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HOPE

IN ACTION

Wait time advantage for transplant candidates with
HIV who accept kidneys from donors with HIV
under the HOPE Act
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Joanna M. Schaenman MD PhD, John Baddley MD, Catherine B. Small MD, David Wojciechowski DO,
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Giorgakis MD, Mary Grace Bowring MPH, William A. Werbel MD PhD, Niraj M. Desai MD, Aaron A. R.
Tobian MD PhD, Dorry L. Segev MD PhD, Allan B. Massie PhD, Christine M. Durand MD
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HIV Organ Policy Equity (HOPE) Act

A goal of the HOPE Act, implemented in 2015, was to increase Access to KT to PLWH

HOPE Act allows for transplantation of organs from donors with HIV (D+) to recipients with
HIV (R+) within research protocols

I

* HIV D+ could not have active e CD4 > 200 cells/puL within 16

. opportunistic infection or cancer. weeks
* TNo specific criteria for donors HIV * Receiving ART with HIV RNA <
RNA or CD4 count. 50 copies/mL
60 66— O pies/

Organs from HCV-viremic donors
were utilized for HCV-viremic
recipients

Durand CM, Zhang W, Brown DM, et al. A prospective multicenter pilot study of HIV-positive deceased donor to HIV-positive recipient kidney transplantation: HOPE in action. Am J Transplant. 2021
May;21(5):1754-1764. doi: 10.1111/ajt.16205.
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OBJECTIVES

 To understand:

* Outcomes of candidates following HOPE listing.

 Compare time to KT to candidates not listed in HOPE.




METHODS: data source

* HOPE in Action Multicenter Kidney UO1 trial (NCT03500315)

* All candidates enrolled provided written informed consent, and
met standard center-specific clinical criteria for KT and HIV-specific
inclusion criteria

* HOPE candidates received organs from D+ or D- based on organ
availability and standard allocation procedures

* Data linked to SRTR to identify KT candidates at the same centers who
were not listed to accept D+ kidneys (non-HOPE)
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'-and 47,501 non-HOPE candidates at 24 centers
participating in the HOPE trial between April 26, 2018 and May 24,
2022

* All candidates were adults (218 years), actively waitlisted for
kidney-only transplant

* In SRTR, HIV status only available for KT recipients

* Among non-HOPE candidates who eventually received KT, 98.9%
did not have HIV
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Cumulative incidence (%)

Waitlist outcomes of non-HOPE candidates
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Time to KT for HOPE candidates
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CONCLUSIONS

* At 24 HOPE trial centers, 70% of HOPE candidates received a KT
during the 54-month study period vs. 43% of non-HOPE candidates at
the same center

* Candidates enrolled in the HOPE trial had shorter wait-times (median
10.6 vs. 60.8 months), and 3.2-fold higher rate of KT
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Trend in utilization and transplant outcomes of
COVID-positive decease-donor kidneys

Massini Merzkani, MD

Assistant Professor of Medicine
Division of Nephrology
Department of Medicine

San Diego, June 6th, 2023
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RESEARCH QUESTION

« To examine the national trend in utilization and medium-
term outcomes of kidney transplantation (KT) from active
or resolved COVID-19 positive donors remain unknown.



BACKGROUND

« Early in the pandemic, donors with COVID-19 were not
considered eligible for transplantation.

« Concerns for using these organs:

* Transmission of the virus to the recipients, causing COVID-19
infection

« Worse kidney transplant outcomes
+ Patient’s acceptability of these organs

« No cases of virus transmission with kidney transplantation
causing COVID-19 infection



< 7 days

Active COVID-19

27 days

Resolved COVID-19
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KIDNEY ALLOGRAFT OUTCOMES

Figure. Kaplan-Meier Curve for Graft Failure by Donor COVID-19 Status
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RISK OF DISCARD

Table 2. Nonuse of Kidneys Recovered From Active and Resolved COVID-19-Positive Donors, Organ Procurement and Transplantation Network 2020-2023

AOR (95% CI)*
COVID-19 status Overall 2020 (March to December) 2021 2022 2023 (January to March)
COVID-19 negative 1 [Reference) 1 [Reference] 1 [Reference] 1 [Reference] 1 [Reference)
Active COVID-19 positive 1.55(1.38-1.76) 11.26(2.29-55.38) 2.09(1.58-2.79) 1.47 (1.28-1.70) 1.07(0.75-1.63)
Resolved COVID-19 positive 1.31(1.16-1.48) 3.87(1.26-11.90) 1.94 (1.54-2.45) 1.09(0.94-1.28) 1.18(0.80-1.73)
Abbreviation: AOR, adjusted odds ratio. score, donation after cardiac death status, cause of death, serum creatinine level, and
2 Adjusted for donor characteristics, including age, sex, race and ethniicity, body mass hepatitis C virus status.

index, presence of diabetes, presence of hypertension, kidney donor profile index
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SECONDARY OUTCOMES

Acute reject: Kidneys was not associated with higher risk
of acute rejection within 6 months post KT from donors
with active COVID-19 (aOR, 0.99; 95%CI, 0.66-1.48) or
resolved COVID-19 (aOR, 0.72; 95%CI, 0.47-1.09).

Delayed graft function: Neither active donor COVID-19+
(aOR, 0.92; 95%CI, 0.79-1.05) or resolved donor COVID-

19+ (aOR, 1.03; 95%CI, 0.91-1.17) were associated with

risk of DGF.

Length of hospital stay: Recipients of KT from donors
with active COVID-19+ had 0.63 days (95%CI, 0.23-1.01,

p=0.002) shorter LOS than recipients from COVID-19-
negative donors.

AMERICAN TRANSPLANT CONGRESS
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Pre-Donation Hypertension and Post-Donation
Kidney Function in Living Kidney Donors

Ekamol Tantisattamo, MD, MPH'23; Sasithorn Kunupakan, MD'#; Chanokporn Puchongmart, MD5;
Piengpitch Naunsilp, MD®; Phuuwadith Wattanachayakul, MD’; Bima J. Hasjim, MD?; Natsuki Eguchi,
BS?®; Antoney J. Ferrey, MD'; Uttam G. Reddy, MD'; Donald C. Dafoe, MD®; Hirohito Ichii, MD, PhD?®

'Harold Simmons Center for Kidney Disease Research and Epidemiology, Division of Nephrology, Hypertension and Kidney Transplantation, Department of
Medicine, University of California Irvine School of Medicine, Orange, California, United States
2Nephrology Section, Department of Medicine, Tibor Rubin Veterans Affairs Medical Center, Veterans Affairs Long Beach Healthcare System, Long Beach,
California, United States
3Multi-Organ Transplant Center, Section of Nephrology, Department of Internal Medicine, William Beaumont Hospital, Oakland University William Beaumont School
of Medicine, Royal Oak, Michigan. United States
‘Ramathibodi Excellent Center for Organ Transplantation, Bangkok, Thailand
SDepartment of Emergency Medicine, Banpheao General Hospital, Samut Sakhon, Thailand
SFaculty of Medicine, Khon Kaen University, Khon Kaen, Thailand
'Department of Microbiology, Faculty of Medicine Siriraj Hospital, Mahidol University, Bangkok, Thailand
5Department of Surgery, University of California Irvine School of Medicine, Orange, California
Division of Kidney and Pancreas Transplantation, Department of Surgery. University of California Irvine
School of Medicine. Orange, California, United States
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PURPOSE

« To investigate the risk difference between LKD with and without hypertension for
worsening kidney function after donation

Post Donation

—

OR

Hypertension w/o Hypertension Worsening kidney function



RESULTS

« 38,062 LKD

Age : 44+12 years

Sex : female 65% (24,740)

Pre-donation HTN : 5% (1,728)

Pre-donation SCr : 0.85 vs 0.83 mg/dL
[with a mean difference of 0.02 mg/dL
(95%C10.01, 0.03). ]

Follow-up time : 6.5 months (IQR 5.8, 8.5)
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Hazard ratio
Univariate 1.2
Multivariate 1.12

95%Cl
1.14,1.26
1.05,1.19

Adjusting

fo Bge (<65 vs 265 years)
Gender

Race/ethnicity
Pre-donation BMI

SBP and DBP
Pre- and post-operative SCr
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An automated histological classification system for:

precision diagnosis of kidney allografts ATC

JUNIO 3-7, 2023

1) Integrate and decode all published Banff rules and develop a computer-based
application which stricly follows the classification: the Banff Automation System.

2) Validate its ability to reclassify and risk stratify rejection diagnoses in
multicenter cohort studies and clinical trials.



STUDY DESIGN
Development of the Banff Automation System for precision diagnostics of kidney allografts

Feedbacks & corrections
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Validation in 3 multicenter cohorts and 2 clinical trials of adult and pediatric kidney
transplant recipients
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Bantf individual lesions scores
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Legend: Original diagnosis (pathologist)/reclassified diagnosis (Banff Automation System)

-+ No rejection/no rejection. reference HR=1
-+ Antibody mediated rejection/antibody mediated rejection. HR=5.1, 95% CI: 3.4-7.6, p<0.0001
-+ No rejection/antibody mediated rejection. HR=7.9, 95% CI: 4.6-13.4, p<0.0001
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Changes In Endothelial and Proximal Tubule Cells In Focal
Segmental Glomerulosclerosis: Single-Cell Resolution of Human
Renal Allografts

Contributors: L Gallon, H Zubair , AC Shetty, J McDaniels, T Rousselle, S Azim, C Kuscu, C Kuscu, J Eason,
D Maluf, V Mas

Haseeb Zubair, Ph.D.

Division of Surgical Sciences
Department of Surgery
UMSOM, Baltimore, MD

Hiﬁnm@'-“r

ri UNIVERSITY of MARYLAND

I SCHOOL OF MEDICINE
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Disease recurrence post-kidney transplantation has been a major impediment in
Tansplant outcomes

Pedocyte injury &
Focal PEC activation
(Grey) podocytes, (white) parietal epithelial cells (PEC), (red) PEC activation

« Primary FSGS is one of the leading causes of end stage renal disease in the US and is a frequent recurrent disease in
kidney transplant recipients.

Advanced

Progression :
o8 lesion

Normal

« Characterized by the detachment (effacement) of podocytes from the glomerular basement membrane resulting in
proteinuria, and ultimately complete renal failure.

« Etiology of primary FSGS is still unknown.

« Mechanisms, cells and cell-cell interactions that characterize disease initiation and injury have not been
characterized in post-tfransplant recurrence.
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STUDY OVERVIEW AND PATIENT POPULATION

N North\.?estern

Medicine
Native kidney (N=3) {multl institutional) . ‘ kidney biopsy ---»

nNormaI F\l\uu!r\ MR‘:M N stored in
RNA/ater

Allograft kidney (N=3)
KTxNorm Nuclei |
Native kidney (N=1) isolation

nFSGS
10X Genomics single
Allograft kidney (N=5) nuclei GEM preparatlon
pPTxFSGS | data
Vv | analys&s
(T1) First (T2) Second F@
s sequencmg
recurrence (N=3) recurrence (N=2) | r

&
\/



Uniform Manifold Approximation And
Projection(UMAP) identified common kidney

cell types
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-SGS increases injured proximal tubule cells me e
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-SGS results in loss of activity and potential increase in immune cell adhesion by

°T cells

A. Molecular differences between PT-1 and PT-2 subcluster

response to xenobiotic stimulus

cell junction organization

- proximal tubule transport

- regulation of Wnt signaling pathway

- primary focal segmental glomerulosclerosis (FSGS)
cell morphogenesis

- response to wounding

- actin cytoskeleton organization

- metabolism of angiotensinogen to angiotensins

- positive regulation of carbohydrate metabolic process
- metabolism of lipids

= sulfur compound transport

= cellular modified amino acid metabolic process

- dicarboxylic acid metabolic process

- small molecule catabolic process

- alpha-amino acid metabolic process

- SLC-mediated transmembrane transport
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slomerular and Peritubular endothelial cells are clearly identified
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slomerular and Peritubular endothelial cells are clearly identified
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-SGS results in altered metabolism and disruption of normal processes in
-ndothelial cells and Proximal tubule

A\. Gene set enrichment of molecular functions using genes B. Protein-protein interactions using STRING of
jownregulated in reTxFSGS genes that were downregulated
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CRISPR-Cas-Based Assay to Genotype
APOL1 High-Risk Variants
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x Present in ~13% of African Americans

[ APOL1 Mutation ]—p

" Risk of CKD, FSGS, ESKD

v'v Reduced cadaveric kidney transplant survival

== Global health disparity for persons of African ancestry

Genotyping is not

standard ubon Substitute Better defining risk of
kidne donari' on | race factor for N | recurrence &
(Kidne yDonorlRisk APOL1 — Better assessing kidney
I):]dex)' genotype donors.
\ — -
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Multiplex CRISPR-based genotyping Assessment of

identifies APOL1 variants kKidney disease risk
fh\“\ .
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(G2 mutation)
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» The genotyping score was significantly different between samples above and below the
threshold, indicated by the horizontal lines.



HIGHLIGHTS

ATC

JUNIO 3-7, 2023

G1 sensing G2 sensing
Ctrl Band « CtrlBand « [
G1/61 ~+ — /BT
c1/67 B G2/G2 L

G1IWT G1/G? G1/G1 G2WT  G2/G?  G2/G2




HIGHLIGHTS

JUNIO 3-7, 2023

GRACIAS



	Número de diapositiva 1
	Acceso al trasplante, donante vivo, donación y preservación del órgano, asignación del órgano, genética, pérdida no inmunológica del injerto, complicaciones cardiovasculares/metabólicas, inteligencia artificial, resultados del TR "alternativos" -PREMS, PROMS
	Número de diapositiva 3
	Número de diapositiva 4
	Número de diapositiva 5
	Número de diapositiva 6
	Número de diapositiva 7
	Número de diapositiva 8
	Número de diapositiva 9
	Número de diapositiva 10
	Número de diapositiva 11
	Número de diapositiva 12
	Número de diapositiva 13
	Número de diapositiva 14
	Número de diapositiva 15
	Número de diapositiva 16
	Número de diapositiva 17
	Número de diapositiva 18
	Número de diapositiva 19
	Número de diapositiva 20
	Número de diapositiva 21
	Número de diapositiva 22
	Número de diapositiva 23
	Número de diapositiva 24
	Número de diapositiva 25
	An automated histological classification system for precisión diagnosis of kidney allografts
	Número de diapositiva 27
	Número de diapositiva 28
	Número de diapositiva 29
	Número de diapositiva 30
	Número de diapositiva 31
	Número de diapositiva 32
	Número de diapositiva 33
	Número de diapositiva 34
	Número de diapositiva 35
	Número de diapositiva 36
	Número de diapositiva 37
	Número de diapositiva 38
	Número de diapositiva 39
	Número de diapositiva 40
	Número de diapositiva 41
	Número de diapositiva 42
	Número de diapositiva 43
	Número de diapositiva 44
	Número de diapositiva 45
	Número de diapositiva 46
	Número de diapositiva 47

