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WBMT RESEARCH GUIDELINES
(Proposal for submission to WBMT Board — November 2014)

This document* is developed by the Worldwide Network for Blood and Marrow Transplantation (WBMT)
and outlines the guiding principles of research performed directly by this entity through the global
survey data or indirectly by fostering collaboration among member societies with the intent of
dissemination of information for advancement of the hematopoietic cell transplantation field.

BACKGROUND:

The idea of creating guidelines for research endeavors generated by WBMT Member Societies laterally,
or on behalf of the parent organization (WBMT), was first presented during the 2013 annual, in-person
Board meeting in Salt Lake City, USA. The Board agreed that guiding principles for the conduct of
research by or within the WBMT was an important topic to be explored and formed a Research Activity
Task Force to 1) develop a guidelines document on developing, conducting and disseminating results of
studies involving data and/or investigators from multiple Member Societies and, 2) to promote
collaboration among the WBMT Member Societies/registries through the establishment of a framework
for the conduct of research.

During the deliberations of the Research Activity Task Force it was decided to cover this topic of
research in two different fronts, first to develop the guiding principles of collection, presentation,
dissemination and sharing of the Global Activity Survey data, herein defined as Global Transplant
Activity data. Second, the Research Activity Task force would develop guiding principles to provide
general guidelines for the conduct of international collaborative research (Appendix D), with the intent
to serve as reference for research procedures and for fostering collaboration among member societies.
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OVERARCHING WBMT GUIDING PRINCIPLES OF RESEARCH

Overarching Guiding Principle #1

The Worldwide Network for Blood and Marrow Transplantation (WBMT) has the responsibility
to collect, store, disseminate information related to global hematopoietic cell transplantation
activity. This is done through the annual global activity survey. WBMT will be responsible for
safe keeping of this data and oversight of its utilization.

Overarching Guiding Principle #2

The WBMT shall not duplicate or compete with research actively being conducted by its
Member Societies and/or registries. Bach WBMT Member Society conducts research in its
unique manner, independent from the WBMT.

Overarching Guiding Principle #3

The WBMT will foster collaboration through its member societies for the development of
collaborative research to address global questions in transplantation, encourage the analysis of
regional differences and offer a global perspective on transplantation. Furthermore, this
collaborative research shall fulfill the WBMT mission including increase global awareness of
the importance of transplantation, improve access to transplant, optimize safety for patients
and donors, and improve the quality of all activities associated with hematopoietic cell
transplantation
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GLOBAL TRANSPLANT ACTIVITY (GTA)

Global Transplant Activity Guiding Principle #1

The WBMT is required to survey transplant activity globally in an annual basis to maintain its
Non-Government Organization (NGO) status with the World Health Organization (WHO).

Commentary on GTA Guiding Principle #1

Since the January 2013 award of NGO status by the WHO, there are important and continuing
obligations for the WBMT. One such criterion is referred to as “Global Database on Donation and
Transplantation”. WHO, along with the Spanish National Transplant Organization established the
Global Observatory on Donation and Transplantation and one of several goals is the development of a
global database on donation and transplantation. WBMT has facilitated access to its global survey data
for input into this Observatory database since 2006 and remains an ongoing project.

The current process for collecting these Global Activity data is performed by a WBMT paid consultant.
All GTA related communication (e.g., requests to centers and registries) is managed by this individual.
The data is collected through a survey and represents the number of first transplants performed by a
center during a calendar year. Data for a particular year activity is collected from November of the
subsequent year through February. For example, submission related to the activity for 2013 will be due
starting November 2014 through February 2015. This data will be compiled and released to the WHO
and to the public by fall of 2015.

Any transplant center is eligible to provide data to the WBMT through its member society. The only
requirement for participation is that each member society has a standing agreement with the WBMT to
share transplant activity data. (Appendix A) WBMT will have the autonomy in using this data according
to its mission and share with third parties for specific projects (Guiding Principles #2 and #3).

One important exception in the relationship between the WBMT and a member society involves
transplant activity data from regions were the regional member society is still in development. In these
instances, direct communication from a transplant center and the WBMT is allowed, condition upon
having a standing agreement in place. The transplant center is required to include in the survey
whether it has an active affiliation (i.e. data reporting) with an outcomes registry (APBMT, CIBMTR or
EBMT) or not. Additionally, the regional member society in question needs to be aware of this direct
relationship between its transplant center and the WBMT. In case of data being shared from a
transplant center directly with the WBMT, the WBMT will share this activity information with the
regional member society.

WBMT Global Transplant Activity data reports (Appendix B) capture disease indications (malignant
and non-malignant) for allogeneic (related and unrelated) and autologous stem cell transplantation,
donor type and stem cell sources. They do not include outcome data. Data are provided to the WBMT by
transplant program sites, national societies and/or outcome registries.

The data from an outcomes registry member society (APBMT, CIBMTR and EBMT) that is shared with
the WBMT can be utilized by the same member society for other uses without restrictions.

Collection forms are available on the www.,whmt.ore website and may be submitted in paper format or
electronic mail.
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Global Transplant Activity Guiding Principle #2

The WBMT will be responsible for the dissemination of the Global Transplant Activity report .

Commentary on GTA Guiding Principle #2

The responsibilities with the GTA include report annually to the WHO and share the activity with
member societies. A summary slide set, updated annually outlying annual and cumulative activity will
be uploaded in the WBMT website for public use. Activity reports in form of manuscript for publication
are included among the dissemination of global transplant activity and will be done in a minimum
schedule of one every other year.

Global Activity Survey Guiding Principle #3

The WBMT has ownership of the GTA data and any use needs to be approved by the WBMT.
This includes data requests and proposal for scientific studies that seek to utilize this data for
analysis.

Commentary on GTA Guiding Principle #3

The GTA comprises of transplant center level data on volume of transplant activity indications, donor
and stem cell sources. These data, in aggregate, demonstrate important information of trends in
activities and practices globally. Additional uses of this data are possible by any WBMT member
societies. In addition to annual reports of global activities, any individual on behalf of the member
societies can request specific information by contacting the WBMT data consultant. If the use is for
research purposes, the proponent is required to fill a proposal form (Appendix C) which needs to be
approved by his or her Member Society Representative before it can be submitted to the WBM'T. This
proposal will then be reviewed by the Transplant Center and Recipient Standing Committee before it
can be released. For data requests outside the member societies, GTA data can only be released with
approval from the WBMT board. In these situations charges may apply.

The data from a member society that is shared with the WBMT can be utilized by the same member
society (which also has ownership to its data) without restrictions.
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Appendix A
GTA Data Transmission Agreement (DTA)

DATA TRANSMISSION AGREEMENT

This Data Transmission Agreement (“Agreement”), effective[Datel, is entered into by and between the
Worldwide Blood and Marrow Transplant Network (“WBMT”), a Non-Governmental Organization with
the World Health Organization and (“WBMT Member Society”), each a “Party”
and collectively, the “Parties”.

The purpose of this Agreement is to set forth terms by which the WBMT will facilitate its member
societies in data submission related to the Global Transplant Activity (“GTA”) for public dissemination
and research purposes.

Section 1. Data Collection and Records

(a) Type of Data.

i.  Global Transplant Activity. The WBMT member society shall submit information related to
transplant activity from the transplant centers that are within the region of the member
society or has an established relationship with the member society to provide this data.
Transplant activity data collected in the Global Activity Survey Form (“GAS”) includes the
volume of first transplants per patients performed at a transplant center in one year with
accompanied information related to the indication, graft source and donor type.

(b) Data Collection. The WBMT Member Society shall compile all annual transplant activity data
from their participating transplant centers and provide to WBMT with GAS compiled for the
specific region as requested by the WBMT within the time frames and in the manner specified by
the WBMT. The timeline for submission of the compiled regional GAS is from November to
February in reference to the activity of the prior year. The GAS should be submitted directly to

 the WBMT offices during this specified period.

Section 2. Informed Consent

(a) The GAS does not include any patient specific identifiers. It represent the number of transplant
performed at a given transplant centers. The volume per center is not provided to the WBMT,
the GAT includes the number of active centers in a particular region and the number of
transplants performed annually. Informed consent is not required for collection or submission
to WBMT.

Section 3. Term

(a) This Agreement shall commence on its effective date referenced in the first paragraph
above and shall continue in force until terminated by either Party at any time, with or
without cause, upon thirty (30) days written notice to the other Party. During the thirty (30)
day period after such notice is sent, the Parties shall continue to act toward each other in good
faith.

Section 5. Miscellaneous

(a) Compliance with Laws and Regulations. The WBMT Member Society shall comply with all
applicable statutes and regulations specific to that country, including, but not limited to, those
regarding the safeguarding of donor and patient records, privacy regulations and human
subjects protection.

(b) Assignment and Subcontracting. The WBMT Member Society may not assign this Agreement
or any of their respective rights and responsibilities under this Agreement, without the WBMT’s
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prior written consent. No responsibilities under this Agreement may be subcontracted without
the prior written approval of the Parties.

(¢) Amendment. Except as otherwise provided for in this Agreement, this Agreement may not be
amended except by written instrument duly signed and delivered by the WBMT and the WBMT
Member Society.

(d) Non-Assumption of Liabilities. Neither the WBMT nor the WBMT Member Society shall be
liable for any of the prior existing or future obligations, liabilities or debts of the other Party.

(e) Governing Law. This Agreement and all transactions contemplated by this Agreement shall be
governed, construed and enforced in accordance with the laws of Switzerland.

(f) Independent Contractors. Nothing in this Agreement is intended to create an employment or
agency relationship between the Parties. Neither Party shall be deemed or construed to be an
employee or agent of the other.

(g) Notice. Any notice required to be given by this Agreement shall be in writing and sent by: 1)
mail, registered or certified, as evidenced by a delivery receipt; 2) with a private delivery service
as evidenced by a shipping receipt; or 3) by electronic mail return receipt requested.

(h) Prior Agreement. This Agreement constitutes and contains the entire Agreement between the
Parties with respect to the subject matter hereof, including but not limited to the terms and
conditions relating to the maintenance and transmission of data, and supersedes any prior oral
or written agreements.

(i) Force Majeure. Neither Party shall be considered to have failed in the performance of this
Agreement if such failure arises out of causes beyond the control and without the fault or
negligence of the Party failing to perform, except that the WBMT Member Society shall not be
excused from strict compliance with this Agreement under this clause due to errors, omissions or
failures by its independent contractors or lower tier subcontractors.

(G) Successors. This Agreement shall be binding on and will inure to the benefit of the Parties and
their respective successors and assigns.

This Agreement is executed by individuals who are duly authorized to enter into the Agreement and
legally bind their respective parties to be effective on the date stated in the first paragraph above.

By: WBMT By: [WBMT Member Society]

By: By:

Authorized Signature

(Typed/Printed Name)

Title: Current WBMT President Title:

Date: Date:
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Appendix B: Sample from the Transplant Activity Survey document (www,whmt.org)

Country/Hospital: WBMT SURVEY ON TRANSPLANT ACTIVITY 20......

PLEASE REPORT THE NUMBER OF PATIENTS RECEIVING THEIR FIRST
TRANSPLANT ONLY FOR THE YEAR 2009/2010/2011/2012
SEPARATELY ON EACH SURVEY SHEET

Contact E mail:
No. Teams reporting:
No. Teams known to transplant but do not report:

NUMBER OF PATIENTS RECEIVING FIRST TRANSPLANTS ONLY

Allogeneic Autologous Total

Family Unrelated
Family Unrelated
total total
Indication BM [PBSC: Cord | BM {PBSC| Cord { BM :PBSC BM {PBSC: Cord BM {PBSC| Cord

HLA - id sibling non - id* twin Allo auto | Total

Total Leukemia

Total AML

AML  1st CR|

non 1st CR|

Total ALL

ALL 1stCR]

non 1st CR]

Total CML

Leukemias

CML 1stcP

not 1st cP

Other Leukemia

Total MDS/MPS (incl. combined
MDS/MPS)

MDS incl. Sec AL

MPS

CLL incl. PLL

Total LPD

Total Plasma Cell Disorder

PCD - Myeloma

PCD - other|

LPD

Total Lymphoma

HD

NHL

Other LPD

Total Solid tumors

Neuroblastoma

Germ cell tumor

Breast Cancer

Solid tumors

Ewing

Other solid fumor

Total Non-malignant dis.

Total Bone Marrow Failure

BMF - SAA|

BMF - other

Hemoglobinopathy

Primary immune Deficiency

Non - Malignant disorders

Inherited Dis of Metabolism

Auto Immune Disease

Other Non Malignant Disease

Cther

TOTAL PATIENTS (1st. HSCT)

TOTAL NUMBER OF TRANSPLANTS PERFORMED THIS YEAR: includes 1st, 2nd, 3rd. etc. ALLO: IAUTO: TOTAL:
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Appendix C

GTA Study Form

Global Transplant Activity (GTA) Study Proposal Form

Prepare a brief description of the proposed study as you envision it. This should be no more than three
pages, using standard 8%” X 11" paper with 1" margins. Use the outline below and send your description
to (H. Baldomero or WBMT site)

II.

I11.

Study Title

Include the name(s) and institution(s) and WBMT Member Society of the individual(s) proposing
the study.

Specific Aims

State the primary purpose(s) of the study as concisely and clearly as possible. A reader should
have a clear idea of the purpose for which the data will be analyzed.

Scientific Justification

Summarize the rationale of the study, citing relevant previous work. This should convey the
importance of the intended study.

Study Design (Scientific Plan)

Describe how the specific aims would be addressed using information from the WBMT. It should
include the specific statistical methodology planned, with discussion of limitations, if relevant.
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Appendix D

COLLABORATIVE INTERNATIONAL RESEARCH IN HEMATOPOIETIC CELL
TRANSPLANTATION

-  WBMT Reference Document -

General Research Guiding Principle #1

Any collaborative research is required to follow all basic principles for ethical conduct of
research in addition of being inclusive to all participating parties, being fair, minimize bias,
avoid conflicts of interest and strictly adheres to the WHO guiding principles on cell, tissue
and organ transplantation.

Commentary on General Research Guiding Principle #1

International collaborative research is herein defined as biomedical research that includes sharing of
data or biologic specimens (“biospecimens”) among different organizations or groups that are located
In separate countries.

The rules and guiding principles for collaborative research are no different from any biomedical
research, as the majority of biomedical research requires some level of collaboration. This guiding
principle mostly apply to complex collaborative, involving different organizations situated in different
countries that abide to similar but not equal rules and regulations towards the practice of research.
This first guiding principle is broad and applies to biomedical research involving human subjects. The
ethical principles of conduct of research are derived from the Belmont Report
(http//www.hhs.gov/ohrp/bumansubjects/guidance/belmont.html) and include respect for persons,
beneficence and justice. The inclusiveness to all participating parties is an essential component for
the conduct of international collaborative research in order to acknowledge all who are involved. This
statement would apply when the collaborative parties are large complex organizations or when the
number of .collaborative parties is large. Fairness applies to all levels of research, development,
conduct, interpretation and dissemination. Additionally, this guiding principle is referring to fairness
among the collaborative parties. Bias is inherent in research, and minimize bias strengthens research.
Finally, conflict of interest at any level, from commercial to self-promotion is deleterious for research
as it clouds the conduct and manipulates the message or conclusion of a project.

International collaborative research in hematopoietic cell transplantation is the main responsible for
the success of this field. The guiding principles are meant to be a general reference document for the
conduct of research and assist investigators to promote the betterment of the practice of
transplantation, advance the field by improving access and outcomes of patients and safeguard the
health of volunteer donors.

General Research Guiding Principle #2

The process of international collaborative biomedical research requires several steps to ensure
its efficiency and fairness at the same time safeguarding the patients’ data.

Commentary on General Research Guiding Principle #2

Biomedical research process applied to specific collaborative projects can be stratified into several
phases: concept development, project development, data sharing, analysis, results interpretation,
dissemination and conclusion. In general these phases can be distinct or combined depending on the
project, however consideration of each of these steps are relevant in order to organize the procedures
and requirements.

This guiding principle proposes general procedure in each phase of a collaborative project that could
be considered.
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Concept Development

The inception of a project starts with the concept or idea. The concept often focuses on the hypotheses
of interest to be tested in the project. This step can be part of the project development. However, often
in the collaborative international research, the concept or proposal is often a necessary step for
recruiting collaborators, obtain approval or to better describe a project that is intended.
Understanding the availability of data already in existence or procurement of such data can also be
considered in the step of the research process.

Project Development

The development of the project requires detail information on the objectives, background, population
and requirement of informed consent, data sources and analyses being done. This a priori exercise
sediment the proposed activities and anticipates all potential pitfalls. The most common procedure in
this phase is the development of a protocol that includes all the components of the project. The
development of the protocol should be a collaborative effort that ensures that all participating parties
are aware of the project details.

Additionally, this phase of the project development needs to address the safeguard of the data, the
protection human subjects, funding information, shared responsibilities plan and authorship
guidelines, results review process and dissemination plan. Each of these components might not apply
to all projects, but if presented upfront might help avoid delays during the life cycle of the project.

The section below outlines each component with proposed format and content.

1.Protocol Document: Describes in detail all the proposed scientific activities to be done with in the
project, The protocol document should include the objectives of the project in a succinet and direct
language; background that justifies the study and or hypotheses; description of the population of
interest and the sources of data; description of the outcomes being tested; detailed of the proposed
statistical analysis; relevant references and any additional information that is relevant for the
understanding of the project (i.e. demographic table, surveys, etc). If the study involves additional
informed consent of recipients, this document would be to be referenced or added to the protocol
document.

2.8afeguard of the data’ This description could be incorporated in the protocol or in a separate
document. However a safeguard plan would requirement agreements between parties if data are
being exchanged. The important components for the safeguard plan include description of the data
needed in the study, the expected transferring plan, who will be the responsible parties to oversee
this exchange or transfer and how the transferred data will be stored, including security details,
for how long and the procedures that will take place once the project is completed. In case of data,
a description on whether personal health information (PHI, i.e. date of birth, gender, social
security or other unique identification number among others) is required for the study and the
type of PHI needs to be included. Also, if the project requires data from different databases to be
merged, a description of this data merger should include the variables used for the merger,
identification of an honest broker in case of datasets with PHI, storage or plans for data
destruction once the project is completed.

3.Protection of Human Subjects: any biomedical research that utilizes data requires appropriate
informed consent, which authorizes the utilization of data for a particular use or research in
general. Ethical committee oversight is a vital component of biomedical research to assure that
human subjects are not being harmed. The rules of ethical committee engagement vary in different
countries which makes a protection of human subjects document important in collaboration
international research. The components of this document should include, the type of data being
utilized in the project, whether the patients or individuals who consented for the specific project in
question. In case of sharing dataset that include PHI, additional oversight might be required to
overview that the process is appropriately set to avoid data breeches or losses. For studies that
required additional informed consent, the document should include how the consent procedure will
take place.

4. Funding Sources: studies that are done as parted of funded projects may require a document
that outlines any restriction that the funding agent might impose on the project. Additionally, the
funding plan might require multiple sources which should be outlined accordingly.
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5.Shared Responsibilities: It is important to develop a leadership plan that outlines the
responsibility of each member of the project and that all members are in agreement with this plan.
This document should also include authorship guidelines for any publication that results from this
project. The authorship guidelines might be a detailed list of each member of the project and their
position in a manuscript or general rules that will be considered to choose authors and their
respective position on any manuscript from this project.

6.Results review and Dissemination Plan: some of the components of this section can be included in
the protocol document. A detailed plan for how the results will be reviewed and disseminated
might be necessary in studies that involve different outcomes databases or research groups. This
includes timeline for completion of the analysis, presentation in conferences or meetings and other
public dissemination.

Project Analvsis

Once the project is developed with documentation and agreements approved, data can be transferred.
If the project requires separate informed consent, enrollment of participants may be initiated.

Prior to analyses, verification of the data for errors, outliers and follow up is important to avoid
misinterpretation of results. Analyses results when completed should follow the results review and
dissemination plan outline above.

Completion of the Project

Once the study is completed, which in some instances might be upon the publication of results or
otherwise determined procedures for returning, destroying shared data or left over samples, or
indefinitely storage should take place. Additional studies that include any data used in the original
project need to be discussed among the original owners of the data before proceeding. This will initiate
another project cycle and some of the steps described above may apply.

*This document, once approved by the WBMT Board, will be prominently posted at www.wbhmt.org.
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