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A B S TURATC T

Purpose
The need for international collaboration in cancer clinical trials has grown stronger as we have

made progress both in cancer treatment and screening. We sought to identify those efforts
already underway which facilitate such collaboration, as well as barriers to greater collaboration.
Methods

We reviewed the collective experiences of many cooperative groups, governmental organizations,
nongovernmental organizations, and academic investigators in their work to build international
collaboration in cancer clinical trials across multiple disease sites.

Results

More than a decade of work has led to effective global harmonization for many of the elements
critical to cancer clinical trials. Many barriers remain, but effective international collaboration in
academic cancer treatment trials should become the norm, rather than the exception.
Conclusion

Our ability to strengthen international collaborations will result in maximization of our resources
and patients, permitting us to change practice by establishing more effective therapeutic
strategies. Regulatory, logistical, and financial hurdies, however, often hamper the conduct of joint
trials. We must work together as a global community to overcome these barriers so that we may
continue to improve cancer treatment for patients around the world.

J Clin Oncol 27:5109-5114. © 2009 by American Society of Clinical Oncology

the plethora of new cancer treatment agents into
existing treatment regimens will require the rapid
conduct of phase I11 trials so that results are relevant
to current clinical practice. Finally, the completion
of larger trials across multiple countries will assure
the broad applicability of research findings world-
wide as well as facilitate the uptake of improvements
in cancer treatment into standard practice. The fol-
lowing discussion focuses on efforts made to facili-
tate global collaboration, as well as some of the
barriers to such collaboration. Both clinical investi-
gators and policy makers need to be aware of
these issues.

As improvements in cancer treatment have led to
increased survival, the need for expanded collabora-
tion on treatment trials has correspondingly in-
creased. First, new active treatments which prolong
survival in turn often require larger sample sizes to
detect potential benefit from experimental regimens
or to determine the similar efficacy of a less toxic
regimen. Second, developments in molecular biol-
ogy have allowed the use of molecular markers to
define patient cohorts based on tumor biology.' Asa
result, we must cast a wider net to enroll the neces-
sary number of patients with the appropriate molec-
ular classification within a reasonable timeframe.
Third, the success of effective screening and earlier
diagnosis has decreased the incidence of advanced-

stage disease for certain cancers in developed coun-
tries. Fourth, targeted therapy may offer effective
treatment for relatively rare tumor types or rare sub-
types of common cancers. Fifth, the integration of

Exchange of Information on
Clinical Trials

The importance of a central registry for clin-
ical trials was underscored by the WHO with the

© 2009 by American Society of Clinical Oncology 5109
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creation of the WHO International Clinical Trials Registry Plat-
form in 2005.” Registries contributing to this global trials registry
include the US National Library of Medicine registry, called Clinical
Trials.gov, and the National Cancer Institute (NCI) registry of United
States and international cancer clinical trials.>* The European Com-
mission is considering the establishment of a pukiic database for all
clinical trials conducted in the European Union.

Harmonization of Staging, Classification, and End
Points Definition

Consensus on standards for disease classification, staging, and
trial end points is required to make international collaboration in
clinical trials successful. At present, the International Union Against
Cancer works in conjunction with the American Joint Comnmittee on
Cancer and the International Federation of Obstetrics and Gynecol-
ogy to maintain and update the current cancer staging system.” The
WHO and the International Agency for Research on Cancer have led
efforts toward standardization of pathologic diagnoses through pub-
lication of the International Classification of Diseases for Oncology, as
well as various monographs on specific cancer sites.® More recently,
efforts to harmonize molecular staging of cancer have been led by the
hematologic oncology and pediatric oncology communities,'”"'?

Regulatory authorities in Europe, Japan, and the United States
established the International Conference on Harmonisation of Tech-
nical Requirements for the Registration of Pharmaceuticals for Hu-
man Use in 1990."* The International Conference on Harmonisation
issued a common technical document in 2000; it continues to work on
harmonization for drug development and registration. As part of
implementation of these efforts, the US Code of Federal Regulations
now makes clear that foreign clinical data can be the sole basis for
granting marketing approval to a new drug by the US Food and
Drug Administration.'" Several agents, including bevacizumab for
metastatic breast cancer, temozolamide in conjunction with radiation
for newly diagnosed gliomas, and letrozole for early, hormone recep-
tor—positive breast cancer in postmenopausal women, were approved
for marketing in the United States and Europe based only on data
from clinical trials conducted outside those jurisdictions.'>"”

The NCI, the National Cancer Institute of Canada Clinical Trials
Group (NCIC-CTG), and the European Organisation for Research
and Treatment of Cancer (EORTC) have undertaken to harmonize
adverse event reporting and data capture for cancer clinical trials.
These harmonization efforts have included the development of com-
mon nomenclature and scoring for treatment-related toxicity and
adverse events.'®>°

Objective assessment of tumor response in both solid and hema-
tologic tumors has recently been the subject of several international
efforts. The Response Evaluation Criteria in Solid Tumors Working
Group (with membership from NCI, EORTC, NCIC-CTG, supple-
mented with input from the nine NCl-sponsored clinical trials
groups, pharmaceutical industry, and regulators) published criteria
for response assessment in 2000, which was updated in 2008.*'*?
These criteria have been endorsed by regulatory bodies such as the US
Food and Drug Administration and the European Medicines Agency.
The NCl and EORTC are currently revisiting the 1999 recommenda-
tions regarding use of [ 18F]-fluorordexoyglucose and positron emis-
sion tomography for use in evaluating tumor response.”* Similarly,
recommendations for standard response criteria for lymphomas and
acute myeloid leukemia have been published.*"*>

5110  © 2009 by American Society of Clinical Oncology

The Breast Cancer Intergroup of North America has recognized
the need for harmonization of clinical end points in trials of adjuvant
treatment for breast cancer. They have proposed “standardlzed defi-
nitions for efficacy end points.”***’

Other harmonization efforts have included the development of
standard protocol language for surgical procedures, the details of
chemotherapy administration, and supportive care measures. The
International Atomic Energy Agency is working to develop harmoni-
zation for radiation treatrent planning and dosing in cancer treat-
ment trials.

Challenges to International Collaboration

In the face of these efforts to increase participation in clinical
trials and to facilitate international collaboration, national and re-
gional regulatory authorities have heightened the level of oversight
and regulation required for clinical trials in recent years. Therefore,
when trials are conducted in multiple jurisdictions, an increasingly
complex array of differing regulations apply. For example, in 2001, the
European Union issued a directive concerning clinical trials of medic-
inal products to ensure compliance with the International Conference
on Harmonisation Good Clinical Practice guidance.”® This directive
affects the conduct of almost all phase I, II, and III trials assessing a
drug or drugs. The requirements of the European Union Clinical
Trials Directive, which were developed for industry-sponsored stud-
ies, have hampered the opening of clinical studies with academic
sponsors that often do not have the resources available to meet the
expanded regulatory obligations.”” In addition, the European
Union Clinical Trials Directive has also slowed collaboration be-
tween European investigators and those outside the European
Union. Implementation of this directive has varied from country
to country within the European Union, adding to the level of
complexity and staff requirements.>”

The US Department of Health and Human Services Office of
Human Research Protection has mandated that all research sites out-
side of the United States that participate in research funded by the US
government must file documentation certifying that each research site
observes the Declaration of Helsinki on Ethical Principles for the
Conduct of Research on Human Subjects and has an independent
ethics committee.”* Sites participating in trials sponsored by the NCI
must also undergo regular on-site audits.>

Both the systems and forms for reporting study-related adverse
events can vary from country to country, although most cooperative
groups and academic institutions do use the harmonized criteria for
categorizing and grading adverse events. In addition, companies often
differ in their requirements for reporting adverse events, as well as
their interpretation of each country’s regulatory requirements,

In many countries, independent ethics committees/institutional re-
view boards may require indemnity or clinical trial insurance for
institutions for non-negligent harm resulting from clinical research, as
well as insurance coverage for patients for untoward events. In the
European Union, such insurance is required by the European Union
Clinical Trials Directive. Insurance availability often varies by country.
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