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Abstract

Objective: To describe the use of biomarker testing and therapy options for RASwt patients with metastatic colorectal can-
cer (mCRC) in Argentina, Brazil, and Mexico during the 2017-2019 period. Methods: We conducted descriptive analysis
using datasets from privately-owned research tools. Results: There was an increase in the use of tests performed for RAS,
BRAF and MSI in all three countries. Between 2018 and 2019, RAS testing increased 15% in Argentina, 29% in Brazil and
3% in Mexico. MSI testing increased 18% in Argentina and 19% in Brazil but remained stable in Mexico at 12%. BRAF
testing increased 45% in Brazil, in Argentina 46% and 29% in Mexico. Main first-line available options for mCRC were: Che-
motherapy (CT), CT+ (EGFR inhibitor/anti-VEGF). Conclusions: Given the paucity of publicly available information on access
to mCRC treatments in Latin America, findings from this private data-based study may be useful for decision-making pro-
cesses among healthcare institutions.
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Biomarcadores y caracteristicas del tratamiento en pacientes con cancer colorrectal
metastasico RAS en América Latina

Resumen

Objetivo: Describir del uso de biomarcadores y los tratamientos utilizados en pacientes RAS-silvestre con cancer colorrec-
tal metastdsico (CCRm) en 3 paises de Latinoamérica durante el periodo 2017-2019. Métodos: Se realizé un andlisis des-
criptivo de fuentes de datos estructuradas privadas para conocer el acceso a tratamientos y el uso de biomarcadores, en
CCRm en Argentina, Brasil y México. Resultados: En el periodo analizado se identificé un incrementd en el uso de pruebas
para RAS, BRAF y estabilidad microsatelital en los 3 paises. En relacion con los tratamientos disponibles, en primera linea,
las terapias mds utilizadas son quimioterapia y quimioterapia en combinacion con inhibidores de EGFR o con anti-VEGF.
Conclusiones: Nuestro estudio presenta datos de fuentes privadas para 3 de los paises mads grandes de la region que
pueden ser de utilidad para la toma de decisiones en las instituciones de salud de Latinoamérica, dado que no existe su-
ficiente informacion publica disponible sobre el acceso a tratamientos para CCR.

Palabras clave: Cdncer colorrectal metastasico. Biomarcadores. RAS silvestre. Terapias dirigidas. Latinoameérica.
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Introduction

Colorectal cancer (CRC) is among the three most
frequent cancers in Central and South America. Rep-
resenting 8% and 7.7% of all cancer cases among
males and females, respectively, trends in most coun-
tries in the region reveal rising age-standardized mor-
tality rates'. In addition, more than 50% of diagnosed
patients with CRC will eventually develop metastatic
disease which is inoperable in the majority of
patients?.

Metastatic CRC (mCRC) is characterized by molec-
ular heterogeneity and particularly dismal outcomes?®.
Current options for mCRC include cytotoxic chemother-
apy, targeted therapies, and, most recently, immune
checkpoint inhibitors. Decision on treatment selection
is based on the patient’s clinical characteristics with
biomarkers playing an important role given his diagnos-
tic, predictive, or prognostic features*. Current mCRC
biomarkers include mutations in proteins downstream
the epidermal growth factor receptor (EGFR) signaling
pathway, including K-RAS, N-RAS, and BRAF; mis-
match repair proficiency or microsatellite instability
(MSI); and HER2 expression (human EGFR2). The fre-
quency of RAS mutation in CRC is 48.5%°. With KRAS
mutation representing around 36% and NRAS 3%°,
other reference reported specifically for mCRC that
KRAS mutation prevalence is approximately 40%?°.
BRAF mutations are found in the tumors of between
8% and 12% of patients with mCRC and are almost
exclusively non-overlapping with RAS mutations while
tumors with MSI represent only 4-8% of tumors in pa-
tients with mCRC”.

Clinical guidelines (ESMO and NCCN) recommend
testing for RAS (KRAS and NRAS) and BRAF at the
time of mCRC diagnosis and before first-line therapy*,
universal MSI testing is also recommended given its
predictive value for the use of immune check points
inhibitors in the treatment of mCRC patients™®. RAS
mutational status is a negative predictive marker for
therapeutic choices involving EGFR antibody therapies
(cetuximab or panitumumab) in the metastatic setting.
Anti-EGFR agents have shown benefits for patients
with RAS wild-type (RASwt) tumors in several trials,
with better clinical outcomes in the left-sided tumors in
which EGFR expression is enriched in comparison with
the right-sided tumors®. The latter should be consid-
ered along with other clinical factors to decide on
first-line therapy. BRAF mutations are a significant neg-
ative prognostic marker for patients with mCRC’. The
typical continuum of care for mCRC patients involves

a first-line induction therapy followed by maintenance
therapy, second- and third-line therapy, and best sup-
portive care. In the first-line setting, a chemotherapy
backbone that includes a fluoropyrimidine plus oxalipla-
tin or irinotecan accompanied by a targeted agent, such
as an antibody targeting receptors for vascular endo-
thelial growth factor (VEGF) or EGF, is recommended
based on the clinical characteristics of patients. NCCN
and ESMO guidelines recommend using cetuximab or
panitumumab in confirmed RASwt and BRAFwt pa-
tients®. Primary tumor location is a prognostic factor in
patients with mCRC: RASwt left-sided tumors gain a
clear benefit from initial treatment with CT combined
with an anti-EGFR drug, and anti-VEGF agents could
be considered as an alternative choice. The selection
of treatment in second and further line therapies relies
on the patient’s clinical status and, more importantly,
on the systemic therapies provided upfront. Anti-angio-
genic agents (e.g., bevacizumab, ramucirumab, and
aflibercept) with chemotherapeutic agents are indicated
for most patients in the second-line treatment. For pa-
tients receiving third-line treatment, ESMO guidelines
consider cetuximab or panitumumab in RASwt and
BRAFwt patients not previously treated with EGFR an-
tibodies and regorafenib (a multi-kinase inhibitor) or
TAS-102 (trifluridine/tipiracil) if they have already been
treated with EGFR antibodies’. Thus, in-depth analysis
of the tumor characteristics, including molecular profil-
ing, maximizes the probability of success when treating
mCRC patients. Nevertheless, there is little evidence
about the use of these tests and of the guided selection
of therapy in mCRC patients in Latin American coun-
tries. In general, the region shows relevant inequalities
regarding cancer data collection, population coverage,
and quality of registers. It has been reported that pop-
ulation-based cancer registries (PBCRs) cover only
30%, 25%, and 10% of the population in Argentina,
Brazil, and Mexico, respectively. Furthermore, when
high-quality PBCRs are available, these proportions
are reduced to <10%, about 5% and 0%, for these
countries, respectively'.

Considering the lack of data from public sources re-
garding treatment options for mCRC patients in Latin
America, we used private data datasets to provide el-
ements for discussion in the region’s medical commu-
nity regarding treatment decision-making among mCRC
patients. As an example, we analyzed the cases of
Argentina, Brazil, and Mexico and performed descrip-
tive analyses of the trends in the use of biomarkers and
their relationship with the use of targeted therapies
among mCRC patients.
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Material and methods

This descriptive study leverages two non-public data
sources to describe and outline a general landscape of
the clinical characteristics and management of mCRC
on patients with RASwt tumors in Argentina, Brazil, and
Mexico, throughout a 3-year time span (2017-2019).
Both data sources are designed and managed by a
global human data science company with extensive
background and capabilities in developing data collec-
tion instruments for research purposes. The supervi-
sion of data collection and data analysis was in charge
of a professional team with strong experience on these
tasks.

For Argentina and Brazil, the data source was a
quantitative study designed ad hoc for the market of
oncological products indicated for the treatment of
mCRC. The study consists of online interviews applied
to a sample of medical specialists who are requested
to fill in a questionnaire (“Patient Diary”) that, in a strict-
ly anonymized way, collects data on the clinical condi-
tion of up to six patients per physician. This encompasses
demographic characteristics (age and gender), base-
line clinical data at the time of diagnosis, as well as
monitoring, treatment, follow-up, and health outcomes
along the evolution process of patients. The inclusion
criteria for patients are clearly defined and are shown
to the physician at the beginning of the survey. The
data collection instrument only includes closed ques-
tions and specifies instructions to be answered based
on the medical records of each patient. Along the ques-
tionnaire, there are several electronic quality controls,
such as confirmation messages (to go on) and cell
blocking in case of inconsistent data. Thus, the data
obtained come from real experience and reflect the
achieved results in the context of everyday medical
practice.

The sample of physicians was predetermined for
each country according to the following inclusion crite-
ria: to be a certified specialist in oncology and to be
providing medical care and/or active follow-up to a min-
imum of six patients diagnosed with mCRC at the time
of the interview. Inclusion criteria for patients were the
following: to be at least 18 years old, to have an mCRC
diagnosis, to be receiving pharmacological treatment
for cancer, or having received it recently, and being
under active medical surveillance by an oncologist,
including a consultation visit within the past 3 months
before the survey. During the data collection period, a
team of specialists from the interviewing company re-
viewed each of the filled-in questionnaires to verify that

the answers were complete and searched for possible
inconsistencies. If any inconsistencies or missing data
were found, the physicians were asked to make the
necessary modifications. In addition, a search was car-
ried out specifically aiming at identifying possible ad-
verse events that were subject to generation of a
pharmacovigilance report. The answers to the survey
were collected quarterly (Q1-Q4). Selected physicians
could vary in the different quarters, making this a dy-
namic panel of consulting oncologists. To avoid patient
clustering, the number of patients per physician was
limited to six per quarter. Results are presented as a
percentage of all answers for each question.

For Mexico, data were obtained from a private vali-
dated oncology database. This instrument is a
cross-sectional, syndicated, and anonymized survey
that collects unbiased patient-level data provided at
one specific point in time from a sample of cancer-treat-
ing physicians. The survey captures quarterly current
treatment patterns in the cancer population also cover-
ing treatment modalities, most recent treatment, and
patient profile as well as biomarkers tests, tumor local-
ization, and stage for 15 types of cancer. Only mCRC
cases were considered for the study. All the patients
who were included in the survey had been personally
treated by the oncologist during the most recent quar-
ter. Database management included high-level quality
control standards for the data collection, coding, pro-
cessing, and creation of the final dataset.

For both databases, data from Q2 and Q4 of three
consecutive years (2017, 2018, and 2019) were extract-
ed from the analysis. The analysis of tumor variables
includes the conduction of biomarker tests (RAS,
BRAF, and MSI) and localization (right, left, and trans-
versal); also, the preferred treatment schemes per line
of treatment for RASwt tumors are depicted. Each vari-
able is described per quarter and by country.

Results

The number of oncologists included in the survey
varied from 40 to 96 across the three countries and
quarters with an average of 48, 83, and 78 oncologists
per quarter assessment for Argentina, Brazil, and Mex-
ico, respectively. The average number of patients in-
cluded per quarter was 286 for Argentina, 498 for
Brazil, and 167 for Mexico (Table 1). In Argentina, the
proportion of oncologists working in the private and
public health-care system was similar across all peri-
ods while private practice was highly predominant in
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Table 1. Number of oncologists per country and number of patients included

04-2017

Argentina
Brazil 81 481 99 591 80
Mexico NA NA NA NA 96

NA: Not available, n: Number of patients, TOs: Treating oncologists.

02-2018

ECH I N O ECN R S I AN TS ECR
40 238 49 292 50 299 50 297 50 293 50 295

04-2018 04-2019

a71 80 478 80 480 81 483
173 84 153 70 160 62 183

Table 2. Proportion of oncologists in public/private health care institutions

T www | waw | waw | oom | waws | s

Argentina
Private 60% 49%
Public 40% 51%
Brazil
Private 68% 81%
Public 32% 19%
Mexico
Private NA NA
Public NA NA

NA: Not available.

Brazil. On the other hand, public practice oncologists
were predominant in Mexico (Table 2).

Regarding the molecular profiling of mCRC tumors,
the proportion of patients tested for different biomark-
ers increased across quarterly assessments in the
three countries with RAS testing being the most fre-
quent in Argentina and Brazil. The proportion of pa-
tients tested by oncologist for RAS increased by 15%
from Q2-2017 to Q4-2019 in Argentina, notably this
increase was of 29% for Brazil in the same period. In
Mexico, the proportion of RAS testing was fairly sta-
ble, only increasing 3% from Q2-2018 to Q4-2019.
These values are lower when compared to the other
two countries (Fig. 1A). In the RASwt patient sub-
group, tumor localization was characterized (Fig. 1B).
The majority of patients had tumors on the left side of
the colon followed by the right-sided tumors and a
smaller fraction showed tumors on the transverse co-
lon. These trends were observed regardless of the
country analyzed and the time period. The left-sided
RASwt mCRC tumors, in Argentina, range from 57 to
63%, and while Brazil shows similar results (54-57%), in
Mexico, the proportion is around 50% in the last three
quarters reported (Q4-2018 to Q4-2019). Furthermore,

44% 54% 60% 60%
56% 46% 40% 40%
100% 100% 100% 100%
0 0 0 0
21% 26% 24% 26%
73% 74% 76% 74%

in RASwt patients, BRAF testing showed a similar
increasing trend in Argentina and Brazil with less than
20% tested in Q2-2017 and 48% in Q4-2019 in both
countries. However, in Mexico, BRAF testing requests
were higher in general, starting at 35% of RASwt pa-
tients in Q2-2018 and peaking at 71% in Q2-2019
(Fig. 1C). The least analyzed biomarker was MSI, with
low numbers in the three countries. However, for
Argentina and Brazil, there is an increasing trend to-
ward the Q-4 in 2019, with 19% and 27% more pa-
tients being tested in Q4-2019 compared to Q2-2017,
respectively. In Mexico, testing rates among RASwt
patients were below 20% in all quarters assessed
(Fig. 1D).

As we have already mentioned, the molecular char-
acteristics of the tumors in mCRC patients are a key
feature to be considered before initiating first line che-
motherapy with or without the addition of targeted
therapy. The possible treatment schemes for the first and
second line were grouped as follows: chemotherapy alone,
chemotherapy plus an anti-EGFR agent (cetuximab or
panitumumab), chemotherapy plus an anti-VEGF agent
(bevacizumab) immunotherapy (pembrolizumab), and
other therapies that were not specified.
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Figure 1. Access to metastatic colorectal cancer genetic testing in Argentina, Brazil, and Mexico from 2017 to 2019 and
tumor localization in RASwt patients. RAS testing rate (%) per period (A); tumor localization in RASwt patients per period
(B); BRAF testing rate (%) per period (C); MSI testing rate (%) per period (D), NA: Not available.

In RASwt patients, regardless of tumor localization,
the use of chemotherapy alone was slightly higher in
Brazil (20-37%) compared to Argentina (14-22%) and
Mexico (12-24%). Conversely, the addition of an an-
ti-EGFR agent to the chemotherapy backbone was the
preferred choice of therapy in all three countries across
all time points analyzed. In Mexico, the usage of an-
ti-EGFR agents was the highest, reaching 76% in 2018
(Q2), while Brazil showed a stable increase over time
and Argentina had the most stable proportion ranging
from 53% to 62% (Fig. 2A). When the left-sided RASwt
tumors were considered, the addition of anti-EGFR
agents in the first line was largely the therapy of choice
in all three countries. This therapy was selected by over
50% of all physicians regardless the time point ana-
lyzed (Fig. 2B). There was a fraction of patients with
RASwt tumors that received a chemotherapy backbone
plus an antibody targeting VEGF (bevacizumab), this
varied from country to country yet never surpassed
26% (Fig. 2A). When focusing on RASwt left-sided tu-
mors, this percentage dropped in all cases ranging
from 12% to 22%.

As a part of the continuum of care, mCRC patients
can be treated with subsequent therapy on progres-
sion. In the second-line setting, chemotherapy alone is
used in Argentina and Brazil in the same proportion as
in the first line, while in Mexico, physicians do not favor

this regimen. Interestingly, there is a trend of increased
use of anti-angiogenic therapy accompanying chemo-
therapy in detriment of the addition of anti-EGFR agents
in the second line in all countries. This is likely due to
the use of anti EGFR agents in the first line for these
patients. Furthermore, immunotherapy became a
choice for Brazil and Mexico for mCRC patients al-
though in a low proportion (Fig. 3A). In the third-line
setting, other treatment options become available for
refractory mCRC, such as TAS-102 (trifluridine/tipiracil
hydrochloride), a drug that prevents DNA synthesis,
and regorafenib, a multi-kinase inhibitor with an angio-
genic activity. Thus, the landscape of treatment ap-
pears more complex and heterogeneous as fewer
patients are suited for these later line therapies. Given
the limited number of patients reported in Mexico for
third-line treatment, only data from Argentina and Brazil
are presented (Fig. 3B).

Chemotherapy alone is widespread as a treatment
choice but when comparing between countries and
over time, there is not a clear trend. In Argentina, the
use of TAS-102 in 3L steadily increased in 2018 and
2019, while the proportion of anti-EGFRs use was also
lower. In Brazil, anti-EGFRs were quite frequently used
in 2017 with over 50% dropping in Q4 2019 to just 20%,
while anti-angiogenic therapy showed dispersed results
over time (3-57%). Interestingly, immunotherapy as a
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Figure 2. Chemotherapy and therapies used in metastatic colorectal cancer metastatic colorectal cancer RASwt
patients in first line. The first-line therapy in all mCRC RASwt patients per period in Argentina, Brazil, and Mexico (A),
the first-line therapy in patients with the left-sided RASwt mCRC per period in Argentina, Brazil, and Mexico (B); CT,
Chemotherapy alone; NA, Not available; anti-EGFRs (cetuximab and panitumumab), anti-VEGFs (bevacizumab).

third-line agent was only seen in Brazil in Q4 2019 (16%).
BRAF mutations may occur in mCRC patients who are
wild type for K-RAS and N-RAS proteins (RASwt); this
subset is shown in the three countries analyzed as a
percentage of all mCRC cases in the database analy-
sis. The prevalence of BRAF mutations in Argentina
increased from 8% to 13% in 2 years (Fig. 4A), it should
be kept in mind that the rates of BRAF testing also
increased during this period (Fig. 1C). Similar rates are
seen in Brazil with 13-14% in 2019 (the only available
data). However, Mexico shows distinct results with a
prevalence of only 4-7% in spite of having higher rates
of BRAF testing.

Treatment of BRAFmt patients always included tar-
geted therapy plus chemotherapy in all countries and
across all time points (Fig. 4B). Antibodies targeting
VEGF (bevacizumab) dominated in Argentina (56-85%),
while in Brazil, this varied over time showing an in-
creasing trend toward the end of 2019. Treatment data

for Mexico are scarce given the low percentage of mu-
tated patients and thus not presented.

Discussion

Cancer-related public data systems in Latin American
countries have certain limitations. One way to address
the lack of data is to leverage private databases devel-
oped for commercial purposes, which can help com-
plement or expand the knowledge related to these
health conditions at the population level. In this study,
we aimed to describe the landscape of CRC medical
care in 3 Latin American countries. Our intention was
to provide elements for discussion and to generate re-
search questions and hypotheses to be tested, to stim-
ulate further research work.

During the study period, the use of biomarker tests
(RAS, BRAF, and MSI) increased in the three countries, as
suggested by the most recent international guidelines, but
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Figure 3. Chemotherapy and therapies used in metastatic colorectal cancer (mCRC) RASwt patients in second (A) and
third line (B). The second-line therapy in mCRC RASwt patients per period in Argentina, Brazil, and Mexico (A); the
third-line therapy in mCRC RASwt patients per period in Argentina and Brazil (B); CT, Chemotherapy alone; NA, Not
available; anti-EGFRs (cetuximab and panitumumab), regorafenib, anti-VEGFs (bevacizumab), immunotherapy

(pembrolizumab), and DNA synthesis inhibitors (TAS-102).

in different proportions. RAS testing grew by 29% points
in Brazil (from 55% to 84%), 15 in Argentina (from 76% to
91%), and in 3% points in Mexico (from 48% to 51%). The
use of the BRAF test increased in a more evident way: in
Brazil, it went from only 3% of patients to 48%, while in
Argentina, it went from 18% to 64%. In the case of Mexico,
the first available data in Q2-2018 were 35%, which in-
creased up to 71% and then decreased to 64% in the last
measurement. The high rate in Brazil is likely due to the
predominance of specialists with private practice, while
Mexico, on the contrary, mostly has a public clinical prac-
tice and the testing rates are low. In the case of Argentina,
the reason behind this increase may be related to the in-
corporation of BRAF testing into the gene panel supported
by the pharmaceutical industry; this may also be explain-
ing the rising trends depicted here.

The trends for MSI testing rates were different. Al-
though there was an increase in its use in Brazil (from
21% to 40%) and particularly in Argentina (from 3%
to 31%), Mexico showed a remarkably low rate with

only 12%. Considering this test is recommended in
patients diagnosed with CRC regardless the stage of
disease (6), this could explain the lower rates ob-
served in the metastatic setting. Yet, other factors
may come into play, such as limited testing which is
the case in Mexico and Argentina. In addition to its
high cost, the current non-approval by regulatory
agencies for the use of immunotherapy in patients
with mCRC with MSI may also explain the lower test-
ing index. The assessment of MSI is key to rule-out
familial forms of CRC (6) and it also guides treatment
with immunotherapy in the metastatic setting (10). In
general, tumor localization in RASwt patients showed
a similar distribution in Argentina and Brazil, with
more than half located on the left side, about a third
on the right side and around 10% within the trans-
verse colon. The measurements in Mexico showed
more variability, with the left side tumors moving from
60% to 45% with the last report in 50%. Similarly, the
right side tumors had the highest value with 48% and



J. O’Connor et al. Colorectal cancer biomarkers in LATAM

[>]

Argentina
100%

90%
80%
70%
60% -
50% A
40%
30% - |KiAl
20%
10% -

)

Patients with CRC (%)

8% 8w P1%  [33%

NA

9%
7% 3% 6%
NA

Brazil Mexico

PTA I52%

0%
Q2'18 Q4’18 Q2'19 Q4’19

85%
37
15%

Argentina

68%

32%

Q2'18 Q4'18 Q2'19 Q4’19

[ 1BRAF wild type [l BRAF mutated

Q218 Q4’18 Q2'19 Q4’19

Brazil

30%

49% I 51%

70%

50%) 51%|  |49%)

Q217 Q4’17 Q2'18 Q4’18 Q2’19 Q4’19

[]cT+Anti-EGFRs [l CT+Anti-VEGFs

Q2’17 Q4’17 Q2’18 Q4’18 Q2'19 Q4’19
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and, panitumumab) and anti-VEGFs (bevacizumab).

the lowest with 33%; while the transversal ranged
from 14% to 3%.

With regard to first-line treatment for RASwt patients,
chemotherapy plus an anti-EGFR agent was the pre-
ferred treatment for both, left- and right-sided tumors in
the three countries. When the left-sided RASwt tumors
were considered, there was a higher use of this combi-
nation. This is in agreement with the enriched EGFR
expression, reported for the left-sided tumors compared
with the right-sided tumors®. For the second option of
therapy, there is a variation among the measurements

across countries as well as variability within the three
countries, which involve chemotherapy plus anti-VEGFs
and chemotherapy alone. Although it is not possible to
outline a defined trend in the analyzed periods or by
country, in the case of Mexico, many of the patients are
from public medical institutions where the lack of re-
sources limits the use of anti-EGFR agents in the first-
line treatment of patients with RASwt mCRC and other
treatment options must be chosen.

The usage of anti-EGFR agents in second-line ther-
apy can be considered if the tumor is RAS and BRAF
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wild type (and left primary tumor) but the patients who
received a first-line EGFR-based therapy should be
switched to a VEGF-targeted agent®. In our analysis,
the proportion of patients receiving anti-EGFR agents
in the second line is between 34% and 55% in Argen-
tina and Brazil, while in Mexico, this proportion is more
variable (29-67%). This could be the case for patients
who did not receive it in first line. Other factors that
might also play a role are access to biomarker testing
and/or to targeted therapy.

As expected, we found a wider range of options for
third-line therapies, with drugs such as TAS-102 and
regorafenib becoming available in this setting. Factors
guiding treatment selection include not only the molec-
ular profile of the tumor but also importantly the char-
acteristics of the patient, potential severe adverse
events, and agents used in previous lines'™®. Further-
more, as of the end of 2020, immunotherapy should be
considered for the treatment of mMCRC MSI-H patients.
Nevertheless, this option is not registered in Latin
America for this specific indication in the first line but
in subsequent therapies'. Clinical trial enrolment is
suggested, especially for BRAF- and HER2-directed
combinations®. Furthermore, there is evidence that in-
cluding an anti-EGFR drug (such as cetuximab) for the
second time in the third line in patients with RASwt
mCRC that had a good response in the first line to this
agent, can be a valid option of treatment'®.

The proportion of mCRC patients with BRAF muta-
tion was approximately 10% in Argentina and Brazil and
notoriously lowers in Mexico (2%). These proportions
are in agreement with the frequency of patients with
BRAF-mutated mCRC reported in the region, 7.8% for
Latin America'® and 10.6% in Canada'*. BRAF-mutated
mCRC has a poor prognosis' and the presence of the
most common pathogenic variant (p.V60OE) is associ-
ated with a low response to anti-EGFR therapy®. Cur-
rent first-line chemotherapy for these patients includes
the combination of a fluoropyrimidine and either irino-
tecan or oxaliplatin>. As we report here, physicians in
Brazil and Argentina also add biological agents, an-
ti-VEGFRs, or anti-EGFRs to chemotherapy.

Analysis of population-level health data provides the
opportunity for improving the patient care process,
through the identification of uncovered needs, by as-
sessing trends in clinical practice, or by thoroughly
planning the acquisition of the necessary resources for
health care. In this paper, we provided meaningful re-
sults that describe the landscape of mCRC diagnosis
and management in 3 Latin American countries using
data from private sources. These data add value given

the scarcity of official information and allow for better
understanding of the current situation to improve the
diagnosis and treatment of the disease in the region.

Conclusions

Within Latin American countries, cancer-related data
availability is limited. Alternative data sources, such as
market research or private databases, can be a good
complement to help identify improvement opportunities
in the care process, either at the clinical level or at the
resource planning stage.
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