the lab and the MAB recommendation took a median of 64 days
(range 15-459). Median turnaround time to obtain sequencing
results was 14 days (3-424).

The most common causes for not getting genome-driven
cancer treatment in mutated patients (n=103) were: no clinical
trials available according to the MAB recommendation at that
time (n=47), no progressive disease at the time of reporting
results (n=13), not meeting the inclusion/exclusion criteria for
recommended clinical trials (n=12), rapidly progressive disease
(n=9), and physician’s or patient’s opinion (n=7).

DISCUSSION

The AGATA SOLTI-1301 was a pilot study to implement a
nationwide molecular screening platform for ABC patients, to
better characterize the genomic landscape of the disease and to
facilitate patient access to matched-targeted therapies in Spain.
We have shown that running a multi-center molecular screening
program is feasible in a real world setting, when scientific and
clinical collaborative structures exist. We have achieved the
sequencing of 260 tumors from ABC patients, with a screening
failure rate of 15% due to technical issues, a similar value to that
obtained in any clinical trial (14). From all evaluated patients, at
least one somatic mutation was identified in 63%, and 28% of
these patients had multiple targetable genomic alterations.
Moreover, in about half of the patients a treatment
recommendation according to their tumor profile was
proposed, even though just 11% of them were eventually
treated accordingly, mainly on a clinical trial.

The effectiveness of this pilot study to assign patients into
genome matched clinical trials has been slightly lower than other
reported series (15-17). In the MOSCATO-01 trial (15), a
French unicentric, pan tumor screening program, 49% of
patients had actionable mutations and therefore a targeted
treatment recommendation could be offered, similarly to what
we have observed in AGATA. However, 19% of the screened
patients in that trial received a targeted therapy. Another
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FIGURE 2 | Frequency (percentage) of the genomic alterations in all patients profiled according to primary (n = 163) and metastatic tumors (n = 97).
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FIGURE 3 | Individual progression-free survival 1 (PFS1) and progression-free survival 2 (PFS2) among patients treated with genome-driven cancer therapy (n = 13).
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example is the Safir01/UNICANCER trial (17), a metastatic BC
multicenter study focused on PIK3CA and AKT1 pathways. In
this study, a targetable alteration was identified in 46% of
patients (15). However, only 13% of patients could finally be
treated with targeted therapy. The authors state that the lack of
access to drugs for patients may lead to this lower percentage, an
explanation that we have also observed in our study. In the
AGATA SOLTI-1301 study, the main reasons for not receiving
the recommended targeted therapy were related to physician’s or
patient’s decision, screening failure from clinical trials or to rapid
progressive disease or death once the recommendation from the
MAB was notified.

The results of this study showed that the distribution of
molecular alterations differed between primary and metastatic
tumor samples. From 260 analyzed tumor samples, only 37%
proceeded from metastatic tissue, mainly from liver and lymph
node metastases. Somatic mutations were found in 63% of these
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FIGURE 4 | Distribution of the PAMS50 intrinsic subtypes in (A) primary tumor samples (n = 114; 64.4%) (B) metastatic samples (n = 63; 35.6%) (C) in primary
tumors across immunohistochemistry subtypes and (D) in metastatic tumors across immunohistochemistry subtypes.
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1.(100%)

1(11.1%)
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patients; 76% of those were potentially actionable. Those results
are similar to those reported in larger molecular screening
programs (15-17). In our study, PIK3CA and TP53 mutations
were the most frequent mutations found both in primary and
metastatic samples, however, AKT1 mutations were significantly
more prevalent in metastatic samples (18). Our data suggest that
it is preferable to match patients to potential therapies based on
the analysis of their metastatic tumor, rather than archival
material of their primary tumor, as metastatic tumors often
develop new mutations during the metastatic process and
treatment course (19). This finding reinforces the need to
perform biopsies at metastatic sites, whenever is feasible.
Among the 13 patients treated with genome-driven cancer
therapy, PFS/Pre-PFS ratio was favorable to targeted therapy in 5
out of 11 patients (45.5%) even though they had received 3 or
more previous lines of treatment for metastatic disease. Two
patients were still on treatment at the time of the database lock.

Frontiers in Oncology | www.frontiersin.org

November 2021 | Volume 11 | Article 744112


https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles

Pernas et al.

AGATA SOLTI-1301 Study

PAMS50:

HR:
HER2:

SITE:

Selected
genes

Quartiles (%)

M Basal MHer2-E ELumA
B LumB ENormakHike

Opos ONeg
Opos ONeg

B Primary [l Metastasis

B (75,100)3 (25.50)
B (50,75) O(0, 25)

B Mmutation

O wild type
ONA

ERBB2 —|
ESR1 —
PGR —

PIK3CA —]
TP53 —
AKT1 =
EGFR —

MAP3K —

ERBB2 —
APC —
CDH1 —
PIKIRT —
PTEN —

KMT2D —I

SETD2 —
KIT —
FBXWT7 =
RUNX1 =
ESR1 =~
MLL3 —
AKT2 —
FGFR1 —
CDKN2A —
NOTCH1 —
JAKT —
RNF43 —
GATA3 —

il Inl
L

H]]II-HHI]IME H

FIGURE 5 | Summary of biological and genomic features of the 177 gene expression profiled tumors.

30-

20 -

ABL1 -

o.Ml

AKT1 -

AKT2 -
ALK
APC -

BRAF

CDH1

CDKN2A

EGFR

ERBB2 -

ERBB3

ESR1
FBXW7
FGFR1

GATA3

JAK1

E
<

KMT2D -
MAP3K1 -

MLL3 -
NOTCH1 -
PIK3CA
PIK3R1

PTEN

W Luminal A

RNF43
RUNX1

[ Luminal B [F] Her2-Enriched [l Basal-like

1 '|'| .II. - ‘I.“, | I. L HLL ' LILI_JI

SETD2

TP53 -

ol

o ¥ 5 & & =
€ ¥ 5 ¢ ¢ 8 ¢
o a u i}

(3]

[ Normal-like

MAP3K1-
MLL3 -

ho

PIK3CA
PIK3R1
PTEN
SETD2
TP53

FIGURE 6 | Percentage of patients with genomic alterations based on the PAM50 intrinsic subtype in (A) primary tumors (n = 114), (B) in metastatic tumors
(n=63).

Frontiers in Oncology | www.frontiersin.org

November 2021 | Volume 11 | Article 744112



https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles

Pernas et al.

AGATA SOLTI-1301 Study

Our results corroborate that matched therapy is a valid strategy,
but we are far from hitting the ideal treatment if there are few one
alteration available with a described clinical utility to address.
More efforts should be made to have all available molecular
information integrated when selecting treatment.

Another finding in our study is that PAM50 HER2-enriched
subtype was more prevalent in metastatic tissue than in primary
tumors. This subtype is characterized by having a more aggressive
profile, as described in previous studies by our group (20-22). New
treatment strategies for patients based on tumor molecular intrinsic
subtype in the metastatic setting should be explored. This warrants
molecular pre-screenings implementation in clinical trials, and
identification of the molecular alteration of interest early on the
natural history of patient’s disease. In line with this strategy, SOLTI
is performing several trials where patients are screened and treated
according to their intrinsic subtype profile (NCT04142060,
NCT02448420, NCT04251169).

Our study has several limitations. First, three different
genomic laboratories each with a different customized panel
based on a different technology were used, and this could limit
the robustness of the results. Second, most of the study
population was heavily pretreated, limiting the possibility that
the patients could be enrolled in clinical trials with targeted
therapies either because of quick worsening of patient’s
condition or even death. Third, none of the panels used in this
study included genes associated with familial breast cancer nor
did they determine copy number alterations, limiting potential
targeted therapies that could be recommended such as PARP
inhibitors or HER2 targeted therapies Fourth, no blood samples
were collected at the time of the study completion, so no match
plasma vs. tissue results could be analyzed in order to test liquid
biopsy utility in our series (23). Finally, the turnaround time for
the molecular report, as well as the time elapsed between study
inclusion and the MAB report may have influenced the clinical
utility of the results.

Remarkably, our study was designed to represent the reality of
Spanish healthcare system considering difterent genomic assays
between centers, different matched clinical trials and targeted
therapies access in across different regions of the country.
AGATA SOLTI-1301 study differs in that way from other
molecular screening programs with customized panels and a
more selected population, reflecting the real-world scenario. It
should be noted that the different customized panels used in our
study, with different number of genes analyzed (from 24 to 61
genes per sample), could limit the possibility of finding targeted
therapies against other alterations. Rather, it is a situation that
reflects routine clinical practice, where sequencing panels with
large numbers of genes are limited mainly for cost-effective
reasons, and where custom or commercial panels with fewer
than 100 genes are commonly used. Moreover, all the molecular
results were reviewed by a multidisciplinary expert committee
that provided a therapeutic recommendation for each patient,
rigorously translating data from molecular profiling into a
treatment recommendation by an expert consensus. This is a
relevant fact given the increase of companies that offer tumor
DNA-seq services directly to patients without evaluating this

information with clinical data and previously received
treatments (24).

Efforts should be made to learn more about the clinical
implications of differences at gene expression level and tumor
protein values to integrate it with genomic mutations.
Additionally, systems biology approach integrating all the
information obtained at the DNA, RNA, DNA methylation and
protein level is essential to develop and validate biomarker assays.

Following the steps of AGATA SOLTI-1301study, one
strategy to overcome the barriers of implementing NGS in the
clinic may be to promote the active participation of metastatic
BC patients in the management of their disease. With this in
mind, we designed HOPE (SOLTI-1903, NCT04497285), a
national real-world study where patients lead their inclusion,
participation and follow-up in the study through a digital tool
that guides them in every step of the journey. Our objective in
HOPE is empowering ABC patients and gather real-world data
about the utilization of molecular information in the
management of metastatic BC. Appropriate frameworks are
needed to ensure that precision medicine can benefit a wider
number of cancer patients and not just a minority.

CONCLUSION

AGATA is the first molecular screening program multicenter
performed in Spain. We demonstrated the feasibility of
implementing tumor genomic data in the management of
advanced breast cancer patients in a real world setting. Further
studies are needed to evaluate if a more comprehensive and
integrated molecular profiling could improve the survival
outcomes of advanced breast cancer.
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