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Comprehensive genomic profiling (CGP) is gradually becoming an inevitable part of the
everyday oncology clinical practice. The interpretation and optimal implementation of the
results is one of the hot topics of modern-day oncology. According to the recent findings,
uterine cancer harbors a high level of gene alterations but is still insufficiently explored. The
primary goal of this project was to assess the proportion of patients with targetable
mutations. Also, the aim was to define and emphasize potential opportunities as well as the
problems we have faced in the first year of testing on the national level. We performed a
multicentric, retrospective, nested cross-sectional analysis on the total population of
Croatian patients with advanced/metastatic uterine cancer where the tumor CGP was
performed during 2020. CGP of the tumor tissue of 32 patients revealed clinically relevant
genomic alterations (CRGA) in 27 patients (84%) with a median of 3 (IQR 1-4) CRGA per
patient. The most common CRGAs were those of phosphatide-inositol-3 kinases (PIK3) in
22 patients (69%), with 13/22 (59%) of those patients harboring PIK3CA mutation. The
next most common CGRAs were ARID1A and PTEN mutations in 13 (41%) and 11 (34%)
patients, respectively. Microsatellite status was determined as stable in 21 patients (66%)
and highly unstable in 10 patients (31%). A high tumor mutational burden (≥10Muts/Mb)
was reported in 12 patients (38%). CGP analysis reported some kind of targeted therapy
for 28 patients (88%). CGP determined clinically relevant genomic alterations in the
significant majority of patients with metastatic uterine cancer, defining it as a rich
ground for further positioning and development of precision oncology.
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INTRODUCTION

Revolutionary advancement of diagnostics through the optimal
implementation of informational technologies and development
of bioinformatics, combined with a better understanding of the
human genome and discovery of the comprehensive genomic
testing, has led towards a more individualized and targeted
approach to the patient, making the first half of the 21st
century a paradigm shift in the establishment of postulates of
precision medicine. Consequently, dramatic changes are about to
happen when approaching the patient, with taking into
consideration his/her known gene alterations when choosing
the treatment and their impact on response to it,
comorbidities, general condition, as well as other aspects of an
individual such as the lifestyle and environmental factors, and
altogether with the aim to create optimal treatment strategy for
every patient individually. Oncology, as one of the most
propulsive branches of medicine, represents the most fruitful
ground for the implementation of precision medicine in everyday
clinical practice. Definition of underlying causes of carcinogenesis
and progress in the field of molecular biology has enabled the
development of novel treatment approaches such as molecular-
targeted therapy and immunotherapy with improved outcomes
and impact on patient`s survival. For instance, molecular-
targeted therapy is already a gold standard for first-line
treatment in advanced or metastatic non-small cell lung
cancer (NSCLC) [1], melanoma [2], gastrointestinal stromal
tumor (GIST) [3], or as maintenance therapy in recurrent
ovarian cancer [4]. On the other side, immunotherapy with
checkpoint inhibitors is becoming the standard of care for
many cancer types, such as skin [5], lung [6], renal [7], or
bladder cancer [8], and immunotherapy against specific
antigens is standardized as a treatment for early or metastatic
HER-2 positive breast cancer [9, 10], metastatic colorectal [11],
gastric [12], ovarian [13], or cervical [14] cancer. Despite the
above, a conservative systemic approach is still the only treatment
option for some human malignancies, including uterine cancer,
which, alongside cervical cancer, remains the only entity with
worsened overall survival in the USA over the last 20 years [15].
Uterine cancer ranks first in incidence among invasive tumors of
the female reproductive system in the developed countries due to
its association with older age, better socio-economic status, and
unopposed estrogen activity [16]. Unfortunately, 15–20% of
patients present with or progress to metastatic disease with a
5-years survival rate of 16% [17]. As previously mentioned, the
main treatment strategy for metastatic uterine cancer is
chemotherapy or hormonal therapy with fewer than
12 months of the median overall survival [18]. According to
the TCGA (The Cancer Genome Atlas) project in 2013,
uterine cancer/endometrial cancer is divided into four
subgroups based on the genomic profiling of 373 endometrial
cancer specimens [POLE ultra-mutated, microsatellite instability
group, copy number low (CNL), and copy number high (CNH)
groups][19]. The POLE ultra-mutated group, which consisted of
7% of tumors, and the microsatellite instability group of tumors
(28% of tumors) are candidates for immunotherapy due to the
high neoantigen load and consecutively optimal tumor

microenvironment for enhanced cytotoxic T-cell response
[19]. Improvement in outcomes of the CNL group (39% of
tumors) may be in combination with hormonal therapy and
the PI3K/AKT/mTOR pathway inhibitor and for the CNH
serous-like group (26% of tumors) treatment with cell cycle
regulators and the PI3K/AKT/mTOR pathway inhibitors [19].
At the end of 2019, comprehensive genomic profiling (CGP)
provided by Foundation Medicine Inc. (FMI) became free in
Croatia [20].

Uterine cancer harbors a high level of gene alterations but is
still insufficiently explored. It is ranked fourth in cancer incidence
in Croatia with 778 women being diagnosed annually and having
a mortality-to-incidence ratio of 0.26 [21], and we thus present
first-year CGP data on a country level for patients with newly
diagnosed metastatic uterine cancer or whose initial disease had
progressed during 2020. The primary goal of this project was to
assess a share of patients with opted targetable mutations, while
the secondary goal was an assessment of the proportion of
patients who have started with the CGP-guided therapy. Also,
by defining and emphasizing potential opportunities as well as the
problems we are facing in the precision oncology development
and implementation of this specific field, the aimwas to affirm the
CGP of patients with metastatic uterine cancer in everyday
clinical practice.

METHODS

Project Design
We performed a multicentric, retrospective, nested cross-
sectional analysis on the total population of Croatian patients
who were either newly diagnosed with metastatic uterine cancer
or whose initial disease has progressed from January 1 to
December 31, 2020, and on whose tumors CGP was
performed. This analysis was nested within the baseline
measurement of the cohort study aimed to assess the real-
world utility of CGP, a next-generation sequencing approach
that detects novel and known variants of the four main classes of
genomic alterations and genomic signatures in order to provide
prognostic, diagnostic, and predictive insights that inform
research or treatment decisions for individual patients across
all cancer types. The obtained tumor specimen was sampled from
the surgery or biopsy of the primary disease or metastases and the
formalin-fixed, paraffin-embedded tissue for the analysis was sent
as a block and one hematoxylin- and eosin-stained slide or 10
unstained slides with one hematoxylin- and eosin-stained slide.
The minimal surface area was 25 mm2, and the minimal tumor
content was 20%; the optimal was 30% of tumor nuclei, defined as
the number of tumor cells divided by the total number of all cells
with nuclei. In the case of additional immunohistochemistry for
PD-L1, four supplementary unstained slides were requested. The
majority of CGP analysis was done through FoundationOneCDx,
and FoundationOneHeme was performed only for one patient
with sarcoma, and it was carried out in a Clinical Laboratory
Improvement Amendments certified, College of American
Pathologists accredited laboratory (Foundation Medicine Inc.,
Cambridge, MA, USA). Once the DNA was extracted,
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50–1,000 ng underwent whole-genome shotgun library
construction and hybridization-based capture in order to
detect alterations of 324 genes in total, of which there were
304 exons related to tumors, one promoter region, one non-
coding RNA, and certain regions of introns in 34 frequently
rearranged genes in tumors, as well as determination of genomic
signatures, such as tumor mutational burden (TMB) and
microsatellite status. Illumina® HiSeq 4,000 was used to
sequence hybrid capture-selected libraries to a high uniform
depth. The typical median depth of coverage was >500x with
>99% of exons at coverage >100x. The sequenced regions were
analyzed for four different types of alterations-base substitution,
deletion or insertion, copy number variation, and gene
redistribution in a group of genes associated with the tumor
development. The microsatellite status was based on genome-
wide analysis of 95 microsatellite loci, while TMB was determined
by counting all synonymous and non-synonymous variants
present at 5% allele frequency or greater, and the total number
was presented as mutations per megabase (Muts/Mb) unit [22,
23, 24]. Depending on the results, patients were potentially
administered CGP-guided therapy after progression to or
unacceptable toxicity of the standard of care first-line or
second-line systemic therapy and without having any
approved or reimbursed therapy options for the treatment in
accordance with the multidisciplinary team’s decision. If patients
were administered with CGP-guided treatment, the records of the
course of the treatment were collected alongside the occurrence of
side effects and the patient’s overall response. Also, there was
radiological evaluation at the 2-months intervals to assess the
effects of the targeted therapy and to make a decision on its
continuation or termination.

This analysis of real-world data was conducted in six Croatian
institutions: the University Hospital Centre Split, University
Hospital Center Zagreb, Sestre Milosrdnice University Hospital
Centre in Zagreb and their Clinic for Tumors, and the University
Hospital Centers in Rijeka and Osijek. The project was approved
by Ethics Committees of all participating institutions. Informed
consent was obtained from all patients before the data collection.
Moreover, all patients signed the informed consent for the CGP
analysis via FMI. The data file was anonymized before the analysis
and the project was performed in accordance with the World
Medical Association Declaration of Helsinki of 1975 as revised in
2013 [25].

Participants
The targeted population was patients initially diagnosed with
metastatic uterine cancer or whose disease has progressed from
initially diagnosed local or locoregional disease and on whose
tumors CGP was performed in 2020. We planned to include the
entire population of patients with metastatic uterine cancer who
fulfilled the CGP criteria defined by the Croatian Oncology
Society: sufficient tissue for the CGP, good general health
(ECOG performance status ≤2), and at least 12 months of life
expectancy [20]. Hence, we did not perform the power analysis
before the project start. Patients were administered with the first-
or second-line standard of care treatment for metastatic uterine
cancer: chemotherapy or hormonal therapy, depending on their

general condition, other comorbidities, and the physician`s
choice. CGP-guided therapy was potentially administered after
progression to or unacceptable toxicity of the standard of care
first- or second-line systemic therapy and without having any
approved or reimbursed therapy options for the treatment and in
accordance with the multidisciplinary team decisions.

Endpoints
The primary endpoint was the proportion of patients having
clinically relevant genomic alterations, defined as those with
approved targeted therapy in the patient’s tumor type or
approved in another tumor type, or with existing clinical trials
available. The secondary endpoint was the proportion of patients
having targetable mutations receiving designated therapy.

Statistical Analysis
We described the data by percentages, medians, and interquartile
ranges (IQR) using StataCorp 2019 (Stata Statistical Software:
Release 16. College Station, TX: StataCorp LLC).

RESULTS

Description of Patients and Previous
Therapy
In 2020, a total of 32 patients with metastatic uterine cancer were
presented to multidisciplinary teams, and CGP was performed on
their tumor tissue specimens. Themedian age was 65 (IQR 59-68)
years with a total range from 44 to 79 years (Table 1). The
majority of patients, 25 (78%) were in good general condition
with an ECOG performance status 0. The most common
histological subtype was endometrial adenocarcinoma, which
was found in 16 patients (50%). All patients received either
chemotherapy or hormonal therapy as standard treatment for
metastatic uterine cancer. The median number of prior lines of
therapy for metastatic disease was 2 (IQR 1-3) (Table 1). The
most common chemotherapy protocol used as first-line
treatment was a combination of paclitaxel and carboplatin,
while hormonal therapy was comprised of megestrol acetate in
the first-line setting and then aromatase inhibitor afterward.

Comprehensive Genomic Profiling
Through CGP we found at least one genomic alteration (GA) in
31 (97%) specimens. Clinically relevant genomic alterations
(CRGA) were detected in 27 patients (84%) with a median of
3 (IQR 1-4) CRGA per patient (Table 2). The most common
CRGAs reported were those of phosphatide-inositol-3 kinases
(PIK3) in 22 patients (69%), with 13/22 (59%) of those patients
harboring PIK3CA mutation. The next most common CGRAs
were ARID1A and PTEN mutations in 13 (41%) and 11 (34%)
patients, respectively (Table 2). In total, 30 patients (94%) had
genomic alterations without clinical significance with a median of
3 (IQR 1-5) GA per patient. The most common GA without
clinical significance was TP53 mutation, reported in 15 patients
(47%). Microsatellite status was determined as stable in 21
patients (66%) and determined as highly unstable in 10
patients (31%). The median tumor mutational burden (TMB)
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was five (IQR 2-18) mutations per megabase (Muts/Mb) with the
total range from 0 to 40. High TMB (≥10Muts/Mb) was reported
in 12 patients (38%). After analysis of all CGP reports and all
detected GA, some kind of targeted therapy was reported for 28
patients (88%), while there was no reportable therapeutic option
for 4 patients (13%). Targeted therapy approved for the patient’s
tumor type (on-label therapy) was reported in 1 patient (3%),
while targeted therapy approved in other tumor type based on
patient’s GA (off-label therapy) was reported in 26 patients
(81%). Furthermore, targeted therapy without approval but
also driven by patient’s GA was reported in 24 patients (75%).
The vast majority of alteration-driven therapies encompassed
those included in DNA repairs such as PARP inhibitors, PI3-K/
mTOR (phosphoinositide-3 kinase/mammalian target of
rapamycin) and Ras/Raf/MEK (mitogen-activated protein

kinase) inhibitors, or immune checkpoint inhibitors (Table 3).
The most common targeted therapies opted were mTOR
inhibitors and immune checkpoint inhibitors. Four patients
(12.5%) who have had disease progression on the given
standard therapy and without further therapeutically valid
options, the CGP-guided targeted therapy was opted based
upon the MDT decision and compassionate use program
availability.

DISCUSSION

Results from the CGP analysis in our project have shown that the
vast majority of patients with metastatic uterine cancer harbors at
least one genomic alteration, out of which a significant

TABLE 1 | Patients characteristics, disease status, and therapy received prior to comprehensive genomic profiling.

All patients (n = 32)

n (%)

Age at diagnosis of metastatic disease, median (IQR) 65 (59–68)
Year of initial diagnosis
2010–2017 8 (25)
2018 6 (19)
2019 10 (31)
2020 8 (25)

Year of metastatic disease
2017–2018 2 (6)
2019 12 (39)
2020 17 (55)
Metastatic disease at initial diagnosis 10 (31)
Time from initial diagnosis to metastatic disease (months), median (IQR) 8 (2–19)

FIGO classification stage at diagnosis
I 10 (31)
II 4 (13)
III 8 (25)
IV 10 (31)

Histological subtypes
endometrial carcinoma

grade 1 5 (16)
grade 2 9 (28)
grade 3 2 (6)
serous adenocarcinoma 6 (19)
clear cell carcinoma 1 (3)

mixed types
endometrial + serious adenocarcinoma 1 (3)
endometrial + clear cell carcinoma 1 (3)
uterine sarcoma 2 (6)
leimyosarcoma 3 (9)
carcinosarcoma 2 (6)a

Number of previous treatment lines for metastatic disease
1 12 (39)
2 11 (35)
3 6 (19)
4 2 6)

ECOG performance status before CGP
0 25 (78)
1 6 (19)
2 1 (3)

Data are presented as number (percentage) of patients if not stated otherwise.
CGP, comprehensive genomic profiling; IQR, interquartile range.
Data were missing for date of metastatic disease and number of previous treatment lines for metastatic disease in 1 (3%) patient.
aTotal is <100% due to a rounding error.
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proportion was clinically relevant. In contrast to the conventional
testing, which, by single-target assays, discovers potentially one
actionable gene alteration, comprehensive genomic profiling
(CGP), by next-generation sequencing, gives detailed insight
into tumor gene specifics and brings a new dimension to the
treatment options of every cancer patient, thus evolving
personalized and precision medicine. Consequently, CGP is
gradually being integrated into the diagnostic workup of the
different tumor types as a backbone diagnostic tool. However,
questions that have arisen with CGP like cost, utility, and clinical
benefit, and patient’s and societal expectations were some of the
hot topics during recent years [26–29]. As previously mentioned,
molecular-targeted therapy is already established as a standard
treatment in many tumor types, while its use and value outside of
current indications are still under investigation. Clinical studies
such as theMOSCATO trial [30] have shown improved outcomes

but only in the minority of “hard-to-treat” patients, while the
phase 2 SHIVA trial discourages the use of “off-label”molecular-
targeted therapy due to unimproved progression-free survival
comparing it to the conventional treatment [31]. However, the
SHIVA trial was criticized for potential biases due to its design as
well as targeted therapy that was administered either as
monotherapy in patients with several molecular alterations or
was incorrectly matched for some patients [32]. On the other
hand, several studies have shown favorable effects of the use of
“off-label”molecular-targeted therapy with improved and almost
doubled response rates and progression-free survivals [33–37].
Meanwhile, the number of in-human studies regarding the dose-
escalation of targeted therapy, for instance, phosphatidylinositol
3-kinase α-selective inhibitor alpelisib in patients with specific
mutation such as PIK3CA, has lately been increasing rapidly [38].
In addition, new diagnostic approaches lead towards the
discovery of tumor genomic signatures such as microsatellite
instability and TMB, and these are so-called “tumor agnostic”
biomarkers for which the FDA (Food and Drug Administration)
approved immunotherapy regardless of cancer type. Despite the
abovementioned turmoil about the cost of CGP, it is strongly
encouraged, especially in low-income countries, to perform this if
CGP is not available, which involves less expensive but equally
informative tests, such as immunohistochemistry staining for
mismatch repair status (MMR protein staining) [39]. In oncology
today, we have more diagnostic capabilities than ever (like CGP),
more and more precise drugs, and, contradictorily, less and less
valid evidence for their use in individual patients. Furthermore,
with an expected, even more precise, granular approach to the
single patient and her/his tumor we would most probably end up
with a situation where classical clinical trials would not be able to
address the needs of further development of oncology science.
Consequently, real-world data and learning from every patient
experience and every tumor specificity are about to become the
backbone of future research in the field of precision oncology in
all tumor types together and especially in subtypes driven by
targetable biomarkers.

Our results have shown a high mutation load of uterine cancer
with at least one genomic alteration found in almost every patient
tested, which is in accordance with the previous observations [40,
41]. Furthermore, a vast majority of patients (84%) have clinically
relevant genomic alterations, and the most common were
PIK3CA, ARID1A, and PTEN, which is similar to the existing
findings of 93% [40] and 91% [41]of CRGAs as well as the
prevalence of the alterations. Both studies have shown potential
clinical benefit from the administered CGP-guided therapy.
However, a study by Rodriguez-Rodriguez et al. observed
targeted therapy in ovarian and uterine cancer, with only 25
patients with uterine cancer of all stages included in the study.
Also, only nine patients were treated in accordance to the CGP
with observed stable disease in two patients and partial response
in four patients, but the treatment regimen was not stated [40].
On the contrary, a study by Prendergast et al. included 74 patients
with recurrent endometrial cancer with a median age of patients
of 61 years and amedian number of two prior chemotherapy lines
(range 1–4). The results of their study showed a median number
of CRGAs of 3 (range 0–7), MSI-high status reported in 18% of

TABLE 2 | The results of the comprehensive genomic profiling.

All patients (n = 32)

n (%)

Time from the metastatic disease to the 6 (2–14)
CGP (months), median (IKR)
Genomic alterations

any genomic alteration 31 (97)
clinically relevant 27 (84)
clinically not relevant 30 (94)

Number of genomic alterations, median (IQR)
total number 6 (4–7)
clinically relevant 3 (1–4)
clinically not relevant 3 (1–5)

Number of clinically relevant genomic alterations
0 5 (16)
1 5 (16)
2–3 10 (31)
4–5 8 (25)
6–13 4 (13)a

Clinically relevant genomic alterations
PIK3 pathway 22 (69)
ARID1A 13 (41)

PTEN 11 (34)
KRAS 5 (16)
PALB 4 (13)
Each of BRCA2, CTNNB1 3 (9)

ERBB2, NRAS, RNF43
Each of AKT1, FBXW7, FGFR2, PTCH1 2 (6)
Each of ALK, ATM, C378R, C83fs*16 1 (3)

CCND1, CDK-4, FANCL, FGFR1, G132V
KEAP1, MDM, MDM2, MET, MTOR, NF1
NF2, PIK3CB, Q1835*, Q546K, R93Q
RAD54L, STK11

Microsatellite status
stable 21 (66)
high instability 10 (31)
not determined 1 (3)

Tumor mutational burden (TMB), median (IQR) 5 (2–18)
Tumor mutational burden (TMB)

not high 19 (59)
high (≥10 mutations/Mb) 12 (38)
not determined 1 (3)

Data are presented as number (percentage) of patients if not stated otherwise
CGP, comprehensive genomic profiling; IQR, interquartile range.
aTotal is >100% due to a rounding error.
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patients, and a median TMB of 24.3 (range 11.2–48) Muts/Mb
per patient. Also, 24/74 (32%) patients have received a matched
therapy according to the CGP results which consisted in the
majority of patients of agents targeting PI3K/PTEN/mTOR
pathway and immunotherapy (pembrolizumab). Objective
responses were seen in 25% of patients, nine patients achieved
stable disease with a median duration of treatment of 14.6
months, and two out of six patients treated with
immunotherapy have shown partial response, while others had
stable disease and the median duration of the treatment was
17 months [41]. Although the study has several limitations, such
as a small number of patients, comprehensive genomic profiling
on archival specimens, lack of consideration for tumor
heterogeneity or possible changes of the molecular subtype of
the recurrent endometrial cancer, and only a third of patients
receiving targeted therapy, it is the first study that links CGP with
clinical benefit in the patients diagnosed with recurrent
endometrial cancer and suggests its potential benefit in the
routine everyday clinical practice [41].

Our cross-sectional data of all tested patients on the country
level have shown similarities with the results in the
aforementioned studies. However, being the pilot year of
testing, there was only a small number of patients in general
and particularly those receiving targeted therapy without enough
time-length to assess its impact on the response or survival
outcomes. Furthermore, there is a discrepancy in the number
of patients tested in each institution, defining the learning curve
in the new technology adaptation and potentially different
approaches to the value of CGP and its clinical use today.
Moreover, different penetration of CGP in everyday clinical
practice could be due to the different patient distribution,
places of surgery, availability of archived or fresh tissues, and
organizational issues. Despite the above-mentioned limitations,
the majority of positive results speak in favor of our primary goal
and have shown the utility of CGP in everyday clinical practice of

patients diagnosed with metastatic uterine cancer. Also, our
results show good compliance with the established protocol
and adherence to the inclusion criteria for the comprehensive
genomic profiling on the country level. The number of treated
patients with uterine carcinoma in our analysis is rather small,
showing the same problem seen in other studies: lack of
organization and a structured approach to the CGP driven
therapy. Namely, with existing health insurance setups in the
majority of countries and the level of partnership between
governmental administration and the pharma industry, it is
difficult to foresee a faster and better implementation of
treatment in terms of precision oncology development. We
need more partnership as well as absolute monitoring and
information about the performance of the given therapies
according to the CGP at the single patient level. Considering
these as the nested cross-sectional data, results of the treatment of
our patients will be prospectively monitored over the next 2 years,
and the outcomes of the precision oncology approach in
metastatic uterine cancer therapy will be carefully analyzed in
the future.

In conclusion, our country-based real-world data of the
comprehensive genomic profiling of patients with metastatic
uterine cancer, despite its limitations, represent a significant
resource for the estimation of the value of CGP and personalized
therapy based on its findings in everyday oncological practice and
are important for further positioning and development of precision
medicine in patients with uterine cancer.
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TABLE 3 | Suggested treatment options based on the comprehensive genomic profiling.

Suggested treatment Targeted biomarker Prevalence

n (%)

Immune check-point inhibitors (nivolumab, avelumab, atezolizumab, pembrolizumab, durvalumab, cemiplimab) MSI-high 10 (31)
TMB>10 12 (38)

mTOR inhibitors (everolimus, temsirolimus) PIK3-kinases 22 (69)
AKT1 2 (6)
NF2 1 (3)
PTEN 11 (34)
CTNNB1 3 (9)
FBXW7 2 (6)
STK11 1 (3)

PIK3 inhibitor (alpelisib) PIK3CA 13 (41)
PARP inhibitors PALB2 4 (13)
(olaparib, niraparib, talazoparib, rucaparib) BRCA2 3 (9)
MEK inhibitors NRAS 3 (9)
(binimetinib, cobimetinib, trametinib) NF1 1 (3)
EGFR/HER2 TKIs (afatinib, lapatinib, dacomitinib, neratinib) ERBB2 3 (9)
antiHER-2 monoclonal antibodies (trastuzumab, pertuzumab, trastuzumabemtansine) ERBB2 3 (9)
Hedgehog pathway inhibitors (sonidegib, vismodegib) PTCH1 2 (6)
TKI (pazopanib) FGFR2 2 (6)
CDK 4/6 inhibitors (palbociclib, ribociclib) CDK4 1 (3)

Pathology & Oncology Research September 2021 | Volume 27 | Article 16099636

Čerina et al. Comprehensive Genomic Profiling of Uterine Cancer



ETHICS STATEMENT

The studies involving human participants were reviewed and
approved by Ethics committee of six different centers in Croatia.
The patients/participants provided their written informed
consent to participate in this study.

AUTHOR CONTRIBUTIONS

DC: conceptualization, methodology, investigation, resources, data
curation,writing the original draft, reviewing and editing the draft, and
project administration. VM, KK, IL, RS: investigation, resources, and
reviewing and editing the draft. IC andBJ: investigation, resources, and
reviewing and editing the draft. AF: investigation, resources, editing
the draft, responding to reviewers, and data systematization. SP:
investigation, resources, reviewing and editing the draft. ZB: formal
analysis, resources, data curation, writing the original draft, reviewing
and editing the draft, and visualization. EV: conceptualization,
methodology, investigation, resources, writing the original draft,
reviewing and editing the draft, supervision, and funding acquisition.

FUNDING

The authors declare that this study received funding from
Hoffman-La Roche Inc. The funder was not involved in the
study design, collection, analysis, interpretation of data, the
writing of this article or the decision to submit it for
publication.

CONFLICT OF INTEREST

The authors declare that the research was conducted in the absence
of any commercial or financial relationships that could be construed
as a potential conflict of interest.

SUPPLEMENTARY MATERIAL

The SupplementaryMaterial for this article can be found online at:
https://www.por-journal.com/articles/10.3389/pore.2021.1609963/
full#supplementary-material

REFERENCES

1. Jänne PA, Yang JC-H, Kim D-W, Planchard D, Ohe Y, Ramalingam SS, et al.
AZD9291 in EGFR Inhibitor-Resistant Non-small-cell Lung Cancer.N Engl J Med
(2015) 372:1689–99. Accessed: August 8, 2021. doi:10.1056/NEJMoa1411817

2. Flaherty KT, Infante JR, Daud A, Gonzalez R, Kefford RF, Sosman J, et al.
space missing throghout the references pls fix Combined BRAF and MEK
Inhibition in Melanoma with BRAF V600 Mutations. N Engl J Med (2012)
367:1694–703. doi:10.1056/nejmoa1210093

3. Dagher R, Cohen M, Williams G, Rothmann M, Gobburu J, Robbie G, et al.
Approval Summary: Imatinib Mesylate in the Treatment of Metastatic And/or
Unresectable Malignant Gastrointestinal Stromal Tumors. Clin Cancer Res
(2002) 8:3034–8.

4. Poveda A, Floquet A, Ledermann JA, Asher R, Penson RT, Oza AM, et al. Final
Overall Survival (OS) Results from SOLO2/ENGOT-Ov21: A Phase III Trial
Assessing Maintenance Olaparib in Patients (Pts) with Platinum-Sensitive,
Relapsed Ovarian Cancer and a BRCA Mutation. Jco (2020) 38:6002.
doi:10.1200/JCO.2020.38.15_suppl.6002

5. Ascierto PA, and Schadendorf D. Immunotherapy in Non-melanoma Skin
Cancer: Updates and New Perspectives. Dic (2019) 8:1–6. doi:10.7573/
dic.212583

6. Muller M, Schouten RD, De Gooijer CJ, and Baas P. Pembrolizumab for the
Treatment of Non-small Cell Lung Cancer. Expert Rev Anticancer Ther (2017)
17:399–409. doi:10.1080/14737140.2017.1311791

7. Rini BI, Plimack ER, Stus V, Gafanov R, Hawkins R, Nosov D, et al.
Pembrolizumab Plus Axitinib versus Sunitinib for Advanced Renal-Cell
Carcinoma. N Engl J Med (2019) 380:1116–27. doi:10.1056/NEJMoa1816714

8. Balar AV, Castellano D, O’Donnell PH, Grivas P, Vuky J, Powles T, et al. First-
line Pembrolizumab in Cisplatin-Ineligible Patients with Locally Advanced
and Unresectable or Metastatic Urothelial Cancer (KEYNOTE-052): a
Multicentre, Single-Arm, Phase 2 Study. Lancet Oncol (2017) 18:1483–92.
doi:10.1016/S1470-2045(17)30616-2

9. von Minckwitz G, Procter M, de Azambuja E, Zardavas D, Benyunes M, Viale
G, et al. Adjuvant Pertuzumab and Trastuzumab in Early HER2-Positive
Breast Cancer. N Engl J Med (2017) 377:122–31. doi:10.1056/NEJMoa1703643

10. Swain SM, Kim S-B, Cortés J, Ro J, Semiglazov V, Campone M, et al.
Pertuzumab, Trastuzumab, and Docetaxel for HER2-Positive Metastatic
Breast Cancer (CLEOPATRA Study): Overall Survival Results from a
Randomised, Double-Blind, Placebo-Controlled, Phase 3 Study. Lancet
Oncol (2013) 14:461–71. doi:10.1016/S1470-2045(13)70130-X

11. Cremolini C, Loupakis F, Antoniotti C, Lupi C, Sensi E, Lonardi S, et al. FOLFOXIRI
Plus Bevacizumab versus FOLFIRI Plus Bevacizumab as First-Line Treatment of
Patients withMetastatic Colorectal Cancer: Updated Overall Survival andMolecular
Subgroup Analyses of the Open-Label, Phase 3 TRIBE Study. Lancet Oncol (2015)
16:1306–15. doi:10.1016/S1470-2045(15)00122-9

12. Lyons TG, and Ku GY. Systemic Therapy for Esophagogastric Cancer: Immune
Checkpoint Inhibition.Chin Clin Oncol (2017) 6:53. doi:10.21037/cco.2017.09.03

13. Coleman RL, Brady MF, Herzog TJ, Sabbatini P, Armstrong DK, Walker JL,
et al. Bevacizumab and Paclitaxel-Carboplatin Chemotherapy and Secondary
Cytoreduction in Recurrent, Platinum-Sensitive Ovarian Cancer (NRG
Oncology/Gynecologic Oncology Group Study GOG-0213): a Multicentre,
Open-Label, Randomised, Phase 3 Trial. Lancet Oncol (2017) 18:779–91.
doi:10.1016/S1470-2045(17)30279-6

14. Tewari KS, Sill MW, Long HJ, Penson RT, Huang H, Ramondetta LM, et al.
Improved Survival with Bevacizumab in Advanced Cervical Cancer. N Engl
J Med (2014) 370:734–43. doi:10.1056/NEJMoa1309748

15. Henley SJ, Miller JW, Dowling NF, Benard VB, and Richardson LC. Uterine
Cancer Incidence and Mortality - United States, 1999-2016. MMWR Morb
Mortal Wkly Rep (2018) 67:1333–8. doi:10.15585/mmwr.mm6748a1

16. Shaw E, Farris M, McNeil J, and Friedenreich C. Obesity and Endometrial
Cancer. Recent Results Cancer Res (2016) 208:107–36. doi:10.1007/978-3-319-
42542-9_7

17. National Cancer Institute. Cancer Stat Facts: Uterine Cancer Surveillance,
Epidemiol. End Results Progr (2021). Available at: https://seer.cancer.gov/
statfacts/html/corp.html. Accessed: June 22, 2021.

18. McMeekin DS, Filiaci VL, Thigpen JT, Gallion HH, Fleming GF, and Rodgers
WH. The Relationship between Histology and Outcome in Advanced and
Recurrent Endometrial Cancer Patients Participating in First-Line
Chemotherapy Trials: A Gynecologic Oncology Group Study. Gynecol
Oncol (2007) 106:16–22. doi:10.1016/j.ygyno.2007.04.032

19. Levine DA. Integrated Genomic Characterization of Endometrial Carcinoma.
Nature (2013) 497:67–73. doi:10.1038/nature12113

20. Babić D, Pleština S, and Samaržija M. Preporuke Za Odabir Bolesnika/tumora
Za SGP (2021). Availableat: http://www.hrvatsko-onkolosko-drustvo.com/wp-
content/uploads/2021/02/Preporuke-za-SGP_Izdanje-23.2.2021.pdf. Accessed:
June 22, 2021.

21. Croatian Institue of Public Health. Cancer Incidence in Croatia Croat. Natl.
Cancer Regist. Bull (2018). Availableat: https://www.hzjz.hr/wp-content/
uploads/2020/12/Bilten_2018_final.pdf Accessed: July 15, 2021.

22. Frampton GM, Fichtenholtz A, Otto GA, Wang K, Downing SR, He J, et al.
Development and Validation of a Clinical Cancer Genomic Profiling Test

Pathology & Oncology Research September 2021 | Volume 27 | Article 16099637

Čerina et al. Comprehensive Genomic Profiling of Uterine Cancer

https://www.por-journal.com/articles/10.3389/pore.2021.1609963/full#supplementary-material
https://www.por-journal.com/articles/10.3389/pore.2021.1609963/full#supplementary-material
https://doi.org/10.1056/NEJMoa1411817
https://doi.org/10.1056/nejmoa1210093
https://doi.org/10.1200/JCO.2020.38.15_suppl.6002
https://doi.org/10.7573/dic.212583
https://doi.org/10.7573/dic.212583
https://doi.org/10.1080/14737140.2017.1311791
https://doi.org/10.1056/NEJMoa1816714
https://doi.org/10.1016/S1470-2045(17)30616-2
https://doi.org/10.1056/NEJMoa1703643
https://doi.org/10.1016/S1470-2045(13)70130-X
https://doi.org/10.1016/S1470-2045(15)00122-9
https://doi.org/10.21037/cco.2017.09.03
https://doi.org/10.1016/S1470-2045(17)30279-6
https://doi.org/10.1056/NEJMoa1309748
https://doi.org/10.15585/mmwr.mm6748a1
https://doi.org/10.1007/978-3-319-42542-9_7
https://doi.org/10.1007/978-3-319-42542-9_7
https://seer.cancer.gov/statfacts/html/corp.html
https://seer.cancer.gov/statfacts/html/corp.html
https://doi.org/10.1016/j.ygyno.2007.04.032
https://doi.org/10.1038/nature12113
http://www.hrvatsko-onkolosko-drustvo.com/wp-content/uploads/2021/02/Preporuke-za-SGP_Izdanje-23.2.2021.pdf
http://www.hrvatsko-onkolosko-drustvo.com/wp-content/uploads/2021/02/Preporuke-za-SGP_Izdanje-23.2.2021.pdf
https://www.hzjz.hr/wp-content/uploads/2020/12/Bilten_2018_final.pdf
https://www.hzjz.hr/wp-content/uploads/2020/12/Bilten_2018_final.pdf


Based on Massively Parallel DNA Sequencing. Nat Biotechnol (2013) 31(11):
1023–31. doi:10.1038/nbt.2696

23. Chalmers ZR, Connelly CF, Fabrizio D, Gay L, Ali SM, Ennis R, et al. Analysis
of 100,000 Human Cancer Genomes Reveals the Landscape of Tumor
Mutational burden. Genome Med (2017) 9(1):34. doi:10.1186/s13073-017-
0424-2

24. Foundationmedicine. foundationmedicine. Available at: https://www.
foundationmedicine.com/genomic-testing/foundation-one-cdx Accessed:
August 14, 2021.

25. World Medical Association.World Medical Association Declaration of
Helsinki. JAMA (2013) 310:2191–4. doi:10.1001/jama.2013.281053

26. Park JY, Kricka LJ, and Fortina P. Next-generation Sequencing in the Clinic.
Nat Biotechnol (2013) 31:990–2. doi:10.1038/nbt.2743

27. Schwaederle M, Daniels GA, Piccioni DE, Fanta PT, Schwab RB, Shimabukuro
KA, et al. On the Road to Precision Cancer Medicine: Analysis of Genomic
Biomarker Actionability in 439 Patients. Mol Cancer Ther (2015) 14:1488–94.
doi:10.1158/1535-7163.MCT-14-1061

28. Chae YK, Pan AP, Davis AA, Patel SP, Carneiro BA, Kurzrock R, et al. Path
toward Precision Oncology: Review of Targeted Therapy Studies and Tools to
Aid in Defining “Actionability” of a Molecular Lesion and Patient
Management Support. Mol Cancer Ther (2017) 16:2645–55. doi:10.1158/
1535-7163.MCT-17-0597

29. Roberts N, James S, Delaney M, and Fitzmaurice C. The Global Need and
Availability of Blood Products: a Modelling Study. Lancet Haematol (2019) 6:
e606–e615. doi:10.1016/S2352-3026(19)30200-5

30. Massard C, Michiels S, Ferté C, Le Deley M-C, Lacroix L, Hollebecque A, et al.
High-Throughput Genomics and Clinical Outcome in Hard-To-Treat
Advanced Cancers: Results of the MOSCATO 01 Trial. Cancer Discov
(2017) 7:586–95. doi:10.1158/2159-8290.CD-16-1396

31. Le Tourneau C, Delord J-P, Gonçalves A, Gavoille C, Dubot C, Isambert N,
et al. Molecularly Targeted Therapy Based on Tumour Molecular Profiling
versus Conventional Therapy for Advanced Cancer (SHIVA): a Multicentre,
Open-Label, Proof-Of-Concept, Randomised, Controlled Phase 2 Trial. Lancet
Oncol (2015) 16:1324–34. doi:10.1016/S1470-2045(15)00188-6

32. Tsimberidou AM, and Kurzrock R. Precision Medicine: Lessons Learned from the
SHIVA Trial. Lancet Oncol (2015) 16(16):e579–e580. doi:10.1016/S1470-2045(15)
00397-6

33. van der Velden DL, Hoes LR, van der Wijngaart H, van Berge Henegouwen
JM, van Werkhoven E, Roepman P, et al. The Drug Rediscovery Protocol

Facilitates the Expanded Use of Existing Anticancer Drugs. Nature (2019)
574(7776):127–31. doi:10.1038/s41586-019-1600-x

34. Dalton WB, Forde PM, Kang H, Connolly RM, Stearns V, Gocke CD, et al.
Personalized Medicine in the Oncology Clinic: Implementation and Outcomes
of the Johns Hopkins Molecular Tumor Board. JCO Precision Oncol (2017) 16:
1–19. doi:10.1200/PO.16.00046

35. Schwaederle M, Zhao M, Lee JJ, Eggermont AM, Schilsky RL, Mendelsohn J,
et al. Impact of Precision Medicine in Diverse Cancers: A Meta-Analysis of
Phase II Clinical Trials. Jco (2015) 33:3817–25. doi:10.1200/JCO.2015.61.5997

36. Fontes Jardim DL, Schwaederle M, Wei C, Lee JJ, Hong DS, Eggermont AM,
et al. Impact of a Biomarker-Based Strategy on Oncology Drug Development:
A Meta-Analysis of Clinical Trials Leading to FDA Approval. JNCI.J (2015)
107:djv253. doi:10.1093/jnci/djv253

37. Barlesi F, Mazieres J, Merlio J-P, Debieuvre D, Mosser J, Lena H, et al. Routine
Molecular Profiling of Patients with Advanced Non-small-cell Lung Cancer: Results
of a 1-year Nationwide Programme of the French Cooperative Thoracic Intergroup
(IFCT). The Lancet (2016) 387:1415–26. doi:10.1016/S0140-6736(16)00004-0

38. Juric D, Rodon J, Tabernero J, Janku F, Burris HA, Schellens JHM, et al.
Phosphatidylinositol 3-Kinase α-Selective Inhibition with Alpelisib (BYL719)
in PIK3CA-Altered Solid Tumors: Results from the First-In-Human Study. Jco
(2018) 36(13):1291–9. doi:10.1200/JCO.2017.72.7107

39. Chakravarty D, and Solit DB. Clinical Cancer Genomic Profiling. Nat Rev
Genet (2021) 22(8):483–501. doi:10.1038/s41576-021-00338-8

40. Rodriguez-Rodriguez L, Hirshfield KM, Rojas V, DiPaola RS, Gibbon D,
Hellmann M, et al. Use of Comprehensive Genomic Profiling to Direct
point-of-care Management of Patients with Gynecologic Cancers. Gynecol
Oncol (2016) 141:2–9. doi:10.1016/j.ygyno.2016.02.021

41. Prendergast EN, Holman LL, Liu AY, Lai TS, Campos MP, Fahey JN, et al.
Comprehensive Genomic Profiling of Recurrent Endometrial Cancer:
Implications for Selection of Systemic Therapy. Gynecol Oncol (2019) 154:
461–6. doi:10.1016/j.ygyno.2019.06.016

Copyright © 2021 Čerina, Matković, Katić, Lovasić, Šeparović, Canjko, Jakšić, Fröbe,
Pleština, Bajić and Vrdoljak. This is an open-access article distributed under the
terms of the Creative Commons Attribution License (CC BY). The use, distribution
or reproduction in other forums is permitted, provided the original author(s) and the
copyright owner(s) are credited and that the original publication in this journal is
cited, in accordance with accepted academic practice. No use, distribution or
reproduction is permitted which does not comply with these terms.

Pathology & Oncology Research September 2021 | Volume 27 | Article 16099638

Čerina et al. Comprehensive Genomic Profiling of Uterine Cancer

https://doi.org/10.1038/nbt.2696
https://doi.org/10.1186/s13073-017-0424-2
https://doi.org/10.1186/s13073-017-0424-2
https://www.foundationmedicine.com/genomic-testing/foundation-one-cdx
https://www.foundationmedicine.com/genomic-testing/foundation-one-cdx
https://doi.org/10.1001/jama.2013.281053
https://doi.org/10.1038/nbt.2743
https://doi.org/10.1158/1535-7163.MCT-14-1061
https://doi.org/10.1158/1535-7163.MCT-17-0597
https://doi.org/10.1158/1535-7163.MCT-17-0597
https://doi.org/10.1016/S2352-3026(19)30200-5
https://doi.org/10.1158/2159-8290.CD-16-1396
https://doi.org/10.1016/S1470-2045(15)00188-6
https://doi.org/10.1016/S1470-2045(15)00397-6
https://doi.org/10.1016/S1470-2045(15)00397-6
https://doi.org/10.1038/s41586-019-1600-x
https://doi.org/10.1200/PO.16.00046
https://doi.org/10.1200/JCO.2015.61.5997
https://doi.org/10.1093/jnci/djv253
https://doi.org/10.1016/S0140-6736(16)00004-0
https://doi.org/10.1200/JCO.2017.72.7107
https://doi.org/10.1038/s41576-021-00338-8
https://doi.org/10.1016/j.ygyno.2016.02.021
https://doi.org/10.1016/j.ygyno.2019.06.016
https://creativecommons.org/licenses/by/4.0/

	Precision Oncology in Metastatic Uterine Cancer; Croatian First-Year Experience of the Comprehensive Genomic Profiling in E ...
	Introduction
	Methods
	Project Design
	Participants
	Endpoints
	Statistical Analysis

	Results
	Description of Patients and Previous Therapy
	Comprehensive Genomic Profiling

	Discussion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Conflict of Interest
	Supplementary Material
	References


