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Michigan BioTrust for Health

e MDHHS initiative to oversee storage & research use of residual
newborn screening blood spots

— Preserve specimens and promote research use
— Increase community awareness and engagement
— Use in a manner acceptable to individuals/public
— Operate within regulatory requirements

e Guided by a Community Values Advisory Board, Scientific Advisory
Board, and Institutional Review Board

 Implemented with support from Michigan’s >80 birthing hospitals
and among those facilitating home births

Michigan Department or Health & Human Services



Presenter
Presentation Notes
For those familiar with the discussion about how newborn screening dried blood spots should be handled following newborn screening, you’ve likely heard Michigan has adopted a process to request permission from parents to store specimens for potential research use. This process is an integral part of Michigan’s BioTrust for Health. (Insert Brief Description of BioTrust).


Original BioTrust Consent Process
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research for the future

e Consent brochure allows:
— Space for detailed information
— Distinction from NBS
— Dissemination at multiple points
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Your Baby/s §-
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GET your pisk copy of the BicTrust
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e Consent declaration form allows:
— No delay in NBS £ = T
— Coding, tracking, linking to blood spot Y A ¥

— Ability to ensure parent was asked by /
documenting “yes” or “no” decision

Facts and Cheices You
Need to Understand

i
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e Waiver of consent for archived R o e B S
i ressarch through the BioTrust. The brochure, Your Baby’s Blood Spols, gives details to help you make
: achaice about allowing your baby's blood spos to be used in healh research. Please read this brochure.
i if you still have questions, please call the Depariment of Community Health foll free at. 1-866-673-6630.
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Presentation Notes
In 2009, this was fairly uncharted territory, and the various bodies overseeing the BioTrust were building the plane mid-air, and without a rulebook from a federal office.  (Insert description of the considerations that went into the original BioTrust informed consent process). Despite all of that, the process designed was robust in making information available, was efficient as it pertained to permitting NBS to continue without interruption or delay, and was flexible.
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e Revision of the definition of human subject

 New privacy and confidentiality standards

Notice of Proposed Rulemaking
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Presentation Notes
So you might be able to imagine that with years invested into rolling out and improving a process that there were some nerves and anticipation as a draft of the rulebook we’d been operating without was published in the form of the Notice of Proposed Rulemaking. As you’ve already heard, the NPRM covers a broad scope changes to research oversight. And the coverage and the attempt to address so much lead to a document that probably gets in its own way a bit. And while I won’t offer an endorsement, nor any condemnation here, I do hope to point out some of the ways the NPRM was helpful to Michigan’s thinking about informed consent for newborn screening specimens, and how the NPRM might provide guidance to other entities in looking at their own informed consent process.
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| Michigan Department or Health & Human Services

NPRM Broad Consent Requirements

re

A description of any reasonably foreseeable risks or discomforts to the subject;

A description of any benefits to the subject or to others that may reasonably be expected from the
research;

A statement describing the extent, if any, to which confidentiality of records identifying the subject
will be maintained;

An explanation of whom to contact for answers to pertinent questions about the research and
research subjects’ rights, and whom to contact in the event of a research-related injury to the
subject;

A statement that participation is voluntary, refusal to participate will involve no penalty or loss of
benefits to which the subject is otherwise entitled, and that the subject may withdraw consent, if
feasible, for research use or distribution of the subject’s information or biospecimens at any time
without penalty or loss of benefits to which the subject is otherwise entitled, and information
about whom to contact in order for the subject to withdraw consent. The statement must make
clear that information or biospecimens that already have been distributed for research use may
not be retrieved;
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Presentation Notes
The section describing the provisions for broad consent is pretty intimidating at first glance.  But if you sort through the references to other sections of the regulations, and those elements that are required vs. required if applicable, then you’ll find there are really only 9 essential items to be discussed in the consent process.  Five of these items sound very familiar if you’ve assembled an informed consent document for research in general…  These include: (go over points on slide)


NPRM Broad Consent Requirements
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research for the futus

A general description of the types of research that may be conducted with
information and biospecimens and the information that is expected to be
generated from the research, the types of information or biospecimens that
might be used in research, and the types of institutions that might conduct
research with the biospecimens or information;

 Aclear description of the types of biospecimens or information that were or
will be collected and the period of time during which biospecimen or
information collection will occur.

e A description of the period of time during which an investigator can continue
to conduct research using the subject’s biospecimens and information (e.g., a
certain number of years, or indefinitely);

e The names of the institution or set of institutions at which the subject’s
biospecimens or information were or will be collected, to the extent possible
(in recognition that institutions might change names or cease to exist).

M&DHHS

| Michigan Department or Health & Human Services



Presenter
Presentation Notes
In addition to those 5, there are four elements that are required and somewhat modified to accommodate a broad consent process…
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NPRM Broad Consent (if applicable)

re

A statement that the subject’s biospecimens may be used for commercial profit and whether the
subject will or will not share in this commercial profit (if applicable);

A statement regarding whether clinically relevant research results, including individual research
results, will be disclosed to subjects, and if so, under what conditions (if applicable);

An option for the subject or the representative to consent, or refuse to consent, to investigators
re-contacting the subject to seek additional information or biospecimens or to discuss
participation in another research study (if applicable);

If applicable, a statement notifying the subject or the representative that the subject or the
representative will not be informed of the details of any specific research studies that might be
conducted, including the purposes of the research, that will use the subject’s information and
biospecimens;

If applicable, a statement notifying the subject or the representative of the expectation that the
subject’s information and biospecimens are likely to be used by multiple investigators and
institutions and shared broadly for many types of research studies in the future, and this
information and the biospecimens might be identifiable when shared;
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Presentation Notes
Then there are a lot of items that are to be included if applicable. It is among these elements where a lot of the complexity exists…


research for the future
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Yes, my baby’s blood spots may be used for health research through the BioTrust.

still have questions, please call the Michigan Department of Health and Human Services (MDHHS)
toll free at 1-866-673-9939.

By checking this box you understand:

» Unused blood spots are stored using a code and not your child's name. The spots are stored forever al a secure

site (Biobank) unless you, or your grown child, change your mind.

» Stored blood spots may be used by the state lab to help ensure that newbom screening detects those at risk.
Stored blood spots may also be used for research approved by MDHHS. Blood spots can only be used for studies

to belter understand disease or improve the public’s health.

» Many types of laboratory methods are used to study biological factors like DNA or environmental factors like

metals and toxins.

e The risk for using your baby's blood spots in research is that it could be identified. This risk is very low. Many
steps are taken to protect privacy. Details that could identify your child or family are removed before your child's

blood spots are given to a researcher.
# Most likely you or your child will not benefit from blood spot research.

& Participation is voluntary, You can call MDHHS at any time if you change your mind. There is no penalty or loss of

benefits for saying no or changing your mind.

No, my baby's blood spots may not be used for health research.
By checking this box you understand:

» Blood spots will be stored forever but not used for research. These stored blood spots may still be used by the

state lab to help ensure that newborn screening detects those at risk.

® You must contact MDHHS if you do not want blood spots stored for any reason after newborn screening.

®

Before you sign this form please read, Your Baby’s Blood Spots. it explains in more detail how your
baby's blood spots may be used in health research through the Michigan BioTrust for Heaith. If you

|H.|| MDHHS Copy

leted white consent form to MDHHS. Give parent this copy.

Return

[E1 2097001

anhhﬁdh%mmbm.&mmmﬂarnd BioTrust brochure,

and

Cpationt

Parent Signature Date
Your choice applles to all blood spots calledied for newbomn screening. Please vist wwwimichigen gowbiotud for further information

inciuding research updates. For guestions about your research rights or whom b contact in case of a ressarch+elaed injury, please call the

MDHHS IRB at 517-241-1928.
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Michigan BioTrust for Health
Revisions: What’s on the form...
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Presenter
Presentation Notes
The insight provided by the NPRM allowed us to examine the strengths and weaknesses of our own broad informed consent process. And since its publication, we made some changes guided by the required elements:
We’ve described the major risk as the risk to confidentiality.
We’ve discussed that no benefits to individuals are likely.
We’ve discussed that no identifiable information will be made available to researchers as our effort to maintain confidentiality.
We’ve discussed that participation is voluntary.
We’ve described the types of research that might be performed: “Blood spots can only be used for studies to better understand disease or to improve the public’s health,” and “Many types of laboratory methods are used to study biological factors like DNA or environmental factors like metals and toxins.”
We’ve indicated the setting for which these specimens are collected and the length of time “forever” over which we intend to store the specimens.







B
Q Michigan BioTrust for Health

1 Revisions: What isn’t on the form...

Bi

 The “if applicable” sections of the NPRM
requirements
— Handled through institutional policy

e Limitations on types of permissible research

e Prohibitions on follow-up without obtaining research
specific informed consent in advance

e Prohibitions on types of analysis without obtaining
research specific informed consent in advance

e Information not necessary to understanding
the potential for research use of specimens

M&DHHS
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Presentation Notes
Not all of the requirements named in the NPRM are on the form…  To reduce confusion, we’ve implemented institutional policy that makes many of the “if applicable” statements not applicable to research with BioTrust specimens.  For example, research in which blood itself might be used to create product for commercial marketing is not permitted, research in which the investigator intends to follow-up with subjects is not permitted without research specific informed consent, and research involving whole genome or whole exome sequencing is not permitted without research specific informed consent.

In addition, and in thinking about the information we include on the web and in our informative brochures, we realized there really is a great deal in that discussion that is probably of interest to parents about newborn screening and about how our lab works, and about the secured storage facility used to house specimens, but that this isn’t the kind of information people are likely to want when considering if they want to make their child’s blood spots available for research. So we used the NPRM guidance to focus our discussion on the essential elements and removed information that isn’t required.


NPRM and Waiving Consent
it~ Requirements for Biospecimens

Michigan

e The MDHHS IRB originally approved a waiver of the
requirements for informed consent for the BioTrust
pertaining to specimens included in the specimen
archive before the informed consent process was
adopted.

— Minimal risk research
— No adverse affect on the rights and welfare of the subjects
— Research could not practicably be carried out without the waiver

— The subjects will be provided with additional pertinent information after
participation

e The NPRM adds to those requirements

M&DHHS
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Presentation Notes
Now, in addition to the new requirements for informed consent, the NPRM adds additional requirements pertaining to what is necessary to not obtain informed consent.  In Michigan, we have adopted a prospective informed consent process for specimens obtained from May of 2010 forward, but we have also continued to permit the use of non-identifiable dried blood spots in certain types of research from those specimens archived prior to May of 2010.  Our Institutional Review Board found that making those specimens available for research was minimal in risk to participants (with documentation of appropriate confidentiality measures); that in always making available an opt out option and in making this information accessible through the web and other outreach efforts that subjects rights and welfare were not adversely affected; that having the repository of archived specimens available could not practicably be carried out without a waiver of informed consent; and that by making information available about studies and published results; a waiver of the requirements for informed consent was appropriate for the archived specimens.

The NPRM adds to those requirements.


NPRM and Waiving Consent
W5~ Requirements for Biospecimens

e Additional Requirements:
— There are compelling scientific reasons to conduct the research; and

— The research could not be conducted with other biospecimens for
which informed consent was obtained or could be obtained.

 Michigan reviews the waiver of informed consent approved
for the Michigan BioTrust for Health on an annual basis and
these new requirements will be added to that review.
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Presentation Notes
Specifically, the NPRM requires that in addition to those other requirements, it is not appropriate to waive or alter informed consent provisions without “a compelling scientific reason to conduct the research” and without confirming “the research could not be conducted with other biospecimens for which informed consent was or could be obtained.

And while our institutional review board had traditionally renewed the waiver of informed consent for the archived specimens on an annual basis, these new requirements got us thinking harder about that.  Going forward, it is our intention to consider these factors when evaluating the waiver of informed consent.  We will consider the availability of rare specimens among those included in the BioTrust, the ability of researchers to use the archived cards (many of which have not been stored in ideal conditions over the years) to produce meaningful yields of analytic material, and factors that will similarly change over time when considering whether there remains a compelling scientific reason to make pre-2010 specimens available for research, and whether there continue to be requests made of the BioTrust that cannot be satisfied with specimens only from those that have provided informed consent.
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e Consent Statistics, January - April 2016

Michigan BioTrust for Health

— 86.6% of BioTrust consent forms returned completed

— 67.4% of newborns screened have BioTrust consent on record

— 19.2% of newborns screened have BioTrust refusal on record

— 13.4% of newborns screened have no BioTrust decision on record
* Blood spots stored indefinitely, not used for research through BioTrust

 Consent versus screened populations, 2011-2014

— 3.3% more white newborns

— 3.6% less black newborns

— Ethnicity and maternal age similar

Michigan Department or Health & Human Services

Success is
measured by the
ability to make an
informed decision
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