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l. Summary of Public Comment Items
June 15, 2007-July 30, 2007 Distribution

1. Request for Incorporating CPRA into an Existing Alternative System for Kidneys
(Histocompatibility Committee)

The Calculated PRA (CPRA) will replace PRA in the national kidney algorithm in early 2008.
Tennessee Transplant Centers and OPOs would like to incorporate CPRA into their existing
alternative allocation system for kidneys. Within the national allocation policy, kidney
transplant candidates with a PRA of 80 percent or higher receive four additional points. In
addition, the Tennessee statewide alternative system gives two points to candidates with a PRA of
40-79 percent. The Histocompatibility and Kidney Transplantation Committees are interested
in the potential benefits of providing moderately sensitized candidates (those with a CPRA of 40
percent-79 percent) some additional priority. The data provided by Tennessee’s alternative
system may be useful to the Kidney Transplant Committee as it considers using CPRA as a factor
in prioritizing sensitized candidates.

2. Proposed Modifications to OPTN/UNOS Policy 4.0 (Acquired Immune Deficiency
Syndrome (AIDS), Human Pituitary Derived Growth (HPDGH), and Reporting of
Potential Recipient Diseases or Medical Conditions, including Malignancies, of
Donor Origin) (Operations Committee)

The proposed modifications clarify OPO and transplant center requirements for screening,
communicating and reporting all potential or confirmed donor- related disease and malignancy
transmission events. This proposal reflects current clinical practices and standardizes reporting of
donor-related disease transmission events. These changes will improve patient safety and
recipient outcomes through timely communication of clinically significant information.

3. Proposed Modifications to OPTN/UNOS Policy 7.4 Submission of Organ-Specific
Transplant Recipient Follow-up Forms. (Operations Committee)

The proposed modifications require transplant centers to report all recipient deaths that occur in
the first year after transplant. After centers are notified of a recipient death, they have two
working days to report this information to the OPTN using the UNet™ system. These data will
complement the existing Patient Safety System data and allow for early monitoring of post-
transplant deaths that may be donor-specific in nature.

4. Proposed Modifications to OPTN/UNOS Policy 3.5.9 (Minimum Information/Tissue
for Kidney Offer) (Organ Availability Committee)

The proposal encourages renal machine perfusion for all expanded criteria donor (ECD) kidneys,
and also for standard criteria donor (SCD) and donation after cardiac death (DCD) donor kidneys
at the request of the accepting transplant surgeon or physician. This modification should decrease
discard rates, reduce the rate of delayed graft function (DGF), and decrease transplant related
financial costs.



II. Policy Proposals

1. Request for Incorporating CPRA into an Existing Alternative System for Kidneys
(Histocompatibility Committee)

Summary/Performance Objective — Aim

The Calculated PRA (CPRA) will replace PRA in the national kidney algorithm in early 2008. Tennessee
Transplant Centers and OPOs would like to incorporate CPRA into their existing alternative allocation
system for kidneys. Within the national allocation policy, kidney transplant candidates with a PRA of 80
percent or higher receive four additional points. In addition, the Tennessee statewide alternative system
gives two points to candidates with a PRA of 40-79 percent. The Histocompatibility and
Kidney Transplantation Committees are interested inthe potential benefits of providing moderately
sensitized candidates (those with a CPRA of 40 percent-79 percent) some additional priority. The data
provided by Tennessee’s alternative system may be useful to the Kidney Transplant Committee as it
considers using CPRA as a factor in prioritizing sensitized candidates.

Background and Significance
The OPTN/UNOS Board approved the following resolution in November 2007.

** RESOLVED, that the modifications to Policy 3.5.11.3 (Panel Reactive Antibody)
approved by the Board of Directors shall pertain to all OPOs operating with approved
alternative systems for assigning priority in sensitized kidney candidates as well as the
national kidney allocation system, unless application is made by an OPO to incorporate the
use of a Calculated PRA (CPRA) into its existing alternative system. Such applications must
be made in accordance with Policy 3.4.7.1 and be presented to the Histocompatibility
Committee no later than February 1, 2007. OPOs may maintain the components of alternative
systems that are not affected by the Histocompatibility Committee’s implementation of
CPRA as set forth in Policy 3.5.11.3

An OPO desiring to continue its alternative system for the allotment of sensitization points could make a
formal request to continue their alternative system incorporating CPRA. If the OPO does not make this
request, its alternative system for assigning priority in sensitized candidates would convert to the national
system described in Policy 3.5.11.3.

The Tennessee Transplant Society (TTS), which uses a statewide sharing agreement for the allocation of
kidneys, made a formal request to the OPTN/UNOS Histocompatibility Committee to incorporate CPRA
into its alternative system. Currently, Tennessee gives four points to kidney transplant candidates with a
PRA of 80 percent or higher, as is done in the national allocation system. TTS also assigns 2 points to
candidates with a PRA of 40-79 percent.

Representing the TTS, Deborah Crowe, Ph.D., presented data to the Histocompatibility Committee on a
conference call held on February 22, 2007. She used OPTN data from the last 12 months to compare
kidney allocation in Tennessee with the rest of the nation. (Figures 1 and 2 below)

The transplants performed in Tennessee Donor Services (TDS) were evaluated separately because these
centers all used calculated PRAs based on specificities identified by several different solid phase
methodologies. Mandatory zero mismatched transplants, living donor transplants, and donor exchange



transplants were excluded from this study since these transplants were not affected by the allocation
variance.

Figure 1 compares the percent listed for the 40-79 percent PRA group with the percent of deceased
donors that went to this group. In the rest of the U.S., 8.4 percent of the candidates listed had a PRA 40-
79 percent and 5.8 percent of the transplants went to candidates with this level of PRA. In TTS, 11.3
percent of the list was in the 40-79 percent PRA group, while 7.8 percent of the transplants went to this
group. In TDS centers, 7.8 percent of the candidates listed were in the 40-79 percent PRA group, and 7.7
percent of the transplants went to this group.

Figure 1
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These data suggest that a higher percentage of the transplants go to moderately sensitized candidates in
Tennessee than in the rest of the U.S. When a calculated PRA is used (TDS results), the percent of
transplants going to candidates with PRA 40-79 percent is comparable to their representation on the
waiting list. The additional two points given for this sensitized group may contribute to the more
equitable allocation.

Figure 2 displays the data in a slightly different way. This shows what percent of each sensitized group
was transplanted. In the rest of the U.S., 18.0 percent of the low sensitized, 11.5 percent of the
moderately sensitized, and 9.9 percent of the highly sensitized candidates were transplanted. This is
compared to 17.0 percent, 16.0 percent, and 7.1 percent for TTS and 23.7 percent, 23.7 percent, and 9.0
percent for TDS, respectively. This indicates that both TTS and TDS had greater success in transplanting
the moderately sensitized candidates and that the extra two points given to the moderately sensitized
candidate is beneficial.

Figure 2
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Based on these data, TTS requested to maintain the two extra points for candidates with a CPRA of 40-79
percent.

After reviewing the data, the Histocompatibility Committee unanimously voted to approve Tennessee’s
request. The Kidney Transplantation Committee also approved Tennessee’s request by a unanimous vote
at its May 20, 2007 meeting.

Policy Proposal

Sensitized kidney waiting list candidates within the state of Tennessee with defined unacceptable HLA
antigens that yield an 80 percent or greater probability of incompatibility with deceased donors (CPRA)
would be assigned four points; and those candidates that have a CPRA value between 40 percent-79
percent will be assigned two points. This is of interest to the Histocompatibility and Kidney Committees
because a gradation of points for PRA >20 percent is being considered as part of the new kidney
allocation proposal. The Histocompatibility Committee noted that this request is in the spirit intended for
variances, because it is designed to test a specific research question for a specified period of time, as
shown below.

Plan for Evaluation of the Alternative System

The TTS will monitor the results of their alternative system on an annual basis and a report will be made
to the OPTN/UNOS Histocompatibility Committee. The following parameters will be evaluated:

1. Graft survival
o Compare graft survival in TTS with outcomes in the rest of nation
e Stratify by recipient population (race, diabetic, age)
e Stratify by organ quality (SCD, ECD, DCD)
e Compare graft survival with degree of HLA match

2. Allocation
e Compare percent sensitized candidates transplanted with percent transplanted in the rest
of nation

e Exclude Omm, living donors, and donor exchanges
o Examine effect of variance on allocation to minorities, stratified by PRA level.
o Evaluate effect of CREG matching on transplantation of sensitized candidates.

3. Sensitization
e Compare sensitization of candidates re-listed compared to centers using similar PRA
analysis and the UNOS default algorithm.
e Evaluate effect of CREG matching on sensitization.

Time Line

The proposed alternative system is expected to be in place for a maximum of three years or until the
OPTN/UNOS Kidney Transplantation Committee implements the new Kidney Allocation System, which
is currently under development. The Histocompatibility and Kidney Committees will then analyze the
alternative system and will make a request to the Board of Directors to continue, modify, or terminate the
system.



2. Proposed Modifications to OPTN/UNOS Policy 4.0 (Acquired Immune Deficiency
Syndrome (AIDS), Human Pituitary Derived Growth (HPDGH), and Reporting of
Potential Recipient Diseases or Medical Conditions, including Malignancies, of
Donor Origin) (Operations Committee)

Summary/Performance Objective — Aim

The proposed modifications clarify OPO and transplant center requirements for screening,
communicating and reporting all potential or confirmed donor- related disease and malignancy
transmission events. This proposal reflects current clinical practices and standardizes reporting of
donor-related disease transmission events. These changes will improve patient safety and
recipient outcomes through timely communication of clinically significant information.

Background and Significance

Recent clusters of donor- related infection and malignancy transmission illustrate potential gaps
in both the microbiologic screening of organ donors and the mechanisms to communicate and
investigate transmission events associated with transplantation. A variety of patterns of donor-
related disease transmissions exist, including:

e bacterial and fungal infections in donors (often detected after transplantation based on
blood or other cultures obtained at the time of procurement)

e active viral infections including lymphocytic choriomeningitis virus (LCMYV), rabies,
herpes simplex virus (HSV), and West Nile virus (WNV)—WNYV is notable because the
symptoms may be absent or masked in the donor by coincident neurologic events, such as
an intracranial bleed

e parasitic infections including clusters of Chagas’ disease (7rypanosoma cruzi) for which
ideal diagnostic tools do not yet exist

e malignancies such as adenocarcinoma of the lungs, lymphoma, melanoma, ovarian
cancer, and renal cell carcinoma.

Current policy mandates that transplant centers report potential or confirmed donor- related
disease transmission, but reporting is inadequate and often not timely. In response, the OPTN has
initiated three inter-related approaches in the past year.

1. Disease Transmission Advisory Group (DTAG) — established to review reports to
OPTN/UNOS of donor-derived infection and malignancy and to help evaluate affected
recipients. DTAG includes the following community members: transplant infectious
disease, malignancy and pathology specialists, transplant surgeons, an OPO Executive
Director, a clinical coordinator, and representatives from Health Resources and Services
Administration/Division of Transplantation (HRSA/DoT) and the Centers for Disease
Control and Prevention (CDC). The CDC helped DTAG develop definitions and a plan
for a database that would more effectively collect and evaluate reported transmissions.

2. Transplant Transmission Sentinel Network (TTSN) — a CDC-sponsored cooperative
agreement with UNOS to develop a web-based network that would routinely trace all
allografts (tissues, eyes, cells, organs) from donor to recipient. Using a unique identifier
number for each donor, this system will allow clinical centers and appropriate public
health authorities to transfer data and communicate during investigations.

3. OPTN/UNOS Policy 4.0— to date Policy 4.0 covers only the exclusion of HIV-infected
donors and those receiving human-derived growth hormone. Decisions regarding the



suitability of organs from deceased donors are made on a non-uniform basis, notably in
regard to undiagnosed or untreated infections. Given advances in microbiologic
diagnosis, it is reasonable to consider additional microbiologic testing of donors in
certain circumstances to enhance the safety of organ transplantation. The nature of the
clinical conditions which indicate the need for added testing is the core of suggested
revisions to the current regulations.

Four aspects of microbiologic testing should be noted:

1. Nucleic acid testing (NAT) or molecular-based assays have, in general, greater sensitivity
and specificity than serologic tests, especially for active infections (seroconversion may
occur later).

2. Serologic assays, antigen-based testing, and culture-based tests remain highly useful in
protecting recipients and in developing strategies for prophylaxis of CMV and hepatitis B
virus post-transplantation.

3. These tests are not mutually exclusive and may be complimentary in some cases. In
endemic regions, for example, testing for Chagas’ disease (T- cruzi) is performed using
three different assays for each individual.

4. NAT tests are often developed to test the blood products from multiple donors and may
not be suitable or FDA-approved for single donors. In addition, many NAT tests require
significant resources for equipment and may not be available on a timely (e.g., less than
6-8 hours for OPO use) or 24/7 basis. While it may be desirable to use a test with greater
sensitivity, it may not be possible. It is essential that labs not use overly sensitive assays,
which may have increased false positive results. False positive results may lead to the
unnecessary loss of donors. However, there is a continuing need to consider
development of assays of greater sensitivity to protect organ recipients.

The proposed policy modifications are the result of discussions and data review by the DTAG of
cases reported through the Patient Safety System since March 8, 2006. The Operations
Committee requested the OPO and Organ Availability Committees review the proposed policy
modifications and provide feedback prior to submitting for public comment. Comments from
these committees have been included in the proposed policy modifications.

The following modifications represent the efforts of the Disease Transmission Advisory Group
and Operations Committee to:

o standardize reporting requirements and responsibilities
e enhance patient safety
e improve recipient outcomes associated with donor- related disease transmission events.

The Committee recognizes that these modifications may not represent all clinical screening
and communication practices across Donor Service Areas (DSA). Through the public
comment process, the Operations Committee seeks community and public input to ensure
that the resulting policy requirements reflect current clinical practices.

Policy Proposal

The Operations Committee recommends the following policy modifications to Policy 4.0
(Acquired Immune Deficiency Syndrome (AIDS), Human Pituitary Derived Growth (HPDGH),
and Reporting of Potential Recipient Diseases or Medical Conditions, including Malignancies, of
Donor Origin) (Operations Committee). It voted unanimously (10 For, 0 Against, 0 Abstaining)
to submit these modifications for public comment.



4.0

OF POTENTIAL DONOR-DERIVED RECIPIENT DISEASES OR MEDICAL

CONDITIONS, INCLUDING INFECTION AND MALIGNANCIES, 6FDONOR
ORIGIN _AND SCREENING FOR HUMAN IMMUNODEFICIENCY VIRUS
HIV

4.1 SCREENING POTENTIAL ORGAN DONORS FOR HIV. All potential
donors are to be tested by use of a screening test licensed by the U.S. Food and
Drug Administration (FDA) for Human Immune Deficiency Virus (HIV). If the
potential donor's pre-transfusion test for HIV is negative and blood for
subsequent transfusions has been tested and found to be negative for HIV,
retesting the potential donor for HIV is not necessary. If no pre-transfusion
sample of the potential donor's blood is available, the Host OPO (as defined in
Policy 2.1) must provide, to the recipient transplant center the screening test
results and a complete history of all transfusions received by the donor during the
ten (10) day period immediately prior to removal of the organ. Organs from
donors with a positive screening test are not suitable for transplantation unless
subsequent confirmation testing indicates that the original tests' results were
falsely positive for HIV. If additional tests related to HIV are performed, the
results of all tests must be communicated immediately to the UNOS Organ
Center and all institutions receiving organs from the donor. Exceptions for cases
in which the testing cannot be completed prior to transplant are provided in
paragraph 4.1.3 below.

4.1.1 Donor History. The Host OPO will obtain a history on each potential
donor in an attempt to determine whether the potential donor is in a "high
risk" group, as defined by the Centers for Disease Control and
Prevention (CDC). The Host OPO must communicate the donor history
to all institutions receiving organs from the donor.

4.1.2 Organ Sharing. UNOS members shall not knowingly participate in the
transplantation or sharing of organs from donors who are confirmed HIV
positive by an FDA licensed screening test unless subsequent
confirmation testing unequivocally indicates that the original test's results
were falsely positive for HIV.

4.1.3 Exceptions. Exceptions to the guidelines set forth above may be made in
cases involving non-renal organs, when, in the medical judgment of the
staff of the Host OPO and recipient institution, an extreme medical
emergency warrants the transplantation of an organ, the donor of which
has not been tested for HIV. The transplant surgeon is obligated to obtain
informed consent from the recipient or next of kin in such cases.

4.1.4 Donor Consent Forms. UNOS member institutions are encouraged to
include in each donor consent form a notice that all potential donors will
be screened for medical acceptability for organ donation and that results
of such tests may be the basis for not using the organ in transplantation.




4.2

4.3

4.4

4.5

4.6

SCREENING POTENTIAL TRANSPLANT RECIPIENTS FOR HIV.
Testing for HIV shall be a condition of candidacy for organ transplantation,
except in cases where such testing would violate applicable state or federal
laws or regulations. Patients whose test results are confirmed positive should
undergo appropriate counseling.

4.2.1 HIV Positive Transplant Candidates. A potential candidate for organ
transplantation whose test for HIV is positive but who is in an
asymptomatic state should not necessarily be excluded from candidacy
for organ transplantation, but should be advised that he or she may be at
increased risk of morbidity and mortality because of immunosuppressive
therapy.

4.2.2 Informing Personnel. Health care personnel caring for patients who
test positive for HIV should be so informed.

4.2.3 Patient Treatment. Administering treatment to patients who test
positive for the HIV should not be optional or discretionary for health
care personnel.

DISCLOSURE OF INFORMATION ABOUT HIV STATUS. UNOS
member institutions are obligated urged to comply with state and federal statutes
and regulations applicable to the disclosure of personalized data on actual or
potential organ donors or recipients.

GENERAL RECOMMENDATIONS. All UNOS member institutions are
requested to adopt an overall health care policy addressing special HIV-related
problems with regard to transplant candidates and recipients. It is recommended
that each institution's HIV-related health care policies incorporate the specific
UNOS policies 4.1, 4.2, and 4.3 set forth above. It is also recommended that
member institutions make their policies available upon request to the press and
the public.

HUMAN PITUITARY DERIVED GROWTH HORMONE. People who
have received Human Pituitary Derived Growth Hormone (HPDGH) from
human tissue (not recombinant) shall be evaluated as organ donors with potential
organs used at the discretion of the accepting transplant center and with informed
consent from the recipient patient. The transplant surgeon is obligated to obtain
informed consent from the recipient or next of kin in such cases. The use of
recombinant HPDGH carries no additional risk of transmissible disease.

SCREENING POTENTIAL ORGAN DONORS FOR
TRANSMISSIONIBLE OF DISEASES OR MEDICAL CONDITIONS,
INCLUDING MALIGNANCIES. All potential donors are to be screened for
transmissible diseases or medical conditions, including malignancies, through the
collection of medical/social history information and laboratory testing when
applicable. Medical conditions that should be screened for by history include the
presence of malignancies, treated and untreated, or any other known condition
that may be transmitted by the donor organ that may reasonably impact the
candidate or recipient. In addition, donors shall be tested for recognized
transmissible diseases, as defined in policy 2.2.8.1, using screening tests licensed




by the FDA for testing these specific diseases in organ donor populations. If
additional testing is performed, the results of these tests must be communicated
immediately to all recipient institutions. The OPO is responsible for timely
follow-up of donor screening tests. Documentation of any suspected or
confirmed transmissible disease or medical condition identified prior to or
following procurement must be communicated by the Host OPO to all potential
recipient centers and the OPTN according to Policy 4.7.

4.6.1 Donor History. The Host OPO will obtain a history on each potential
donor in an attempt to determine whether the potential donor is in a "high
risk" group, as defined by the Centers for Disease Control. The Host
OPO must communicate the donor history to all recipient institutions.
This communication should be documented in the donor chart.

4.6.2 Reporting. Known infections or malignant conditions that may be
transmitted by the donor organ must be communicated to the transplant
centers. These may include, but are not limited to, the following:

4.6.2.1 Active Malignancy
Donors with active malignancies should not be recovered for

transplant.

Exceptions:
o Donors with non-metastatic skin cancers:

= Basal Cell Carcinoma
= Squamous Cell Carcinoma
« Donors with central nervous system (CNS) malignancies,

which have the potential for extra-cranial spread. The OPO
must notify all recipient centers of the presence of the
following tumors:

= Astrocytoma

=  Glioblastoma Multiforme

=  Medulloblastoma

= Malignant Meningioma

4.6.2.2 History of Malignancy
The OPO must notify all recipient centers if the donor has a
history of malignancy, which should include the type of
malignancy, grade of tumor (if known), prior treatment, and time
elapsed since last treatment.
Exception:
. Donors with a medical history of the following malignancies
should not be recovered:
=  Melanoma
= Hodgkin’s Disease or Non-Hodgkin’s Lymphoma
=  Leukemia
=  Multiple Myeloma
= Aplastic Anemia and Agranulocytosis

4.6.2.3 Intra-Cranial Hemorrhage
Non-traumatic _intra-cranial hemorrhage in non-hypertensive
donors may be due to intra-cranial malignant metastases, which




4.6.2.4

have been observed in some infections. Unexplained intra-
cranial hemorrhage mandates thoracic and abdominal
exploration before recovery of any organs. Any masses palpated
or seen must be biopsied for frozen section histopathologic
examination.

Active Infections.

All recipient centers must be notified by the OPO of any
suspected or confirmed active (untreated) infection as soon as
test results or epidemiologic information are available.
Microbiological assays will not be performed for all conditions
in all donors and results may not be available at the time of
transplantation. Specific assays may be requested based on
unique epidemiologic features. The following infectious
conditions must be communicated to the recipient centers:

Viral Infections
« HIV infection (serologic, molecular assay or by history)
o Viremia:
= Herpes viruses including acute EBV (mononucleosis)
= Herpes simplex
= Varicella zoster
=  Cytomegalovirus
= Other active Viremia
o Active measles, mumps, varicella zoster virus, rubella
infections
o Herpes simplex encephalitis or other encephalitis (untreated)
o HTLV-I/II (Serologic or molecular assay)
o Hepatitis A, B, or C
« SARS
o« West Nile virus infection or other Arbovirus infection --
active or diagnosed within 6 months.
= Eastern equine encephalitis virus
= St. Louis encephalitis
= Japanese encephalitis virus
= Dengue
=  Yellow fever
o Lymphocytic choriomeningitis virus (LCMV)
« Rabies
e JC polyomavirus virus infection
e  Creutzfeldt-Jacob disease
o Active Viral Pneumonia or viremia

Fungal Infections
o Systemic fungal infection

+ Candidemia

« Cryptococcus neoformans

» Histoplasma capsulatum (active)
o Coccidioides immitis (active)

10



Bacterial Infections
o Untreated bacterial meningitis
o ActiveTuberculosis
o Untreated Infection:
=  Pneumonia
= Meningococcal infection
=  Bacteremia or sepsis syndrome
= Syphilis
= Lyme Disease
= Rickettsial infection

Parasitic Infections

o Active (untreated) infection:
= Trypanosoma cruzi
=  Strongyloides stercoralis
= Toxoplasma gondii
= Leishmania spp.
= Babesia spp.
= Malaria spp.

= Ehrlichia spp.
=  Pneumocystis carinii

Clinical Syndrome
o  Multi-system organ failure due to overwhelming sepsis
= Toxic shock syndrome
o Untreated intra-abdominal infection
= Peritonitis
=  Gangrenous Bowel
o Unknown (undiagnosed) infection of central nervous system
=  meningitis

11



4.7

4.6.3 Exceptions. Organs from donors with a positive screening test or
confirmed medical conditions that may be transmittable, with the
exception of HIV, may be transplanted at the discretion of the
transplanting program with the informed consent of the recipient.

4.6.4 Donor Consent Forms. OPTN member institutions are encouraged to
include in each donor consent form a notice that all potential donors will
be screened for medical acceptability for organ donation and that results
of such tests may be the basis for not using the organ in transplantation.

POST-TRANSPLANT REPORTING OF POTENTIAL
TRANSMISSIONBLE OF-DISEASES, OR MEDICAL CONDITIONS,

IN CLUDING MALIGNAN CIES. When—a—traﬂspl-aﬂ{—pregf&m—ts—mfeﬂﬂed—tha{

eemple%e—weﬂemg—day—te—the—p%eeu%mg—@llg— All potentlal or conﬁrmed donor-

derived disease (generally infection or malignancy) transmissions/conditions
must be reported to the OPTN via the Patient Safety System in Secure Enterprise.
In the event that the system is unavailable, contact the Organ Center and ask for
the disease transmission coordinator on-call. Fhe-everallintentisto-transferthe
knowledge/conecera Reporting will assure the rapid communication of clinical
data from ene-transplant-eenter the donor OPO to all ether transplant centers and
to the recipient OPO who have accepted organs from the same identified donor

as quickly as possible. The transplant center or OPO originating the concern of

transmissibility is responsible for the immediate (within 24 hours) reporting of

such data regardless of the status of on- gomg 1nvestlgat10ns of poss1ble

12



4.7.1 Definitions
4.7.1.1 Procurement: Pre-Transplant Donor Disease Identification
Identified by the OPO:
o during the procurement process and communicated to the
transplant center at the time of organ offer and acceptance.
e during the procurement process but after organ(s) have been
transplanted.
Identified by the OPO or Transplant Center:
o after procurement was completed but prior to organ
transplant.
4.7.1.2 Post-Transplant Donor Disease Identification
Identified by the OPO:
o after procurement and after all organs have been
transplanted.
o after notification from a tissue or eye bank or tissue
processor after organs have been transplanted.
Identified by a Transplant Center:
« in a recipient at any time post-transplantation of an organ,
tissue or eye reported through any communication pathway.

4.7.2 Responsibilities
4.7.2.1 The procuring OPO shall:
. &n

pract ] yHranst ; hed b is ] i

« Be responsible for reporting clinical information regarding a
potential or confirmed donor-derived disease transmission or
medical condition to all affected organizations, which may
include but are not limited to transplant centers, recipient
OPOs, tissue or eye banks and/or public health
organizations, and the OPTN. The information may include
but is not limited to laboratory, pathology, autopsy. or
imaging results, and clinically significant data, symptoms or
syndromes which are necessary for clinical management of a
recipient. This must occur within 24 hours of the availability
of such data.

« mManagement of the investigation to determine whether the

transmissibletted disease or condition is confirmed and is
donor-derived;

«—aNotifieationy the OPTN of the eventto-the-OPTN-as-soon
as-pessibleand of the potential or confirmed donor-derived

disease transmission/condition within 1 working day of
knowledge.

o Provide an initial written report to the OPTN within five (5)
working days from the original notification.

« Provide a final written report to the OPTN within thirty (30)
working days from the date of the initial written report.

o Contact Public Health organizations as appropriate for all
reportable diseases.

13



4.7.2.2 The OPTN shall;:

aAssist the procuring OPO in identifying all organ transplant

programs and recipients whe receiving organ(s) ed-an-organ
from the affected donor whe—is—the—subjeet—of—the

Contact all transplant centers and OPOs involved to confirm
that notification of the potential or confirmed donor-derived
disease transmission/condition has occurred and necessary
clinical information has been communicated.

Request that any additional diagnostic testing performed at
the recipient transplant centers be communicated to the
donor OPO and the OPTN.

w The C m : frcati

that—the-procuring-OPOand-all-recipient-organ transplant
ﬁ*sg;.a.ms hal‘e .ﬁeea ﬁe&fliea of Ehlel. d *sealsel. ormedical

e be submitted to] e OPO witl |
OPTN:

BNOS-will-ferward Provide a copy of the OPO's final report
submitted by the OPO to the reeipient-transplant-centers-and
the Division of Organ Transplantation of the Health
Resources and Services Administration.

4.7.2.3 The Transplant Center shall:

Communicate suspected or confirmed donor-derived
transmissions within one (1) working day either to the local
OPO directly or to OPTN via the Patient Safety System in
Secure Enterprise. If reported to the local OPO, the OPO
will report such data to OPTN within 24 hours.

Provide any diagnostic test results or clinically significant
data to the local OPO. The OPO will be responsible for
reporting such data to OPTN and to the donor OPO within
24 hours. (This information will be used to facilitate clinical
management of recipients.)

Contact Public Health organizations as appropriate for all
reportable diseases.

14



4.7.2.4 Note: The identities of the donor and any organ recipients who
are the subjects of the investigation shall remain confidential and
all correspondence will refer to the donor and recipients by their
donor identification number and recipient social security
numbers. Under no circumstances should a transplant program or

OPO disclose this information in a manner that is contrary to
applicable law.

4.7.3 Exceptions. There are no exceptions to reporting a suspected or
confirmed donor-derived disease or medical condition, including
malignancies to the OPO., transplant recipient centers or the OPTN.

Reporting of Possible Transmission Events:

= Documented donor-derived infections or malignancy or other process (generally
microbiology or pathology laboratory data)

= (Clinical samples derived from the donor OR from the organ or tissue recipient and
considered likely to be donor-derived

= Including data from the procurement center or procuring OPOQO, transplant center, or
receiving OPO (when organs are transferred between regions)

= All available relevant data developed subsequent to the initial report

Transplant Centers (procurement or implanting organ or tissue): Must report within 24 hours
directly to local OPO or to OPTN via the Patient Safety System in Secure Enterprise.

OPO (donor): Must report within 24 hours to OPTN via the Patient Safety System in Secure
Enterprise and to recipient OPO and transplant centers (for clinical management).

OPO (recipient): Must report within 24 hours to OPTN via the Patient Safety System in Secure
Enterprise and to donor OPO and transplant centers (for clinical management).

Policy Performance Measures

OPTN/UNOS staff will monitor reporting of potential and confirmed donor related disease
transmission events using the Patient Safety System in UNet™ in conjunction with initial and
final report submission. = OPTN/UNOS staff will provide this information to the Disease
Transmission Advisory Group at the time of report submission and to the Operations Committee
bi-annually through center and patient blinded reports.

Resource Analysis

OPTN policy development and implementation focuses on cost and resource efficiency. To give
the Board of Directors reasonable expectations regarding the resources that will be required by
policy proposals, we need to assess the resources associated with the implementation,
compliance, and maintenance of a policy.

Your input will help determine how the proposed policy will affect the following groups:

e OPTN/UNOS Committee(s)
e Transplant Hospitals, OPOs, and Histocompatibility Laboratories
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¢ Candidates, Recipients, and Donors

You also need to consider how the policy will affect the staff involved in policy development and
implementation.

Such effects might include changes in data submission obligations and changes in operational
and/or staffing needs that will occur as a result of the policy. The change could be either an
increase or decrease in these obligations or needs, depending upon the particular proposal and its
objective. Understanding expected change in both directions is important.

We will use this information to prepare the resource assessment that we present to the
Committee(s) originating the proposal, Policy Oversight Committee, and Board of Directors.
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3. Proposed Modifications to OPTN/UNOS Policy 7.4 Submission of Organ-Specific
Transplant Recipient Follow-up Forms. (Operations Committee)

Summary/Performance Objective — Aim

The proposed modifications require transplant centers to report all recipient deaths that occur in
the first year after transplant. After centers are notified of a recipient death, they have two
working days to report this information to the OPTN using the UNet™ system. These data will
complement the existing Patient Safety System data and allow for early monitoring of post-
transplant deaths that may be donor-specific in nature.

Background and Significance

The latest reports of donor- related infection and malignancy transmission show potential gaps in
the communication and investigation of transmission events. An assortment of donor-related
disease transmission patterns exist. The OPTN has observed deaths of recipients who received
organs from the same donor but were transplanted at different centers. In order to investigate
whether these deaths are donor related and provide any necessary intervention for recipients,
healthcare professionals must report these events routinely and quickly. Current policy mandates
that transplant centers report potential or confirmed donor-related disease transmission, but this
reporting is inadequate and often not timely.

As a result, the Operations Committee considered the issue of mandatory reporting of post-
transplant adverse events during May 2006, October 2006, and April 2007 committee meetings.
The committee focused on whether recipient death soon after transplant, or in certain other
circumstances, should require immediate reporting to the OPTN to improve the surveillance of
donor-related disease transmission events. The committee’s goal regarding this proposed policy
modification is to improve the OPTN tracking systems for disease and malignancies
transmissions. The proposed language reflects the committee’s recommendation that transplant
centers must report to the OPTN all recipient deaths that occur within the first year post-
transplant. Centers must report this information immediately after they are notified of the death.

Policy Proposal

7.4 SUBMISSION OF ORGAN-SPECIFIC TRANSPLANT RECIPIENT
FOLLOW-UP AND DEATH FORMS-INFORMATION

7.4.1  All recipient deaths that occur within the first year post-transplant must be
reported to the OPTN by the transplant center through UNet™ within two

working days of their notification.

7.4.2  The-appropriateTransplant Reeipient Eollow—upform After the first year
post-transplant, the recipient’s death or graft failure must be submitted

reported to the OPTN through UNet™ within 14 days of notification of the
recipient's death or graft failure.

7.4.2 In cases other than those cited in Policy 7.4.42, all Transplant Recipient
Follow-up Forms must be submitted to the organ-specific registry within
30 days of the form generation date.
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Policy Performance Measures

The Committee will examine the number and percentage of deaths reported within 2 business
days by center and as an aggregate at 6 months post-implementation and 1 year post-
implementation to ensure the effectiveness of the policy modification.

Resource Analysis

OPTN policy development and implementation focuses on cost and resource efficiency. To
provide the Board of Directors with reasonable expectations regarding the resources that will be
required by policy proposals, we need to assess the resources associated with the implementation,
compliance, and maintenance of a policy.

Your input will help determine how the proposed policy will affect the following groups:

e OPTN/UNOS Committee(s)
e Transplant Hospitals, OPOs, and Histocompatibility Laboratories
e Candidates, Recipients, and Donors

You also need to consider how the policy will affect the staff involved in policy development and
implementation.

Such effects might include changes in data submission obligations and changes in operational
and/or staffing needs that will occur as a result of the policy. The change could be either an
increase or decrease in these obligations or needs, depending upon the particular proposal and its
objective. Understanding expected change in both directions is important.

We will use this information to prepare the resource assessment that we present to the
Committee(s) originating the proposal, Policy Oversight Committee, and Board of Directors.
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4. Proposed Modifications to OPTN/UNOS Policy 3.5.9 (Minimum Information/Tissue
for Kidney Offer) (Organ Availability Committee)

Summary/Performance Objective-Aim

The proposal encourages renal machine perfusion for all expanded criteria donor (ECD) kidneys,
and also for standard criteria donor (SCD) and donation after cardiac death (DCD) donor kidneys
at the request of the accepting transplant surgeon or physician. This modification should decrease
discard rates, reduce the rate of delayed graft function (DGF), and decrease transplant related
financial costs.

Background and Significance

The Committee has been reviewing current literature and SRTR data on renal machine perfusion
since March 2005. The results of that review led to collaboration with the Kidney Transplantation
and Organ Procurement Organization Committees and the DSA Task Force to discuss the
increasing use of renal machine perfusion. A synopsis of the reviewed data follows:

Current Trends in Machine Perfusion. A survey regarding the use of machine perfusion in
donation service areas (DSAs) was reviewed. The following survey questions were asked:

e does your OPO pump;

e what type of equipment is used;

e is everything pumped or is it a selective process; and

e when the OPO pumps, is it considered therapeutic or diagnostic.

Results as of January 2007 indicate:
e 38 of 55 OPOs currently pump;
e one OPO out sources this service, and four plan to begin utilizing machine perfusion by
the end of 2007; and
e atleast two OPOs in each OPTN region currently pump.

OPTN data also demonstrate the increase in the use of machine perfusion across the country.
During 2006, 30% of the total deceased donor kidney transplants were pumped kidneys (22%
from SCD, 47% from ECD, and 68% from DCD). This is a substantial increase over the 26% in
2005 of deceased donor kidney transplants that were machine perfused.

Pumping and Delayed Graft Function (DGF). Since 2005, the SRTR has presented the
Committee with multiple analyses regarding the impact of machine perfusion on the rate of
delayed graft function in deceased donor kidney transplants. Specifically, the SRTR performed
both a kidney-level and an OPO-level analysis to quantify the impact of pumping on various
types of deceased donor kidney transplants. These analyses were based on transplants performed
between January 1, 2001 and July 31, 2004. Table 1 (Adjusted Logistic Regression for DGF)
summarizes the results from the eight adjusted models. The OPO level models test whether there
is an association between the percentage of transplanted kidneys pumped at an OPO and the odds
of DGF. The kidney level models test whether there is an association between pumping an
individual transplanted kidney and its odds of DGF. The SRTR interpretations of the two
different types of models indicates that for all kidneys, kidneys at an OPO that pumps 100% have
significantly reduced odds of DGF compared to kidneys at an OPO that pumps 0% (AOR=0.52,
p=0.0140). In the model for all kidneys, with pumping at the kidney level, a kidney that is
pumped has about half (0.56 times) the odds of DGF as a non-pumped kidney (p<0.0001). The
results are similar for each subgroup of kidneys: SCD, DCD and ECD, except that the odds of
DGF for DCD kidneys are not significantly reduced.
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Table 1. Adjusted Logistic Regression for DGF

OPO Level Kidney Level
Transplant Population | OR for 100% vs. p-value | OR for pumped vs. not p-value
0%
All 0.52 0.0140 | 0.56 <0.0001
SCD 0.45 <0.0001 | 0.51 <0.0001
DCD 0.64 0.1143 0.76 0.1177
ECD 0.50 0.0083 0.58 <0.0001

The committee reviewed additional SRTR data regarding the benefits of pumping kidneys in
decreasing DGF. A summary of these results are detailed in Table 2. It was noted that pumping a
kidney at any point post-procurement is beneficial over not being pumped at all. The rate of DGF
is less when a kidney is pumped at one location and even lower when pumped at both the OPO
and transplanting hospital. Additional data showed that if the kidney is not pumped, DGF
increases and is further increased by longer cold ischemic times that can be limited by pumping.
For ECD kidneys, the data indicate a significant relationship between pumping kidneys and lower
DGF. This is especially important as cold ischemic time increase. DGF has been shown to
impact graft survival in previous studies. OPTN data noted that DGF increased length of hospital
stay by three days compared to those without DGF regardless of the type of kidney they received.

Table 2. Unadjusted and Adjusted Models for Delayed Graft Function, 7/1/04 — 6/30/05

Unadjusted Adjusted*
OR P OR p
Non-DCD 1.00 Ref 1.00 Ref
DCD 2.76 <0.0001 3.19 <0.0001
Not Pumped 1.00 Ref 1.00 Ref
Pumped by OPO only 0.94 0.60 0.72 0.003
Pumped by Center only 0.80 0.14 0.64 0.005
Pumped by OPO and Center  0.66 0.06 0.50 0.001

Adjusted for donor age, sex, race, hypertension status, diabetic status, cause of death, creatinine
and ECD status,

recipient age, sex, race, cause of ESRD and PRA, HLA matching, ABO compatibility, shared
status and cold ischemia time.

In addition to the data presented by the SRTR, a recent study published in the American Journal
of Transplantation in 2006 evaluated the impact of renal machine perfusion on DGF and graft
survival in ECD kidneys from January 2000 to December 2003. Of the 4618 kidneys, 912 were
machine perfused. It was noted that the three-year graft survival of ECD machine preserved
kidneys was similar to cold-stored kidneys. However, for ECD kidneys, there was an increased
risk for DGF in the machine preserved group and less DGF in the cold-stored group. This may
possibly trend toward lowering overall transplantation costs. (Matsuoka, L. et al. AJT 2006; 6:
1473-1478)
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Pumping and Kidney Discards. Using the same cohort as the analyses performed to determine
the impact of pumping on DGF, the SRTR provided the Committee with both a kidney-level and
an OPO-level analysis of the impact of pumping on the rate of kidney discard. A summary of the
eight adjusted models is provided in Table 3. Unlike the analyses of DGF, the overall results and
those for SCD and DCD kidneys differed between the two types of analyses. One possible
explanation given by the SRTR is that OPOs that pump a smaller proportion of kidneys use
pumping as a diagnostic tool for kidneys of suspect quality while OPOs that pump a larger
proportion of kidneys choose not to pump kidneys they believe to be of poor quality. Various
other potential explanations were discussed by the Committee. Nevertheless, the trends in
discard of ECD kidneys at both OPOs that pump less than half and OPOs that pump more than
half of their ECD kidneys are consistent. Both groups of OPOs discard a smaller fraction of the
ECD kidneys they pump than of those they do not pump. SRTR data in Table 3 show no
statistically significant change in kidney discard at the OPO level but there is a significantly
lower discard rate for pumped kidneys at the kidney level for all kidney populations (SCD, ECD,
DCD).

Table 3. Adjusted Logistic Regression for Discard

OPO Level Kidney Level

Recovered AOR for 100% vs. 0%  p-value AOR for pumped vs. not  p-value

Kidney Population

All 1.08 0.8922 0.55 <
0.0001

SCD 1.54 0.2722 0.65 0.0365

DCD 1.03 0.9499 0.52 0.0164

ECD 0.68 0.3830 0.47 <
0.0001

Financial Implications. At its October 2006 meeting, a guest presenter talked about the impact of
machine perfusion on the life-year benefit and cost-effectiveness of kidney transplants using the
United States Renal Data System (USRDS) data from 1999-2002. It was noted that the pumping
experience in 1970 is the same as the pumping experience in 2006. Recipients of pumped SCD
kidneys cost less in their lifetime post-transplant because they have fewer complications and
therefore cost less to care for overall. More specifically, pumping costs $3,000.00 but over the
life of the patient, the cost savings is between $10,000.00 and $15,000.00 for patients not
requiring dialysis. Recipients of pumped ECD kidneys also have decreased healthcare cost by
$8,000.00 over their life times than those patients receiving a non-pumped kidney. As far as total
costs of treatment, dialysis is the most expensive ($79,000.00); ECD transplants are less
expensive ($54,000.00) than dialysis; DCD transplants are less expensive ($44,000.00) than
ECD; and SCD transplants cost the least ($41,000.00). Conclusions: machine preservation is a
likely cost saving at prices up to $5,000.00 per use; much of the cost savings accrues after the
transplant admission; there are large potential benefits available if machine perfusion expands the
ECD organ pool; financial advantages occur for the OPO in limiting discard rates and for the
transplant center by limiting DGF; and pumping all types of kidneys cost less than dialysis.
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The Committee during its March 2007 meeting unanimously agreed to the following resolution. It
based its decision on current data indicating that pumping benefits DGF for all SCD, DCD and
ECD kidneys and discard rates for ECD, and the national renal machine perfusion experience.

%

RESOLVED

OPOs are encouraged to utilize machine perfusion on all ECD

kidneys and for SCD and DCD Kkidneys at the request of the accepting transplant
surgeon or physician. It is also encouraged that all kidneys with > 10%
glomerulosclerosis are pumped to increase kidney utilization. In addition, all OPOs
are encouraged to have the ability to pump either at their own OPO or be
contracted with a service to pump their kidneys at the request of the accepting
transplant surgeon or physician.

Committee Vote: 9 For: 0 Against: 0 Abstentions

Policy Proposal

The Committee is recommending the following modification to Policy 3.5.9 (Minimum
Information/Tissue for Kidney Offer)

3.5.9

3.59.1

Minimum Information/Tissue for Kidney Offer

Essential Information/Tissue for Kidney Offers. The Host OPO must provide the
following information to the potential recipient center with each kidney offer:

(1)
(ii)
(iii)
(iv)
(v)
(vi)
(vii)

(viii)

(ix)
x)
(xi)
(xii)
(xiii)
(xiv)
(xv)
(xvi)

(xvii)

(xviii)

(xix)

Donor name and Donor 1.D. number, age, sex, and race;

Date of admission for the current hospitalization;

Diagnosis;

Blood type;

HLAA, B, Bw4, Bw6, and DR antigens;

Current history of abdominal injuries and operations;

Pertinent past medical or social history;

Current history of average blood pressure, hypotensive episodes, average
urine output, and oliguria;

Final urinalysis;

Final BUN and creatinine;

Indications of sepsis;

Assurance that final blood and urine cultures are pending;

Pre- or post-transfusion serologies as indicated in 2.2.7.1 (pre-transfusion
preferred);

Current medication and transfusion history;

Recovery blood pressure and urine output information;

Recovery medications;

Type of recovery procedure (e.g., en bloc); flush solution and method
(e.g., in situ); and flush storage solution;

Description of typing material available, including, as a minimum for
each kidney:

e One 7 to 10ml. clot (red topped) tubes, plus

e 2 ACD (yellow top) tubes

e 3 to 5 lymph nodes

e One 2 X 4 cm wedge of spleen in culture medium, if available

Warm ischemia time and organ flush characteristics; and
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(xx)  Anatomical description, including number of blood vessels, ureters, and
approximate length of each, injuries to or abnormalities of the blood
vessels, ureter(s) or kidney.

3.59.2 Desirable Information for Kidney Offers.

3.5.9.2.1 Biopsy Recommendations. With each kidney offer, the Host OPO or
donor eenter hospital is encouraged to provide the recipient center with the
following biopsy information for all ECD kidneys and for all non-ECD kidneys
at the request of the accepting surgeon. To ensure an optimal kidney biopsy, it is
recommended that:

) the wedge technique be used;

(i1) the sample measures approximately 10mm (length) x 5Smm (width) x
Smm (depth);

(iii) a minimum of 25 glomeruli are captured in the sample; and

(iv) a frozen section slide or the biopsy material accompanies the kidney for
review.

3.5.9.2.2 Machine Perfusion Recommendations. The Host OPO or donor
hospital is encouraged to machine perfuse all ECD kidneys, and SCD
and DCD kidneys at the request of the accepting transplant surgeon
or physician to increase the number of kidneys transplanted and limit
the amount of delayed graft function.

3.59.2.3 Machine Preservation for Sclerotic Kidneys. The Host OPO or
donor hospital is encouraged to machine perfuse all kidneys with >
10% glomerulosclerosis to increase kidney utilization.

Policy Performance Measures

At 18 months post-policy notification, the Organ Availability Committee will evaluate the
following data to access whether the revised policy is accomplishing its goals of 1) increasing the
number of machine perfused kidneys; 2) increasing the number of transplanted machine perfused
kidneys; 3) limiting the delayed graft function (DGF) in kidneys; and 4) decreasing the number of
discarded kidneys.

Resource Analysis

OPTN policy development and implementation focuses on cost and resource efficiency. To give
the Board of Directors reasonable expectations regarding the resources that will be required by
policy proposals, we need to assess the resources associated with the implementation,
compliance, and maintenance of a policy.

Your input will help determine how the proposed policy will affect the following groups:

e OPTN/UNOS Committee(s)
e Transplant Hospitals, OPOs, and Histocompatibility Laboratories
e (Candidates, Recipients, and Donors

You also need to consider how the policy will affect the staff involved in policy development and
implementation.
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Such effects might include changes in data submission obligations and changes in operational
and/or staffing needs that will occur as a result of the policy. The change could be either an
increase or decrease in these obligations or needs, depending upon the particular proposal and its
objective. Understanding expected change in both directions is important.

We will use this information to prepare the resource assessment that we present to the
Committee(s) originating the proposal, Policy Oversight Committee, and Board of Directors.
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