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ARTICLE INFO ABSTRACT
Keywords: Objective: Rare but aggressive cancer types like non-pancreatic periampullary cancers pose unique challenges for
Non-pancreatic periampullary cancer cancer research due to their low incidence rates and lack of consensus on optimal treatment strategies, therefore

Rare cancer research
Ampullary adenocarcinoma
Distal cholangiocarcinoma
Duodenal adenocarcinoma
Underrepresented patients

necessitating a collaborative approach. The International Study Group on non-pancreatic peri-Ampullary CAncer
(ISGACA) aimed to build a collaborative initiative to pool expertise, funding opportunities, and data from over
60 medical centers, in order to improve outcomes for underrepresented patients with rare cancers.

Methods: The ISGACA approach predefined a stepwise approach including a research scope, establishing a
dedicated steering committee, creating a recognizable brand, identifying research gaps, following a well-defined
timeline, ensuring robust data collection, addressing legal and ethical considerations, securing financial re-
sources, investing in research ethics training and statistical expertise, raising awareness, creating uniformity, and
initiating prospective studies.

Results: Overall, 60 medical centers joined the ISGACA consortium (41 in Europe, 15 in North-America, three in
Asia, one in Australia). The database includes 4309 patients. Nine publications and several ongoing studies
which in turn allowed for a successful application of research grants. Subsequently, an international consensus
meeting established uniform definitions and classifications, and one prospective multicenter international clin-
ical trial has been initiated.

Conclusion: By sharing knowledge, expertise, and clinical data, the ISGACA approach has not only gathered
sufficient evidence to secure grants and ethical approvals for prospective studies, but also demonstrates options
for standardizing patient care and improving outcomes for patients with rare cancers. The ISGACA approach
offers a detailed methodology for initiating research on rare cancers and could serve as a replicable model for
future research initiatives.
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1. Introduction

Rare cancer types, such as distal cholangiocarcinoma, duodenal
adenocarcinoma, and ampullary adenocarcinoma (including the intes-
tinal, pancreatobiliary, and mixed subtype), are associated with poor
prognosis and should be researched intensively [1-3]. Because of their
rarity, these cancers pose unique challenges for cancer research since it
is often challenging to achieve sufficient data and statistical power to
draw meaningful conclusions and build a strong body of evidence in the
field. Moreover, the lack of consensus on the optimal treatment strate-
gies for these rare cancers further complicates their management. In
general, international uniform treatment guidelines are formulated
based on Level 1 evidence derived from randomized controlled trials.
However, before a phase IIl randomized study can be conducted on
invasive treatments such as surgical resection or chemotherapy in a
vulnerable patient group, high-quality prospective data is needed,
highlighting the need for an international collaborative approach that
unites the expertise and resources of multiple institutions.

To address the challenges of non-pancreatic periampullary cancer
research, a collaborative international consortium was established: the
“International Study Group on (non-pancreatic) peri-Ampullary CAncer
(ISGACA)”. This consortium has invited specialized centers with expe-
rience in treating these rare cancer types to collaborate, urging them to
join forces and contribute to a comprehensive assessment of these dis-
eases. Since 2018, the ISGACA consortium successfully gathered data
and expertise from over 60 centers and has completed several crucial
studies enriching the body of evidence on non-pancreatic periampullary
cancers [4-12].

The ISGACA consortium serves as a valuable and successful model
for conducting collective research, involving joint problem identifica-
tion, hypothesis formulation, retrospective data collection and analysis,
and subsequent initiation of prospective international studies. Research
consortiums such as ISGACA are particularly essential in the field of rare
cancers, where limited data and knowledge necessitate collaborative
efforts to generate substantial evidence. Although retrospective data-
analysis is an important first step, consortiums must strive to enhance
(the quality of) evidence by conducting prospective, randomized studies
and establishing evidence-based treatment guidelines to significantly
increase treatment outcomes. However, establishing an international
multicenter collaborative consortium is not without challenges,
requiring careful management to ensure feasibility, resources, success,
and sustainability.

This study demonstrates a step-by-step approach to establishing a
successful collaborative clinical consortium to improve outcomes for
underrepresented patient groups with rare diseases. Our aim is to inspire
research groups to initiate global collaborations to address rare diseases,
emphasizing key requirements and potential challenges while providing
insights and lessons learned from our experiences.

2. Methods
2.1. The stepwise approach

Once the topic has been identified, the following stepwise approach
should be followed: 1) contact leaders in the field to form a steering
committee, 2) establishing a brand, 3) identifying research gaps, 4)
creating a timeline, 5) addressing legal and ethical considerations, 6)
securing financial resources, 7) collecting data and generating evidence,
8) performing statistical analyses, 9) raising awareness and inviting
additional centers, 10) ensuring global uniformity in definitions and
classifications, 11) initiating prospective/randomized studies based on
the evidence, and 12) maintaining a long term consortium vision on
future research needed.

1. Identifying research scope and forming a steering committee
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Identifying a research scope in a field with limited evidence, creates
an opportunity to undertake a significant initiative. International aca-
demic colleagues with a strong interest in the field should identify a
steering committee to evaluate the topic, brainstorm and define the
scope of the study collaboration. To address the topic with a holistic
approach, all specialties involved in patient treatment, including pa-
thologists, radiologists, gastroenterologists, oncologists, and surgeons,
should be represented in the steering committee. Clinicians typically
lead demanding professional lives, juggling clinical, educational, and
leadership responsibilities, leaving little time for personal pursuits.
Consequently, embarking on a new initiative can pose a significant
challenge. However, such endeavors are often propelled by a deep-
seated interest in the subject matter, a recognition of the need for
more evidence to enhance patient outcomes, and a sense of professional
and moral obligation to contribute to this body of knowledge. To facil-
itate this process, the project leaders must possess teamwork skills,
adeptness in resource management, and the ability to cultivate and
empower a capable team, allowing for effective delegation and division
of tasks. This way, the steering committee could elaborate on the specific
questions that need to be addressed for these patient cohorts and sub-
sequently generate study ideas to gain knowledge on the topic.

2. Establishing a brand

To establish a brand, a name, website, and logo for the collective
effort should be created. This step holds significant importance for
several reasons. First, it facilitates a sense of teamwork among all
participating centers and individuals. Second, it helps to highlight the
importance of the topic and invites others to reflect on the need for
clinical and scientific work in the field. Last, adequate branding draws
focus to the consortium as a whole, rather than to individual authors.
While in the literature, most studies are conducted by prominent med-
ical centers collaborating with other authors, the goal of a consortium is
not to emphasize a leading center, but rather to create a leading con-
sortium in which all members are equally engaged. Communication
efforts should be centralized through the consortium and include regular
updates such as periodic newsletters. Newsletters serve as an effective
tool for providing updates, encouraging members to maintain close
involvement, and it can prevent systematic errors during the progress.
For the purpose of optimal communication and a feeling of re-
sponsibility, each participating center should appoint a Principal
Investigator along with a research fellow.

3. Identifying research gaps

It is advisable to identify research gaps by conducting a survey,
inviting renowned experts on the topic (based on their contribution to
existing research) to participate. Surveys should be created by the
steering committee and can be instrumental in gathering expert opinions
to delineate research gaps and questions. Surveys, coupled with sys-
tematic literature reviews, reinforce the urgency for further research.

4. Creating a timeline

It is crucial to have a careful project planning, since some processes
demand considerable time. Initiating preparations early and maintain-
ing close communication with the consortium are essential to effectively
anticipate potential next steps. Avoid rushing; investing time and re-
sources upfront, before undertaking the planned large-scale RCT, can be
effective. Uniform use of definitions and comprehensive retrospective
evidence will improve the RCTs quality and chance of success, leading to
earlier and more significant improvements in patient care.

5. Addressing legal and ethical considerations

A strongly involved legal, epidemiology and/or medical ethics
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department is highly important given the need for international
collaboration in rare disease research, which encompasses significant
regulatory variations among participating centers. Templated data
sharing agreements should be created with each party to streamline the
ethical approval processes. Upholding high privacy standards is crucial,
including the use of secure storage servers and avoiding the collection of
non-anonymized data. Involvement of participating centers in the
formulation of data management plans is essential to ensure compliance
with these standards. Full transparency is imperative when collecting
data and forming study ideas. Furthermore, clear agreements regarding
authorship attribution must be established to maintain transparency and
fairness.

6. Securing financial resources

A relatively small budget is required to start the process, limited to
personnel cost during the creation of the consortium. Once the first
scientific evidence has been generated through a survey, systematic
review of literature and retrospective data collection, the opportunity
for larger and prospective studies becomes more feasible. However, this
progression necessitates financial support. At this phase, research grants
from charitable organizations and/or government agencies can be pur-
sued by implementing the evidence from previous studies in new pro-
tocols for prospective research.

7. Collecting data and generating evidence

Participation in the consortium involves collecting patient data from
participating centers. The type and number of variables that will be
collected should be critically and extensively reviewed by the steering
committee before data collection starts. When data are collected, these
can be used to conduct retrospective studies. However, data should
subsequently be stored in a prospectively maintained database (with
periodical data updates) for the use in future studies, building upon the
outcomes of earlier studies. Prospectively maintained databases are of
higher quality compared to only retrospective data and therefore
contribute to the expansion of the research potential of the consortium.

8. Performing statistical analyses

Data should be retrospectively collected across all participating
centers, prospectively maintained, and then anonymously aggregated by
the steering committee. A team of researchers should be responsible for
data collection, cleaning, and statistical analyses, tailored to the specific
research question, with the supervision of a certified statistician to
ensure the quality of analyses. For prospective studies, data should be
collected within a secure online data management platform.

9. Raising awareness and inviting additional centers,

The results of the conducted studies should be directly distributed to
and constantly updated to all the participating experts, before manu-
scripts are submitted for publication. As evidence accumulates, all ex-
perts should be invited to share their ideas, hypotheses, and potential
new research ideas. The results of the studies should be presented and
discussed in international conferences and published in high-impact
journals to share knowledge and raise awareness. In the meantime,
more centers and experts can be invited to participate in the consortium.
Collected research data should be kept up to date by asking periodic data
updates from all centers, ensuring adequate long-term follow-up data.

10. Ensuring global uniformity in definitions and classifications
In rare diseases, fundamental variations in definitions and classifi-

cations are almost certain to occur, which in turn further cloud available
knowledge and patient data. When discrepancies are found, such as
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differences in tumor type definitions, it is crucial to resolve them to
establish a uniform foundation across all participating centers. This goal
can be realized through the extensive international network that has
been established at this stage. Organizing a systematic consensus
meeting is a solution, where discrepancies are addressed through sys-
tematic reviews, consensus is reached via the Delphi methodology, and
final validation is conducted during an open-access conference. The
reached consensus will improve research quality and contributes to
global implementation of the subsequent research.

11. Prospective studies and randomized controlled trials

Once sufficient evidence is gathered, protocols for prospective
(randomized) studies should be developed. Using the strong collabora-
tion, the study proposal could be quickly communicated in order to start
the ethical approval process. This process could be combined by several
centers to ensure efficiency. The initial start of the study in one center
facilitates subsequent participation from other centers in the ethical
approval process.

12. Maintaining a long-term vision

The consortium should maintain a long-term vision, which provides
a clear direction and purpose, and guides actions and decisions towards
achieving overarching goals. A long-term vision fosters resilience in the
face of challenges, ensuring that setbacks are viewed as temporary ob-
stacles rather than insurmountable barriers. Additionally, a long-term
vision encourages innovation and adaptability, allowing for contin-
uous improvement and growth over time.

3. Results
1. Identifying research scope and forming a steering committee

The scope of the ISGACA consortium was to research the differences
among the non-pancreatic periampullary cancers (distal chol-
angiocarcinoma, duodenal adenocarcinoma, ampullary adenocarci-
noma; including the intestinal-, pancreatobiliary-, mixed/hybrid
subtype ampullary adenocarcinoma; see Fig. 1) in terms of character-
istics, behavior and surgical-oncological treatment. The steering com-
mittee consisted of a professor in HPB surgery as chair, three
pathologists, two oncologists, three surgeons and five researchers (post-
doctoral researchers and PhD students).

2. Establishing a brand

The name was decided by the steering committee to be the “Inter-
national Study Group on (non-pancreatic) peri-Ampullary Cancer
(ISGACA)”. A logo was designed incorporating all involved structures
and a globe (see Fig. 2). A website was created (www.isgaca.com) for
communicational and promotional purposes. All communication were
performed from a dedicated e-mail address of the consortium, not
affiliated to a hospital. Newsletters were distributed yearly to update
participating members about all ISGACA activities and achievements.

3. Identifying research gaps

From a surgical perspective, previous research mostly focused on
pancreatic ductal adenocarcinoma, and less on ampullary, duodenal and
distal bile duct cancer. Moreover, in most previous studies, the latter
three cancer types were combined into collective cohorts and defined as
a general group of “non-pancreatic periampullary cancers” or similar
variations. The different histopathological and anatomical subgroups of
these cancer types were only marginally implemented in clinical prac-
tice and the oncological clinical relevance was unclear. Although these
tumors types are anatomically closely related, their differences with
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Fig. 2. The ISGACA logo.

regard to tumor characteristics, tumor behavior, and therapy response
were insufficiently researched. The aim of the ISGACA consortium was,
therefore, to assess the fundamental differences between the different
non-pancreatic periampullary cancers in order to establish optimal
tailored management for each non-pancreatic periampullary cancer
type. First, international and between-center variations in ampullary
cancer treatment were assessed through an online survey among expert
HPB-surgeons, expert oncologists and medical specialists from all rele-
vant fields involved in cancer treatment [4]. Subsequently, two indi-
vidual patient data meta-analyses were conducted, evaluating the most
favorable approach to different periampullary cancers [8,10].

Tip: Identify delimited research gaps. By encompassing specific, well-defined research
questions in several steps, the future results will build upon a firm foundation

4. Creating a timeline

The process involved several years, as displayed in Fig. 3. The first
meeting was held in 2017 and focused on the formation of a steering
committee. Directly after, a brand was created and research gaps were
identified. In 2018, the steering committee was fully constituted. In
2020, the first studies were presented and over the course of 2021 and
2022, the largest expansion of the consortium took place, with many
new participating members and centers joining ISGACA. External
funding was received in 2019 and 2022. The uniformity consensus
guidelines were held in 2023, as well as the start of the prospective
ADAPTA study (adjuvant chemotherapy for ampullary carcinoma;
CAPOX for the intestinal and FOLFIRINOX for the pancreatobiliary
subtype). For the comprehensive timeline of the establishment of
ISGACA, see Fig. 3. The ISGACA consortium followed a predefined
stepwise approach. Based on the ISGACA-approach, a checklist has been
created for the successful establishment of international multicenter
research collaborations focusing on rare diseases. This ISGACA Checklist
serves as a guide for new research initiatives in incorporating all
essential steps in their process. The ISGACA Checklist can be found in
the supplementary material.

Tip: A comprehensive multi-year timetable provides ongoing support and perspective
throughout the process and ensures the long-term engagement of all stakeholders.

Tip: By using the ISGACA Checklist, future research initiatives can show their
predefined long-term vision and planning. This vision will help to convince experts
in the field to participate, strengthen applications for financial support, and show
that the conducted study is part of a well-thought-out series of studies building
toward a more substantial body of evidence.

5. Addressing legal and ethical considerations

All research fellows involved with ISGACA completed an acknowl-
edged course to obtain a certificate ensuring their proficiency in
research ethics and methodology. For the ISGACA research team this
was the Basic course on Regulations and Organization of Clinical Trials
(BROK®) certificate in the Netherlands. The legal department of Fon-
dazione Poliambulanza Istituto Ospedaliero was actively involved in the
navigation of legal and ethical considerations and the preparation of
collaboration agreements, and remained available for assistance
through the process.

Tip: International research collaboration might pose significant challenges, since
collaboration agreements and ethical approval applications need to accommodate

(continued on next page)
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Fig. 3. Time table.

(continued)

the different rules and regulations on international level. It is highly advisable to
discuss the ambitions with the legal department at an early stage of the process, to
obtain full legal support and ensure smooth procedures.

Tip: For ethical approval applications, it may prove efficient to prepare and complete
the application procedure for one participating center first, and subsequently use
this first application as a blueprint for other centers. However, still, sufficient time
should be reserved to assist other centers in the rewriting of application documents.

Tip: If feasible, European centralized approval regulations, such as the Clinical Trials
Information System (CTIS) organized by the European union, can be helpful in
international collaborations.

6. Financial resources

Initially, ISGACA activities had been largely funded by Fondazione
Poliambulanza (Brescia, Italy) and Amsterdam UMC (Amsterdam, the
Netherlands). With the first research projects finished and the evidence

M 10> centers
[¥ 5-10 centers
M 1-4centers

created, the ISGACA initiative received funding from Amsterdam
Gastroenterology Endocrinology Metabolism (AGEM) in 2019 and from
Associazione Italiana per la Ricerca sul Cancro (AIRC) in 2022.

7. Collecting data and generating evidence

Data collection and obtaining scientific evidence was a dynamic
process. More and more clinicians and centers were interested to
participate, eventually resulting in the ISGACA consortium of today,
existing of experts from 60 large tertiary centers originating in 14
different countries (15 centers in the North-America, 41 in Europe, 3 in
Asia, 1 in Australia, see Fig. 4). All participating centers collected data of
patients with non-pancreatic periampullary cancer after pan-
creatoduodenectomy in their center. Among the included patients, there
were 474 cases of duodenal adenocarcinoma, 1108 cases of distal
cholangiocarcinoma, and 2727 cases of ampullary adenocarcinoma.
Furthermore, differentiation of the ampullary subtypes resulted in 917

Created with mapchart.net

Fig. 4. Global distribution of the collaborating ISGACA centers.
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cases of the pancreatobiliary or mixed subtype and 840 cases of the
intestinal subtype (see Fig. 5). With this collected data, to this date, six
studies were published in peer reviewed medical journals and 12 are in
the publication process [5-7,9,11,12].

Tip: Encourage participating members and centers to contribute research ideas for the
collective database, fostering a collaborative team dynamic

Tip: Proposed study ideas should be evaluated transparently, and the feasibility
should be communicated throughout the consortium. The steering committee
should only reject research ideas on feasibility, never on personal preferences.

8. Performing statistical analyses

To this date, the majority of conducted studies have been retro-
spective cohort studies, with statistical analyses conducted by steering
committee’s research fellows under the supervision of a certified stat-
istician. The systematic reviews were enhanced by individual patient
data meta-analyses. The retrospective data provided ample material for
descriptive, inferential, and survival statistics.

Tip: Ensure that research fellows are adequately trained in research methodology,
complex statistics, and the execution of clinical trials.

9. Raising awareness and inviting additional centers

Raising awareness of ISGACA involved strategic dissemination of
findings through conference presentations and publication in high-
impact journals. Medical conferences provide a platform to share
research outcomes, exchange insights with experts in the field, and
strengthen collaborations. Routinely, the ISGACA consortium is adver-
tised and new centers were invited to participate. Participation criteria
were to perform at least 20 pancreatoduodenectomies annually for at
least 5 years, and the presence of a dedicated pancreatic pathologist that
adheres to the most recent guidelines on differentiation of periampullary
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cancers, as well as applying histomorphology and/or histochemistry for
histopathological subtype classification.

Tip: Transparency is a key value. Ensure that participating members and centers are
informed about all running projects. Transparency guarantees fair collaboration and
also draws in new potential participants.

10. Ensuring global uniformity in definitions and classifications

The research process revealed inconsistencies in the current litera-
ture related to the definitions and classification methods of different
periampullary tumors. Therefore, an international consensus meeting
was organized, resulting in consensus guidelines regarding the multi-
disciplinary workflow and pathological assessment of patients with a
periampullary tumor. The consensus meeting was sponsored by AGEM
and Fondazione Poliambulanza Istituto Ospedaliero.

11. Initiating prospective/randomized trials

After sufficient retrospective evidence had been collected, both
ethical approval and funding were secured for a Pan-European pro-
spective trial, assessing adjuvant chemotherapy for the subtypes of
ampullary cancer, which is currently recruiting. Based on the findings of
the retrospective cohort studies, it was hypothesized that patients with
the intestinal subtype of ampullary cancer will benefit from adjuvant
treatment with CAPOX, while those with the pancreatobiliary and mixed
subtypes will benefit from adjuvant chemotherapy with FOLFIRINOX,
the currently preferred adjuvant treatment in pancreatic cancer [13].
The prospective trial aims to investigate whether this adjuvant treat-
ment strategy, based on the histopathological subtypes of ampullary
cancer, will result in improved survival. The prospective study will also
involve molecular sub-studies on the histopathological subtypes of
ampullary cancer to further assess the biological behavior of the
ampullary subtypes (see Fig. 6). The results of the trial are expected to
improve personalized treatment with better survival outcomes for

ISGACA Database

non-pancreatic periampullary tumors (n = 4309)

Ampullary

Distal
cholangiocarcinoma
(n=1108)

Intestinal subtype

(n = 840)

adenocarcinoma
(n=2727)

Duodenal
adenocarcinoma
(n=474)

Pancreatobiliary
subtype (n=917)

Fig. 5. ISGACA database.
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Abbreviations: AAC, ampullary adenocarcinoma; RO/R1, resection margin; CAPOX, capecitabine and oxaliplatin; FOLFIRINOX, leucovorin (folinic acid), fluorouracil,

irinotecan, and oxaliplatin.

patients with ampullary cancer.

Tip: Create a separate steering committee solely responsible for the prospective
clinical trial. This steering committee could independently coordinate the trial,
ensuring research integrity irrespective of the consortium’s course.

12. Maintaining a long-term vision

The ISGACA experience has reaffirmed the accuracy of Aristotle’s
writing: “The more you know, the more you realize you do not know." In
fact, the consortium started with the aim of answering a number of
research questions, believing that these answers would fill a knowledge
gap. However, the ISGACA experience has shown us that when a
research topic is thoroughly investigated, while staying up-to-date about
new data and knowledge from other teams and fields, the number of
newly identified gaps in the body of evidence will always exceed those
already covered.

Tip: A long-term vision is paramount to maintain enthusiasm and dedication. It keeps
the research group interested and focused while planning for future research
projects.

4. Discussion

Rare but aggressive tumor types, such as distal cholangiocarcinoma,
duodenal adenocarcinoma, and ampullary adenocarcinoma, have poor
prognoses. Moreover, these tumor types present difficulties for cancer
research due to their low incidence rates and lack of consensus on
definition and treatment strategies. To systematically tackle these
challenges, a research collaboration involving experts from over 60
large tertiary centers worldwide has been built, known as the Interna-
tional Study Group on (non-pancreatic) peri-Ampullary CAncer
(ISGACA), with the aim to generate evidence, secure funding, overcome
global variation, and improve patient care on international scale.

Literature on structural approaches for challenges in rare diseases is
limited. Due to the rarity and the lack of time or resources, many
research groups prioritize small short-term studies over multiple year
fundamental research projects. In a systematic review conducted in
2023, comprising 20 studies, efforts were made to identify and analyze
the minimum datasets (a dataset with the variables that need to be
collected at minimum to conduct a uniform meta-analyses) used for rare
diseases globally. Herewith, a fundamental dataset could be established
to enhance healthcare services, research, and management in this
domain. However, this effort encountered challenges in standardizing
and classifying the findings from these minimum datasets, as the
selected studies lacked uniformity in their data classification structures
[14]. To address the issue of limited generalizability, some studies
demonstrated the benefits of collective registries, such as the Scandi-
navian cancer registries [15], the Dutch registry on pancreatic cancer
[16], or a Pan-European registry focusing on specific treatments such as
minimally invasive pancreatic surgery [17]. Additionally, several
guideline studies have demonstrated effective strategies for overcoming
fundamental global variations in research by implementing structured
consensus guidelines [18-21].

This paper offers a comprehensive overview of the collaborative
framework employed by the ISGACA approach, serving as a model to
inspire other research groups to initiate global collaborations focused on
rare diseases. By outlining this experience, the aim is to persuade re-
searchers and clinicians worldwide to engage in large-scale and long-
term research initiatives instead of focusing solely on short-term en-
deavors. Establishing a fixed timeline and multi-year plans tailored to
specific tumor types can further support long-term research objectives,
in order to boost funding applications and to persuade experts to join
collaborative initiatives.

The ISGACA approach, while innovative and promising, does have
several pitfalls. First, its implementation demands a sustained commit-
ment over a prolonged period from participating members, which may
pose challenges in terms of resource allocation and ongoing engage-
ment. Second, while having full-time researchers dedicated to the
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initiative can greatly enhance its effectiveness, the availability of such
personnel may be limited, particularly in healthcare systems where
research funding and support for dedicated research positions are
scarce. Third, the collaborative nature of ISGACA relies heavily on
effective communication and coordination among various stakeholders,
which could be challenging to achieve and maintain consistently.
Furthermore, the reliance on voluntary participation and contributions
may lead to differences in the level of engagement and commitment
across participating centers, potentially impacting the overall progress
and outcomes of the initiative. Last, the implementation of the ISGACA
approach may be constrained by logistical and operational challenges
associated with expanding the network, particularly when incorporating
centers from regions with limited research infrastructure and resources.
These potential challenges highlight the need for a predefined stan-
dardized approach with careful planning, ongoing evaluation, and
implementation of efficient strategies to optimize the effectiveness and
sustainability of collaborations in rare cancer research.

In conclusion, the ISGACA approach represents a novel paradigm in
rare cancer research, teaching invaluable lessons in collaborative rare
cancer research, emphasizing the importance of strategic planning,
effective communication, sustained commitment, multidisciplinary
cooperation and a stepwise approach to improve patient care and
treatment outcomes. The ISGACA experience can inspire and support
future researchers tackling complex research questions in challenging
clinical fields, enabling them to discover and implement tomorrow’s
clinical solutions to rare diseases.
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