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Abstract

Brain metastases (BrM) arising from solid tumors is an everincreasing and often devastating clinical challenge
impacting hundreds of thousands of patients annually worldwide. As systemic anticancer therapies, and thus sur-
vival, improve, the risk for central nervous system (CNS) recurrence has increased. Historically, patients with BrM
were excluded from clinical trials; however, there has been a shift toward increasing inclusion over the past decade.
To most effectively design the next generation of clinical trials for patients with BrM, a multidisciplinary team
spanning local and systemic therapies is imperative. CIMARa (Consortium for Intracranial Metastasis Academic
Research), formalized in June 2021, is an inclusive group of multidisciplinary clinical investigators, research sci-
entists, and advocates who share the collective goal of improving outcomes for patients with BrM. CIMARa aims
to improve outcomes through the development, coordination, and awareness of multi-institutional clinical trials
testing novel therapeutic agents for this unique patient population alongside the translation of preclinical research

to the clinical setting.

Key Points

e CIMARa is focused on improving outcomes for patients with CNS metastases.

e CIMARa spans primary cancer types and includes collaboration with non-profit

organizations and advocates.

e CIMARa includes global members across a spectrum of disciplines.

Brain metastases (BrM) arising from solid tumors is a growing
clinical challenge that is impacting hundreds of thousands of
patients annually worldwide. As systemic anticancer therapies
and thus survival improve, the risk for central nervous system
(CNS) metastases has been increasing. Historically, patients

with BrM were excluded from clinical trials; yet there has been
a shift in the tide over the past decade. To most effectively
design the next generation of clinical trials for patients with
BrM, including those with leptomeningeal disease (LMD), we
recognized a growing need for a platform to bring together a
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A CIMARa Membership By Speciality
Total: 133 members
As of January 1, 2025

B Medical Oncology (n = 56)

® Neuro-Oncology (n = 25)

B Research (n = 20)

= Neurosurgery (n = 6)
Radiation Oncology (n = 19)

B Administration (n = 1)

m Communications (n = 1)

B Advocate (n =5)

Figure 1.
(n = 62) and specialty, as of January 1, 2025.

multidisciplinary team of experts, spanning local and sys-
temic therapies, basic and translational science, and clin-
ical research to move the field forward.

CIMARa (Consortium for |Intracranial Metastasis
Academic Research) was formalized in June 2021 and is
inclusive of a group of international, multidisciplinary
clinical investigators, basic and translational research sci-
entists, and advocates who share the collective goal of
improving outcomes for patients with CNS metastases
arising for any solid tumor type. CIMARa aims to improve
outcomes through the development, coordination, and
awareness of multi-institutional clinical studies, including
those evaluating novel therapeutic agents for this unique
patient population. Membership spans multiple special-
ties, including medical oncology, radiation oncology,

1% 1%

| .y

9 Medical Oncology (56)

D Neuro-Oncology (25)

o Research (20)

e Radiation Oncology (19)
Neurosurgery (6)

° Patient Advocate (5)

© Administration (1)

0 Communications (1)

B G

e A _ b |
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neurosurgery, neuroradiology, neuropsychology, palli-
ative care, non-profit and patient advocacy partners, and
basic/translational research (Figure 1a). As of January 1,
2025, membership includes over 133 members from over
60 institutions and organizations across 9 countries (Figure
1b). Four non-profit organizations focused on patients with
BrM are involved. While many of the CIMARa members
and organizations have been focused on BrM research in-
dependently, CIMARa provides a unique platform to bring
“like-minded” individuals together in a collaborative way
to exchange ideas, collaborate on research initiatives, and
raise awareness about the critical importance of research
in this previously understudied disease state with the
common goal of improving survival, and survivorship, for
patients with CNS metastases.
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To accomplish CIMARa’s goals, the consortium has de-
veloped 4 main focus areas including (1) the establishment
of a national and international infrastructure to enhance the
discovery and development of CNS metastases therapies.
This could include the graduation of preclinical agents to
clinical trial evaluation, coordination of multi-institutional
retrospective studies examining a defined question, and
promotion of multi-institutional clinical trials driven by tra-
ditional outcomes, molecular and/or novel neuroimaging
endpoints. Focus areas include molecularly targeted ther-
apies and immunotherapies, as well as combination and
sequencing strategies of local and systemic therapies.
Importantly, this team focuses on the enhancement of the
quality of life and mitigation of late-stage effects of ther-
apies for patients with CNS metastases. Additional goals
of CIMARa are to (2) provide a network of investigators
who understand and are willing to advance and implement
multicenter clinical trial opportunities for patients living
with BrM and/or LMD, (3) develop opportunities to har-
monize trial endpoints regarding CNS metastases across
clinical trials, and (4) provide a common web-based forum
for patients and providers to learn about clinical trial op-
portunities focused on patients with CNS metastases. In an
effort to illustrate the work of CIMARa across the lifecycle
of CNS metastases research, we will provide an overview
of the manner in which CIMARa is promoting collabora-
tive research from the basic to the translational and clinical
trials perspective. In addition, we will outline our collective
current and future efforts in patient education and outreach
for patients living with BrM and LMD.

Focus on Basic Research Projects

As with many clinical discoveries in the field of oncology,
the basis for initial investigation is rooted in sound preclin-
ical rationale. This is no different in the field of CNS metas-
tases. A unique feature of preclinical research in the setting
of CNS metastases is the examination of the contribution
of the brain microenvironment.' The brain’s microenviron-
ment, distinct from other organs, presents a formidable
obstacle to invading tumor cells. At the forefront of this are
2 barriers: (A) the blood-brain barrier (BBB), a complex net-
work of endothelial cells, pericytes, and astrocytes, and (B)
the blood-cerebral-spinal fluid barrier (BCSFB) located at
the choroid plexus within the brain’s ventricles. Both the
BBB and BCSFB exquisitely regulate the passage of mol-
ecules and cells into the brain parenchyma and leptome-
ningeal space. However, metastatic cells have evolved
sophisticated strategies to breach these barriers, ex-
ploiting mechanisms such as the upregulation of adhesion
molecules, secretion of proteolytic enzymes, and manip-
ulation of endothelial cell junctions. Unraveling the inter-
play between cancer cells and the brain microenvironment
lends itself to intervening therapeutically on these depen-
dencies to prevent both the development and propagation
of tumor cells in the CNS.?

Once within the brain, metastatic cells encounter
neuroinflammatory mediators, including cytokines,
chemokines, and growth factors, which foster a permis-
sive environment for tumor growth and invasion. The
neural niche contributes extensively to the establishment

of metastases. Studies have demonstrated the significance
of astrocytes as requisites for successful tumor coloniza-
tion in the brain. As an example, estrogen-activated astro-
cytes were shown to promote metastatic colonization by
triple negative breast cancer cells®* yielding possible inter-
ventions focused on downregulation of estradiol. Recent
work has also shown a pivotal role of the brain microen-
vironment, including microglia, neutrophils, astrocytes,
and the tumor vasculature, in shaping the tumor micro-
environment and modulating immune responses.>® For
example, astrocytes induce epigenetic silencing of the
tumor suppressor PTEN in brain metastatic cells. This is
accomplished by the release of astrocytic exosomes con-
taining PTEN-targeting miRNA, after which tumor cells in-
duce CCL2.° This recruits myeloid cells that promote the
outgrowth of BrM, by increasing proliferation and limiting
apoptosis.®

Preclinical studies have reported the acquisition of neu-
ronal characteristics in BrM and enhanced expression of
neurotransmitter receptors in aggressive breast cancers
that prime them to successfully metastasize to the brain.'"
Specifically, breast to BrM cells display a GABAergic phe-
notype and show increased expression mediators of the
GABA metabolic shunt resulting in increased proliferative
capacity; similar phenomena have been observed in non-
small-cell lung cancer BrM'2 and metastatic melanoma.'-"°
Moreover, within the neuronal niche, astrocytes secrete
Reelin, an extracellular matrix molecule, which drives the
proliferation of HER2* breast cancer cells.’® A deeper un-
derstanding of the biology of CNS metastases as illus-
trated by representative preclinical discoveries outlined
above provides the scientific rationale for clinical transla-
tion across the CIMARa team, inclusive of basic scientists
and clinical translational researchers.The value and poten-
tial of basic research by members of CIMARa to generate
clinical trials and interventions is highlighted by the fact
that there are already examples of preclinical discoveries'’
being translated to interventional and therapeutic clinical
trials (NCT05689619) for patients with BrVl.

Focus on Translational and Retrospective, Real-
World Projects

The framework of CIMARa provides a platform to cat-
alyze collaborations globally, thereby facilitating the
bench-to-bedside translation. One such integrative ef-
fort corresponds to the establishment of patient-centered
networks in cancer research that are emerging in several
countries.'® If these national efforts are to be expanded
and put forward to serve the broad scientific community
under the FAIR (Findable, Accessible, Interoperable and
Reproducible) principles, they will surely provide faster
and more efficient bench-to-bedside transfer of novel
findings.

The evaluation of new agents or novel strategies of treat-
ment should be instigated utilizing the CIMARa structure,
based on strong collaboration between preclinical and
clinical researchers which is at the core of this consortium'’s
goals.’®? |n addition, the possibility to establish and study
patient-derived organotypic cultures?'2* from trials on-
going in different international teams will maximize the
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Table 1.

Authors

Tumor type

Description

Real-World Data Retrospective Studies in Cohorts of Patients With CNS Metastasis

Location (Continent)

Lee et al. Non-small cell lung cancer A retrospective nationwide (S. Korea) cohort study which com- Asia
201977 pared incidence of BrM among patients with NSCLC who were
treated with chemotherapy vs. targeted therapy.
Carron et Melanoma Provides a safety and efficacy analysis of stereotactic Europe
al. 2020%8 radiosurgery combined with anti-PD1 therapy for management
of melanoma BrM.
Benna et All tumor types Provides an epidemiology of BrM inTunisia. Africa
al. 2018%°
Kabraji et Breast cancer Reports data on efficacy of trastuzumab deruxtecan on paren- North America
al., 2023%" chymal BrM disease preclinically and clinically from HER2+
breast cancer.
Alder et Breast cancer Reports data on efficacy of trastuzumab deruxtecan on LMD North America
al. 202326" from HER2+ breast cancer.

“CIMARa study. BrM = brain metastasis; LMD = leptomeningeal disease; NSCLC = non-small-cell lung cancer.

output of any clinical effort since ex vivo cultures will ex-
pand the value of the clinical trial beyond its specific scope
(i.e., additional therapy combinations, toxicity, mechan-
isms of resistance). Furthermore, the academic nature of
CIMARa should help promote data sharing including not
only patient samples but also the information associated
with them (i.e., omics) by creating data portals that are
publicly available.

As one of the unique challenges to developing new thera-
peutics that are effective against BrM is the BBB, it is crit-
ical to determine whether a novel therapeutic can reach its
intended target in the brain. Negative data from traditional
early-phase trials focused on toxicity and efficacy may dis-
qualify agents with potential for combination with other
therapies or indications in different primary tumor types.
Studies that harvest tissue following drug administration
are critical, especially for BrM because demonstration of
brain penetrance and on-target brain activity can justify
“second-chance” strategies by combining with other po-
tential synergistic therapies and/or expanded patient co-
horts. Such trials can also validate biomarker strategies to
identify ideal target patient populations. These “window of
opportunity trials” are difficult owing to challenges to iden-
tify adequate numbers of appropriate patients, especially
in the single-institution setting. By synergizing across insti-
tutions, CIMARa will catalyze window of opportunity trials
(such as NCT03995706, NCT06058988, and NCT05620914)
that can generate key early data regarding biomarkers of
on-target activity for novel therapeutics.

In order to improve overall outcomes for patients with
BrM, we must continue to generate novel hypotheses re-
garding approaches to patient care and therapy. Large pa-
tient cohorts with clearly annotated clinical outcomes are
uncommon, as single-institution cohorts often lack the
numbers of patients needed to adequately investigate a
hypothesis. Furthermore, patients with CNS metastases
are often excluded from many larger, multi-institution, pro-
spective trials. CIMARa efforts have tackled this challenge
by creating datasets of patients pooled across institutions
with common outcome measures to identify rare patient
subsets, resulting in important new hypotheses for BrM

treatment.?526 Moreover, efforts are currently underway to
develop even larger databases to collect data toward im-
proved management of side effects of treatment, such as
radiation necrosis (RN), a significant challenge for patients
whose BrM are treated with stereotactic radiosurgery
(SRS). Such coordinated and combined efforts across insti-
tutions will help generate robust datasets of larger cohorts
of patients similar to those in Table 1 and will enable more
detailed investigations into clinical questions with more
statistical rigor.

As CIMARa'’s platform spans different continents and in-
cludes CNS metastasis investigators from various discip-
lines, it is poised to develop and conduct extensive and
meaningful retrospective projects for patients with BrM
and LMD. Via CIMARa, multiple institutions from across the
globe can share clinical data to generate large retrospec-
tive studies. Our consortium members have already pub-
lished retrospective studies demonstrating the activity of
antibody-drug conjugate trastuzumab deruxtecan against
BrM and LMD from breast cancer.?>2¢ A study of real-world
experience with the antiangiogenic agent bevacizumab for
RN, estimating involvement of 17 CIMARa sites and nearly
1700 patients, is ongoing with results anticipated within
the next year. Other large-scale, multi-institutional projects
evaluating clinically meaningful questions in the field of
BrM and LMD are in development with impactful results
anticipated in the coming years; CIMARa provides the per-
fect platform for this type of investigation.

Focus on Clinical Research Projects

As previously discussed, clinical trials testing new thera-
peutics and diagnostics have historically excluded all pa-
tients with BrM, both parenchymal and leptomeningeal.
Fortunately, in the past decade, we have seen strong ad-
vocacy from multiple organizations, including the US
National Cancer Institute (NCI) and the US Food and Drug
Administration (FDA), to increase access to trials for pa-
tients with CNS metastases. Designing and running suc-
cessful clinical trials of systemic therapy in patients with
BrM and LMD requires attention to multiple considerations
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unique to the CNS. Given the protective barriers that the
CNS innately possesses (i.e., BBB, BCSFB, and efflux
pumps), an understanding of the penetrability of a given
therapeutic must be considered. This involves under-
standing size, lipophilicity, and whether or not the therapy
is a substrate for glycoprotein efflux pumps. Ideally, CNS
penetration should be established early in the develop-
ment pathway, in preclinical models and phase 0/phase
1 clinical trials, ideally using cerebral spinal fluid and/or
window of opportunity studies for biomarker develop-
ment. In diseases with multiple agents competing in the
same space (i.e., EGFR and ALK NSCLC, HER2+ breast
cancer), including cohorts of CNS patients earlier may also
confer an advantage to those who can present clearer evi-
dence of CNS penetration and activity.

A successful study of systemic therapy in patients with
BrM and/or LMD requires the use of clinically relevant
endpoints and outcome measures. The RANO group has
designed both BrM-specific and LMD-specific recom-
mendations.?-32 However, neither of these has yet been
validated in prospective studies. A rationally designed
study will need to address using (or not) separate cri-
teria for BrM versus systemic metastases, clearly define
an “active” BrM (e.g., has this been treated with SRS or
systemic therapy before?), and define target lesions that
are clinically relevant. For example, the 1 cm minimum
for RECIST (or 1 x 1cm for RANO) is in opposition to how
many clinicians practice, referring for SRS well before a le-
sion grows to this size. In addition, if a patient has multiple
BrM and all but one stabilize on a therapy, does that de-
fine a treatment failure and require the patient to come off
study? Predefined standard MRI brain and spine protocols
should be included as part of the diagnostic imaging sec-
tion.3 Furthermore, with response rates previously low in
the CNS prior to the advent of targeted agents and check-
point inhibitors, and the high probability of discordant
CNS versus systemic response, overall survival and CNS-
specific progression-free survival (CNS-PFS) may be pref-
erable endpoints. Overall survival as an endpoint also
poses a challenge as it does not account for the cause of
mortality, for instance, intracranial progression resulting in
neurologic death versus extracranial progression or both.
Therefore, consideration of the primary driver of mortality
may help identify agents that are preferentially effective
in the CNS. Standardizing and validating assessment and
endpoint selection is crucial for the field to advance. The
CIMARa consortium provides a platform for investigators
to align on the selection of best endpoints, and hence, trial
design, thereby enabling consistency in definitions and
endpoints across trials.

As systemic therapies controlling extracranial dis-
ease improve, the incidence of CNS metastases is rising.
Therefore, it is also increasingly critical to incorporate
CNS recurrence endpoints across our trials of adjuvant,
neoadjuvant, and metastatic therapies, even in the ab-
sence of active CNS disease. In operable HER2+ breast
cancer, for example, a phase 3 trial of adjuvant T-DM1
versus continued trastuzumab in patients with residual dis-
ease after neoadjuvant chemotherapy and HER2-directed
therapy including trastuzumab demonstrated improve-
ment in invasive disease-free survival with T-DM1, but
the incidence of CNS recurrence was similar across both

arms.?*35This study highlighted the need to develop CNS-
preventative therapies in patients with residual HER2+
breast cancer after neoadjuvant therapy. An ongoing trial,
Compass-RD, is randomizing patients with residual HER2+
breast cancer after neoadjuvant therapy to adjuvantT-DM1
plus placebo vs the CNS-penetrant HER2 tyrosine kinase
inhibitor tucatinib (NCT04457596), and BrM-free survival
is a secondary endpoint. Several CIMARa investigators are
participating.

Another important area of clinical need is secondary pre-
vention in the CNS after the development of CNS metas-
tases. In patients who develop low-volume CNS disease
which is treated with locoregional therapies including re-
section and/or SRS, there is a need to optimize systemic
therapy to prevent additional CNS lesions. Incorporation
of secondary endpoints such as CNS lesion-free survival
and time to the next CNS event is crucial to understanding
the preventative abilities of our systemic therapies in such
contexts. In addition, a number of such patients may have
control of their systemic disease, and clinical trials fo-
cused on secondary prevention of CNS disease can op-
timize the clinical management of these patients with
treatment-sensitive diseases. The ongoing BRIDGET trial
(NCT05323955) will address this question in the HER2+
breast cancer space by investigating whether the addition
of tucatinib to standard-of-care trastuzumab/pertuzumab
orT-DMI improves intracranial PFS in patients with a first or
second intracranial recurrence amidst stable extracranial
disease. Again, several CIMARa sites and investigators are
participating.

In addition, treatment timing and sequencing is
emerging as a critical element in these patients who nearly
always require multimodal therapy: most often a combina-
tion of systemic cancer-directed therapy and radiotherapy,
at times also surgical resection, and in rare cases edema-
or necrosis-mitigating therapies. As new anticancer agents
emerge, understanding CNS-relevant interactions will be-
come increasingly important. For example, some systemic
therapies,*®® including antibody-drug conjugates,®’3® appear
to increase the risk of RN when given concurrently with
SRS, and steroids, which are often prescribed to counter
cerebral edema, are postulated to interfere with immu-
notherapy.3%4° Furthermore, adjuvant radiation in combi-
nation with neurosurgical resection of BrM appears to be
best delivered within a narrow window postoperatively,*!
with radiation delivered beyond 30 days postoperatively
increasing the risk of local recurrence. CNS radiation de-
livered too early may increase the risk of adverse radiation
effects, although with non-definitive clinical validation.*?
The safety and efficacy of preoperative SRS as an alterna-
tive to postoperative SRS is also a topic of great interest,*
and is being prospectively investigated in enrolling clinical
trials (NRG BNO012, NCT05438212). Prospectively pooling
complex multiparametric datasets is necessary to account
for the histologic/biologic, CNS-anatomic, treatment-
related (including timing/sequencing), and other patient-
specific confounding features at play.

Finally, long-term evaluation and management of any
BrM treated with SRS (or WBRT) needs careful and con-
sistent management and follow-up even in the absence of
recurrent or active disease. RN is a common toxicity typ-
ically occurring 6-18 months following SRS that is well
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recognized. There are also reports of cystic degeneration
that can occur many years after SRS.** CIMARa has a sub-
group studying the different long-term effects of radiation
in the modern era but the risks associated with radiation
therapy must be incorporated in clinical trial design as well.

Focus on Education and Outreach

The treating providers.CIMARa will lead not only in re-
search but also in the teaching of the unique biology of CNS
metastases and their microenvironment to the scientific
and medical community. Improved education of clinicians
managing CNS metastatic disease may lead to informed
decision-making and improved patient outcomes. The ed-
ucational efforts of CIMARa will be directed both at basic
science advances and at clinical aspects of optimal man-
agement of our patients with CNS metastases.

At a clinical level, a key focus is the importance of the
multidisciplinary approach to CNS metastases. The need
for discussion of all such patients in specialty tumor
boards cannot be reinforced enough. Fortunately, recent
guidelines***” have been developed and need to be com-
municated to all clinicians. Nevertheless, there is still a
lack of consensus regarding the optimal sequencing of dif-
ferent treatment modalities, as modern systemic therapy
is increasingly effective in the CNS, and there is more
awareness of the potential interaction of systemic therapy
and radiation therapy leading to increased toxicity.
Furthermore, given the particularities of follow-up and re-
sponse assessment in the CNS, the treating community
should become aware of the special RANO criteria for BrM
and LMD, as well as the eventuality of pseudoprogression,
especially in the setting of immunotherapy (iRANO),*®
and the potential association with RN.3%-32 Mitigation and
management of the latter will be an additional educa-
tional goal. Last, but not least, particular awareness needs
to be increased and education focused on LMD, which is
rare, but severe and increasing in incidence. Education re-
garding the recognition of LMD symptoms, appropriate
diagnostic procedures, and potential therapeutic options,
as well as the dire need for clinical trials is paramount.

Cancer survivorship and trials addressing the needs
of BrM patients are critical in the palliative care arena.
Staff in training must be educated particularly on the
unique neurologic complications of CNS metastatic
disease and their management, including the optimal
use of antiepileptics and steroids, as well as anticoagu-
lant treatment for thrombosis. In addition, patients with
BrM are often drawn to integrative medicine to improve
their quality of life.*® An area of foremost importance is
the identification of optimal study design for new treat-
ment approaches to CNS metastasis and consistent use
of optimal outcome measures. The diligent follow-up of
the CNS in other studies also would contribute to accu-
mulating data regarding screening and prevention which
lags behind in breast cancer, for instance, compared to
lung cancer and melanoma.

The patients.CIMARa is committed to raising awareness
in patients, caregivers, and healthcare professionals on
the landscape of CNS metastasis and the research being
conducted in the field. Central to this goal is the objective

of increasing recognition of ongoing clinical trials across
institutions. CIMARa aims to ensure potential partici-
pants and providers are well-informed by compiling
and disseminating key information on available clinical
trials. Recognizing the importance of collaborative efforts,
CIMARa also aims to actively engage with patient advo-
cates and non-profit organizations such as the American
Brain Tumor Association (ABTA) and the National Brain
Tumor Society (NBTS) to elevate awareness and educa-
tion specifically related to CNS metastasis. We strive to
work synergistically to amplify the impact of their initia-
tives, such as the Metastatic Brain Tumor Collaborative and
Workshop on CNS Metastases, driving a collective effort to-
ward improving medical knowledge and clinical outcomes.

CIMARa is also committed to creating and promoting
websites that offer patient-friendly information on clinical
trials and care options.These online platforms serve as val-
uable tools by providing easily accessible and meaningful
information for patients, caregivers, and healthcare pro-
fessionals, promoting inclusivity and facilitating informed
decision-making. In addition, they play an important role
in demystifying complex medical research and fostering
a sense of community. In summary, CIMARa works to
increase clinical trials awareness, collaborate with organ-
izations, and key stakeholders including patient advocates
to promote education and awareness, and create and pub-
licize userfriendly online resources. Through these ob-
jectives, CIMARa aims to bring the community together
to advance CNS metastasis research and to enhance the
overall inclusiveness and quality of patient care.

Summary

Multidisciplinary research spanning basic, translational, and
clinical studies is essential to make meaningful impacts on
outcomes, including quality of life, for patients with CNS me-
tastases,® both BrM and LMD.The complexity of the biology
of CNS metastases, including in part the unique microenvi-
ronment of the brain and the processes involved in reaching
this organ from elsewhere in the body, necessitates collabo-
rative studies from a diverse team with complementary ex-
pertise across cancer biology, neurobiology, immunology,
and other specialties. The treatment of CNS metastases
also requires a multidisciplinary approach involving special-
ists in medical oncology, radiation oncology, neurosurgery,
neuroradiology, supportive care, and patient advocacy.50-52
CIMARa provides a central location for individuals across
all backgrounds and expertise to work on a common goal
of improving outcomes for patients with BrM and LMD by
providing opportunities for collaboration, awareness, and
dissemination of information and ideas to a wider audience.

CIMARa can be followed on Bluesky through @
cimaragroup.bsky.social or in the future online at our web-
site (currently https:/sites.google.com/view/cimaraduke/
home). For information, please contact CIMARa by email at
cimarainfo@gmail.com.
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