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Correlation Between Gene Expression and Histology in Transbronchial Lung Transplant Biopsies
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Abstract Body: Background: Transbronchial lung ransplant biopsies (TB3x) are limited by non-specifi histologi lsionsand suboptiml interobserver eproducibiliy. Gene expression ofters potentiallymore precise,objective and mechanisti diagnosticapproach,but it has ot yet been fully utilzed inlung transplant, The aim of

is study was to assess the feasibility of gene expression in formalin-fixed paraffin-embedded (FFPE) lung transplant biopsies. Methods: All TBBx performed at a single institution between 01/2015 and 12/2017 were refrieved (n=43). Those without alveolar parenchyma (n=9) or residual FEPE tissue (n=2) were excluded. Concurrent
mucosal bopsics (M) were o retieved (111, Review dingnoses wert assignod by a pathologist prios to acquisition of molecalar data, NanoString was used to asalyze a literature-derived 136.gene set,including previously-deseribed allograf ejection s acute InE injry franscript, Gene expression resnlts were corrlated
with histology, biopsy characteristics and spirometry. Results: 30/32 TBBx and 11/11 MBx passed quality control and were included in the final analysis. TBBx were reclassified as acute cellular rejection (n~5), infection (n=5). possible antibody-mediated rejection (n=2) and normal (n-=18). There were no significant differences in
patient or biopsy characteristics between diagnostic groups (p=0.05). Unsupervised principal component analysis demonstrated a general correlation between gene expression patterns and histology diagnoses in TBBx (Figure 1) but not MBx. Surfactant gene expression correlated with the presence (p 0.05). Conclusion: These results
suggest that, for TBBx with alveolar parenchyma, gene expression pattems generally correlate with histologic categories. Molecular analysis of FFPE TBBx can potentially be used to identify and validate molecular signatures of clinical significance, refine histologic criteria, and provide ancillary diagnostic tools.
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Correlation Between Gene Expression and Histology in Polyomavirus Nephropathy

r
Member of: CST

Abstract Type: Adult Abstract
Member Type: Full

Science Type: Clinical Science
Group Category: Kidney-Pancreas
Submission: Oral or Poster/E-Poster

Trainee: Yes

Abstract Body: Background: Improved immunosuppression protocols have reduced the incidence of T-cell mediated rejection (TCMR) but still carry a significant risk of polyomavirus nephropathy (PVN). Despite requiring opposite treatments, PVN and TCMR often have overlapping clinical and histologic presentations. We
previously identified a set of 5 polyomavirus (PV) genes (Agnoprotein, LTAg, VP1, VP2, VP3) with significantly increased expression in native kidney PVN vs. pure TMCR. This PV 5-gene set could potentially be used as a diagnostic adjunct for distinguishing PVN from TCMR. The goal of this study was to correlate PV 5-gene set
expression with histologic and clinical features. Methods: NanoString was used to measure PV 5-gene set expression in 20 archival formalin-fixed paraffin-embedded renal allograft biopsies with histologic diagnoses of PVN. Clinical and histologic features were reviewed. Gene set expression was correlated with Banf histology
lesions. PVN Class, and clinical outcome 6 months post-biopsy. Results: PV 5-gene set expression demonstrated significant correlation with pvl score (Spearmans’s rank correlation coefficient = 0.668, p=0.001: Figure 1A). but not Banff PVN Class (0.284, p=0.225: Figure 1B) or any other Banf? histology lesions (—-0.397 t0 -0.031,
p>0.05). Clinical outcomes 6-months post-biopsy included resolution of viremia/PVN (n=7), persistence of viremia/PVN (n-8) and development of de novo rejection (n-5); however, no statistically slgmfcant differences in PV S-gene set expression were dentifiod between outcome groups (p>0.05). Conclusion: These data indicate
that PV gene expression correlates with pvl score (i.¢. histologic burden of viral but not with the recentl bed Banff PVN prognostic classification system. This suggests that intragraft PV gene expression may have utility as a diagnostic adjunct, but not as a prognostic tool. Further work is warranted to assess the
potential utility of endogenous (non-virus) immune-related genes in PVN.
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Abstract Body: Background: The use o immune checkpoint nhibitors (ICls) for vaious malignancies has been associated with numerous immunologicaladverse events,including acue ntrstiial neprits (AIN) in naive kidneys and acute T-cellmedised refecton (TCMIR) in transplant kidneys. The goa ofthis study s to futher
characterize these adverse events through comparative molecular analys s: NanoString was used to measure the expression of an 800-gene immune profiling panel in 49 archival kidney biopsies, including: native kidney hmp ies with ICI-related AIN (ICI-AIN, n=7), ICI-related crescentic glomerulonephritis (ICI-CGN, n=1),
non-ICI-related AIN (AIN, n=10) and BK virus-related AIN (BK-AIN, ) iansplan Kidhey biopsies with IC1-reated TCMR (IC1-TCMR. n-3) and non-IC Lrelated TCMR (TCMR. n-15): and normal implantation biopsies (Normal, n=8). Molccular results were then comparcd between groups. Results: Unsupervised exploratory
analysis demonstrated significant molecular overlap between sample groups (Figure 1). No statistically significant differential gene expression was identified between ICI-AIN vs. Drug-AIN (Figure 2A) or ICI-AIN vs. ICI-TCMR (F)gure b, However, 112 inflammatory genes exhibited higher expression and 9 genes lower

expression (FDR 0.05). Similarly, no significant differences were identified between non-normal sample groups for 17 previously described antibody-mediated rejection-related genes. including 5 endothelium-: associated transeripts (p0.03). Conclusion: These rosults sugget that, while ICL related AIN appears molccularly similar to
non-ICI drug-related AIN, ICI-TCMR has a distinct molecular phenotype from typical TCMR. This may reflect non-specific activation of the immune system in ICI-TCMR compared with a more specific alloimmune response in TCMR.
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Prediction of graft quality of donation after circulatory death lungs during clinical normothermic Ex-vivo lung perfusion based on a metabolomics approach
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Abstract Body: Background: Ex-vivo lung perfusion (EVLP) has become a widespread method to evaluate marginal donor lungs. Due to the high-risk nature of donation after circulatory death (DCD) lungs, most undergo EVLP for assessment. The difficult decision to transplant or reject a lung is guided primarily by physiological
measurements, however, surgeons would greatly benefit from biochemical data to support their evaluation of lung quality. Thus. it is urgent to find specific biomarkers that meet this need, which will necessitate accurate and reliable techniques that identify biomarkers. Methods: Mass spectrometry was used to determine changes in the
metabolome of 20 normothermi human DCD EVLP lungs using perfusate fromthe 3d hour of EVLP in good gaft qualiy (non-PGD3) and bad graft quality declincd and PGID3) ascs. A comptchensive metabolomics data analysis was performed with Metaboanalyst 4.0 version, Resulis: A significantdifeenc in concentrtions

of 66 metabolites were detected in bad quality lungs vs good quality lungs. Preliminary data indicate the higher relcast of amino acids (lysine, 2 arginine, alpha glyci Omithine, Serine, Alanine and 3-(4-hydroxyphenyDlactate) in bad quality lungs as compared
0 good quality lungs. Conclusion: These metabolites may represent important parameters for decision making during EVLP. Furthermore, two key signaling pathways identified in this study, Aminoacyl-RNA bmwhem, and Glycine, serine & threonine metabolism, could be critical for lung function assessment.
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ng Kidney Donation Key Success Factors for High Performing Canadian Programs
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Abstract Body: Background: Despite the significant advantage from living kidney donation (LKD), the rate of living kidney transplantation has declined by 11% since 2008 in Canada. It is generally accepted that key components for a high performing LKD programs exist, and when implemented, lead to improved performance. In

the fall of 2018, an environmental scan was undertaken to build on previous reports and to identify key success factors of high performing living kidney donation and transplantation (LKDT) programs across Canada. The abjective of this sean was to understand perspectives from both individual professional and program levels on best
practces, perceivd faciltators and baricr o performanc, and key suscessfactorsofhigh performig programs in Canada, Methods: An online quanitative questionnaire was administered n Februaty 2019 and argetd semi-siuctured intervicws wre held with LKDT program stakcholders, The o-survey questions wore designed
as categories practice ce influence score, using a 6-poin le. Results: 31.1 % questionnaire response rate (n=68). representing 17 LKDT sites, 3 living donation (LD) referral sites, and 10 provinces. 7 targeted stakeholder semi-structured interviews. ®

Appears 1o be a ssocition between implomentation of bet practices n ving donation and bewer program performance. Examples of such practices include having a culture of transplant first, resources added to their programs to support LKDT in 2017 and 2018, and a quality assurance position to advance umegm planning at
the program level. Conclusions: Canadian LKDT programs evidencing high or improved indicated that their success was most influenced by implementation of LD evaluation cfliciencics, cngaging program stakeholders, broadening LD identification and awareness strategies, access to quality assurance
resources, increased LKDT funding, and LKDT operating room availability.

DraftModeStatus: 0




Apoptotic like vesicles are i ized by ial cells through idylserine-depend,
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Abstract Body: Ischemia-reperfusion and rejection favor endothelial apoptosis, which in tum contributes to maladaptive vascular repair leading to transplant vasculopathy. Apoptotic endothelial cells (EC) release exosome-like vesicles (ApoExo) that, when uptaken by neighboring EC, shape gene expression and functions in
directions conducive to endothelial dysfunction and mesenchymal transition. However, the mechanisms by which EC internalize these vesicles remain ill-defined. ApoExo were isolated by ultracentrifugation from serum-free media conditioned by primary human EC labeled with CellTracker Orange CMRA dye. Serum-starved
primary human EC.were then cxposed to purified Apoxainvir, The clllar uptake of ApoEx was observed by confoca mictoscopy and flow cytomety using selectve pharmacologica inhibitors and genc knockdown. EC morphology s ssssscd by lecronic microscopy. ApoExo displayed ime and concentraton-dependent
uptake kinetics which were completely abolished when cells were incubated at 4°C (11.6%, P Collectively, these results suggest that ApoExo are by EC through highlights potential strategies to target this internalization pathway and prevent endothelial dysfunction that contributes
to transplant vasculopathy.
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Abstract Body: Background: schemnia-reperfusion ifury (IR durng kidey transplantaion is sssociated with acute ejection and longterm graft oss. During IRI, pro-inflammnatory mediators (6. HMGB1)released from necroti and uncleared apoptoti renal tubular epithelal colls (TEC) exacerbatetissue damage, and potentste

alloimmune injury. W uncovered that mice deficient in Kidney Injury Molecule-1 (KIM-1) were more susceptible to renal dysfunction and death after native and transplant kidney IRI than wild-type. KIM-1 n proximal TECS during renal injury, enabling apoptotic
hecrotic engulfmant thereby proteciing against issué damage involving local and systemic inflammation. Apoplosis Inhibior of Macrophage Protein (AIM) is  circulaing serum protein produced by macrophages and fitcred by the glomcmlus Guring IR] accumulating on necrotic debris within proximal renal tabulcs n both himans
and mice. We further revealed that administration of intravenous recombinant AIM (rAIM) after reperfusion, facilitated native kidney recovery via KIM-1-dependent clearance of necrotic cells/debris. Here, we tested whether recombinant AIM (rAIM) can be used as a therapy that targets KIM-1 to ameliorate transplant-associated

IRLin a murine model of kidney transplantation. Methods: We performed single syngeneic kidney transplants (cold ischemia time 35 mins). We evaluated serum, creatinine, serum HMGBI, tubular cell death, graft inflammation and graft dnnge at 48 hours post-administration of tAIM (2mg/ml) or PBS (n>= 4 per gm\lp) Resuhs
Compared to recipients treated with PBS, recipients treated with rAIM had significantly less renal dysfunction and graft damage. rAIM treated mice also showed significantly less immune cell infiltration, tubular cell death and proinflammatory cytokine production. No significant differences were found in serum HMGBI
between the groups. Conclusion: Our data suggests that administrating rAIM to kidney transplant recipients improve graft function by mitigating transplant-related IRI. Therefore, rAIM may be used as a therapeutic strategy to improve graft outcomes in kidney transplant patients.
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Improving the care for pediatric transplant patients through integration of patient-reported outcome measures into clinical practice
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Abstract Body: Background: Subjective cualution of m

the patient, without interpretaion of the patent's esponse by

edical care and testment from he patents perspective i increasingly importan. Patint-reportd outcomme measures (PROMs)are defined as; “any report ofth paricnt’s helth conditon hat coms dirctly fro

a linician oranyone clsc”. This tudy explors the perspectives of ‘pediatrc sold organ transplant patients, caregivers and healthcare providers on implementing PROMs into clinical practice, guided by the International Society for Quality of Life Res: Guid

Clinical Practice. Methods: Semi-siructared inferviews ere condutled with partcipants from five Canadian pediaric ransplant centres. Maimum variation sarpling was used to provide concurting and confirming data, and ensure saturation. An ierative codmg proces was applicd with hinery compamme s analysis 10 |dcnl|fy
. Results A total of 20 paticnts, 23 caregivers and 20 healtheare providers participated. Nearly all participants (95%) were supportive of implementing PROMS with the primary goals to enhance p “Opens “{Patients] state what they re fecling” and patient engagement

you're part of the team”. Participants discussed the potential impact of PROMs as the pmvmon of preventative — “You’ll be proactive”, and holistic care — “You cannot separate medical from other aepeus [Patients] are struggling from a mental health perspective”. Participants identificd selected PROMS, the PedsQLTM (;enenc

Core Scales — “Covers aspects | wouldn’t usually include in my assessment” and the PedsQLTM Transplant Module —“More related to transplant patients”. Recommendations included 1) assessing patients 10 years of age and older, 2) electronic administration completed remotely, prior to clinical appointments, and 3) visual data

representation. Conclusion: Findings highlighted support for the implementation of PROMs into pediatric transplant practice. Future research is needed to develop implementation strategies to systematically and effectively integrate PROMSs into clinical workflow and assess the impact on patient health outcomes.
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EFFECTIVENESS OF A HOME-BASED PRE-HABILITATION PROGRAM FOR LUNG TRANSPLANT CANDIDATES: A RETROSPECTIVE CHART REVIEW
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Abstract Body: Rationale: In Canada, most lung transplant programs offer mandatory hospital-based pre-transplant exercise programs to optimize fitness and prevent deconditioning in lung transplant candidates. Home-based programs offer an alternative for exercise pre-transplant, giving access to rehabilitation to a larger number of
paticnts and lower healthcare cost. Objectives: to describe changes in functional exercise capacity (6-minute walk distance-6MWD) in lung transplant candidates who participated in a home-based exercise program and determine the relationship between changes in functional exercise capacity pre-transplant and post-transplant

variables. Methods: retrospective cohort study of 178 individuals who received a lung transplant between 2011-2015, participated in a home-based exercise program while waiting transplantation. 6MWD was assessed at 3 time poins: time ofassessmenl for ransplnt st test pior o ransplant nd one-month pstransplant, Other
variables included: age, cx. primary diagnosis,date of transplantation, body mass index (BMIT),total hospital length of stay (LOS),inensive care unit (CU) LOS and tim on mechanical ventilation. Results: The median LOS on the wafting list was 1.  of -27+119m between the MWD at the time of

the last MWD prior (p <0 001; whole sample). Fory-one patients (26%) increased their MWD (mean change $5%113m): 72 patints (46%) decreased their MWD (mean -110+112m); 4 patients (29%) had no Chang i GMWD (1 S-108m). There was a weak negative correlation between change in
6MWD prior to transplant and time on mechanical ventilation (= -0.185:p < 0..05). When adjusted for age, gender and BML. Change in 6MWD prior to transplant was not associated with the time on mechanical ventilation, total hospital LOS or ICU LOS. Conclusion: Most patients were able to cither increase or maintain their 6MWD
by partipating in » heme exercise program while on the waiting ist. These results are sl to what hs been found for hospitak based progrars. Home based exercise progearm may be an effective approach prior to

DraftModeStatus: 0



D: 12
Medical follow-up among living kidney donors: Adherence to a provincial protocol of follow-up after donation in a Canadian province
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Abstract Body: Background: Medical follow-up after living kidney donation is an essential component of living donor care, yet there remains considerable variability across Canada in post-donation practices. We describe adherence to a provincial program of donor follow-up which is directed by the transplant program, but
implemented by primary care physicians. Methods: We identified 338 kidney donors between 2005 and 2008 and examined their adherence to follow-up over a 7-year follow-up period. Adherence was defined as completion of either urine albumin:creatinine ratio (1ACR) or serum creatinine, as captured by our provincial data system.
Adherene was examined pr vea overthe sudy period nd th associaton af ey donor characteristis with adherence was determined using univarisc and multfvarat logistis egresion analyses. Results: Over 60% ofal doors completedat ess 1 donor follow-up tet duringthe study period. but only 9.5% of donors completed
annual testing in ALL of the 7 years. Forty percent of donors completed follow-up in the first year post-donation, and follow-up rates remained between 36.7% and 43.3% each year up to 7 years post donation (Figure). Parental and spousal donors were more adherent with follow-up, while younger and sibling donors were less

adherent. Donors with lower cGFR. abesity or glucose intolerance ai donation wére not more Hkely (0 adhere 16 follow-up. Conchusion: While the majority of donors cblained a least 1 follow-up measurement of renal function within 7 years post-transplant, annual follow-up remained below S0% including athong donors with higher
risk characteristics. Additional resources are required to ensure more complete donor follow-up in a primary care delivered follow-up mode

Abstract Image 1:
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How do DCD donor families experience prospective clinical research participation at the time of their loved one’s death in the intensive care unit?
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Abstract Body: Background: For donation afer circulytory-d th (DCD), d oecursinimminently dying patients after  decision o emove life sustaning therapics but before death is declared, A major hallenge icing prospective clinial researhintis population is th sensitive tme-frame in which
rescarch consent must occur with grieving family members as decision- b T project is the first to investigate family m expetences withpartiipaton in escarh during he pocess ofwithdrawal o ifesusaining therapies i potential DCD donors Methods: We inerviewed 33 amily metnbers of 28 ntesive care unit
patients and potential organ donors at § Canadian Site. Family membershad consented or theirdying loved one to participate in & prospective obs:rvallonal rescarch study. Semi-structured interviews were conducted by phone or in person, audio- econded.and mansetoed veroatin Resul Most pamclpants had limited o

memory of consentin to research and of thei loved one's any reported feeling and “fust igoang the papcrs” inthe emotional aftermath of making docisions sbout withdrawal of f sustzining theraples and organ donation, When asked why they consented, scveral pirtcipants described cither
thei own general support for rescarch o desribed ther oved one a3 a person who supported research as the motivation to agree to study enrollment. Participants who remembered the study affirmed that the approach for consent and processes of clinical data collection were not invasive and did not impact heir experiences o
end-of-life care. Conclusion: Despite being approached at an intensely challenging and emotional time, the family members we interviewed did not experience research consent or participation as a negative event. Our results confirm carlier findings about the feasibility and acceptability of prospective research in dying patients in the

Satensive care it and the capociy 1 invotvé donor Frilis &
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active partners in improving the donation process.
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The Evaluation of Coronary Artery Autoregulation During Normothermic Ex Situ Heart Perfusion
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Abstract Body: Background: Ex situ heartperfusion (ESHP) has emerged asa plaform fo reconditoning marginal donor hearts and expanding he donor poo. The coronary autoregultion is essential to maintan nornal myocardial perfusion and cardia untion during ESH. The abjecive i o investigae coronary auoreguation
mechanism during ESHP and find ways to protect coronary function during heart preservation. Methods: The procured hearts (n=14) were perfused in ex situ working heart system at 37°C for 6 hours (with whole blood based perfusate). Coronary vascular resistance (CVR) was caleulated as an indicator of coronary artery function.
Hourly samples of arterial and vénous perfusate rom the aorta and pulmonary arery respectively. were collected for metabolic evaluation. Al | and 3 hours of perfusion. loading of the heart will be varicd by increasing o decteasing Ieh aral pressure 10 observe the corresbonding résponse in coronary aricry fow. Results: During 6
hours normothermic perfusion, cardiac function declined over time (p<0.03); myocardial oxygen consumption was decreased significantly (p<0.01). The coronary blood flow increased over time and coronary vascular resistance decreased, with a significant difference at T3 and T3 compared with T1 respectively (p<0.01). At T1 of
perfusion, coronary artery flow shows a strong correlation with left ventricle stroke work (p<0.01, R2 = 0.85); however, at TS, the regression line is significantly different (p<0.01), with relative lower slope (R2 = 0.66). which means as myocardial function demand increases, coronary artery flow changes less than that in T1. Conclusion

There is uncoupling between cardiac function and coronary artery flow. Our data reveals a poor correlation between hemodynamie siress and coronary blood flow during ESHP, indicating that the coronary autoregulation phenomenon is disturbed, which lead to excessive coronary blood flow overtime. Whether the loss of coronary
artery regulation cause the decline of heart function or the mechanism of disturbed ion need to be further
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Normothermic Ex-Vivo Kidney Perfusion Preservation Reliably Improves Extreme Marginal Graft Function Compared to Hypothermic Machine Perfusion
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Abstract Body: Background: Nomothermic ex-vivo kiduey pefusion (NEVKP) s an emerging technique fo renl graft preservation, We investgated whether NEVKEP promoted mproved marginal graft function compared to anoxihypothermic machine prfusion (HMP) in a model of donation-afcrcardiae-desth (DCD).
Methods: Kidneys from 30kg-Yorkshire pigs were removed following 120min of warm ischemia (WI). These grafls were preserved with HMP (LifePort 1.0, n=7) or NEVKP (n=7) for 8-hrs prior to heterotopic autotransplantation. Results: During NEVKP, 120min WI grafts cleared perfusion lactate (Ohr:10.48:0.93mmol/L vs

7hr:1.48+0.85mmol/L,p Conclusions: Marginal kidney grafts subjected to 120min of WI before retrieval showed reliable improvement in function following 8hrs of confinous NEVRP compared to HMP where improvement was inconsistent. This suggests NEVKP would be a preferable storage strategy for DCD procured grafts with
extended WI times.
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Multiple Drug Resistant Urinary Tract Infection in Kidney Transplant Recipients: A Retrospective Cohort Study
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Abstract Body: Abstact Objectve: Urinary rgt nfeion (UTI s the most commn infectious discase i pos-kidney transplantation ptiens. The objctiv ofthestudy was toinvestgate th prevalence, impact and sk uctars of multpledrug esistant (MDR) UTLin Kidhey trnsplant recpients. Methods: This retrospectve cohort
study recruited 72 kidney transplant recipients between March 2017 and February 2018. Urine cultures performed during first Ist year of post-transplantation with reference to clinical data were also evaluated. Predesigned questionnaire was used to collect data regarding demographic, transplant related and microbiological

information. Regression analysis was performed (0 ascertain rsk Tactors of MR UTL Resulls: Out of 12 patiens. 28 (36.9%%) had culturt guided chnical UTI Overall, 59 UT! episodes were noted throughot the duration of this study Eschericia coli were found to be the most froquent uropathogen of UTT among kidney tmnsplant
recipents (1= 32, 54.2%): MDR bacteria were esponsible for 21.196 (= 16) ofthe post-ransplantation UTI pisodes armong patients, with Eschcrcia col (0=, 56.3%) being th predominant baterialpathogen: Most o the MDR strains of Escherica coli (n %) were extended spectrum bet sitive.
Female gender (P < 0.001), prolonged Foley’s catheterization (P - 0.002), coexisting diabetes mellitus (P < 0.001) and induction of ATG therapy (P < 0.001) were independently associated with high risk of MDR UTL The allograft rejection was found to be significantly higher in patients of Ul with MDR

uropathogen (P = 0.009). Conclusion: In conclusion, Eschericia coli were the most prominent uropathogen of UTI with and without MDR pathogen in the present study. Female gender, prolonged Foley’s catheterization, coexisting diabetes mellitus and induction of ATG therapy were the risk factors |ndepcndently assaciated with
MDR UTI in kidney transplant recipients. MDR organisms were significantly associated with allograft rejection. Keywords: Multiple Drug
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Universal Prophylaxis with iclovir versus ptive Therapy in Minimizing the Risk of Cy irus Infection and Disease in High and Intermediate Risk Kidney Transplant Recipients: A Single-centered Experience
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Abstract Body: Abstract: Objective: Cytomegalovirus (CMV) is one of the most frequent viral pathogens resulting in post-transplantation infection. Universal prophylaxis and preemptive therapy has long been used to prevent and treat cytomegalovirus (CMV) infection in post-transplantation cases, respectively. The aim of this study
sas o compare the univesal prophylaxis with valganeiclovir versuspreempive therapy in minimizing te isk of CM' infetion and disase n high and intermedte risk idhey transplan recipcnts ethods: Thissingle cente,retrospective oot study enrolled 63 kidney transplant recipients between March 2017 and January
2018, The outcome vaisbies wee accurrence of CMYV infection and CM'Y discas, -year ¢GFR  allograftejction, alogratloss and mortaity within the firs yer postransplantation in high sk (D-+/R-) patents managed with universl ral and risk (D+/R-+ or D-/R+) patients receiving
preemptive trestment. Results: OF the 63 Kidney transplant recpients, 19 (30.2%) were grouped ashigh is for CMV infoction/disease and 44 (69.8%) were intemediate risk for CMYV infection/discase. The average durtion of posttransplantation Rl up was 349 (SD 136) days in the highrisk cohort and 335 (S 112) days in the
intermediate risk cohort (p = 0.56). CMV infection was found in 15 (34.1%) of the 44 intermediate risk patients receiving preemptive [hempy and i m 4(21.1%) of the 19 high risk patients receiving universal prophylaxis (p < 0.01). CMV disease developed in 7 (15.9%) of the 44 intermediate risk patients and in | (5.3%) of the 19 high
risk patients (p < 0.01). Auegmﬁ rejection was found to be higher in intermediate risk group than in high risk group (18.2% versus 15.8%, p = 0.44). Allograft loss and mortality were also comparable between the intermediate and high risk cohorts (13.6% versus 10.5%, p = 0.54 and 0% versus 0%, p = 0.1, respectively). The mean
eGFR at | year post-transplantation
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Correlation Between Gene Expression and Cardiac Function in Ex Vivo Perfused Porcine Hearts
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tion for advanced heat filure,but it limited by a shrtage of sutable donor organs. Ex vivo hert perfusion (EVHP)represns  romisin altemaive or organ peservation and repair. We aimed to assessth wily of gns expression for better
understanding ind ‘monitoring cardiac injury and repalr durmg EVHP. Methods: Biopsies were obtained from 46 porcine hearts either in vivo (IV, n=7) or after 12 hours of ex vivo heart (EVHP, n=32) or combined heart-liver (H-+L, n=7) perfusion. Functional parameters were recorded during EVHP. Histology was aesemd for
features of cardiac injury. NanoString was used to measure 68 genes previously associated with cardiac injury and repair. Molecular data were assessed for differential expression and correlated with function and histology. Results: Principal component analysis demonstrated distinct clusbenng of sampl groups based

expression patterns (Figure 1). 44 genes were significantly upregulated, and 12 genes were significantly downregulated in EVHP vs. IV (FDR < 0 .03). As aggregate gene sets, the upregulated and downregulated genes exhibited higher and lower expression, respectively, in EVHP vs. IV, L and P e, 1V (0 001)
(Figure 2. Gene et expression correlted withvariou functionalparametes (Tabi 1) but ot with isology. Conelusion: Thesedatasuggest tha EVHP indces a molecula njury response ha corelates with function. Inerestingly, molecula injury ppears edced 19 combined heartver perf\mon “This represents a novel

approach for assessing the mechanism and extent of organ injury during

Abstract Body: Cardiac a life-saving inter
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Table 1: Cometation hatween gene get gxprassion and functional
paramatars in 39 porcine hearts sfier 12 iows of &x viva perusion.

Upregulated Downregulated

44-gene sel 12-gene set
Functional Parameter r-value  pvalue  realue  pevalus
Whaight gain (%) 0Im 0553 21 0474

Cardiae Index (miimirfgrarm) <0516 0002 0.073 0881
Change incardiac index (%)  -0626 <0001 0072 0882

FAVOZ (enl Dyimierd 1 00g) 0.513 0,002 0.260 0143
Arnens| lactate (mimail) 0640 <0001 D549 <0001
Owygan exraction () A.812 <0001 0434 a.011
Camiac output (Limin) 0,523 0.002 08T (.630
Stroka work (mmkg-mi} 0,623 <0001 0250 0167
Systolic prassure (mmig) -0.347 0.051 0327 0,067
dPidL.,, (mmHg/s) £.382 0,030 0174 0.341

AP eltyiy (mmHES) 0481 0008 0241 0180
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What attitude should we adopt with early graft failure in a recipient who participated in kidney paired donation?
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Abstract Body: Living kidney transplantation offers the best medical outcomes for patients with end-stage renal disease. Living kidney donors have to be blood group and immunologically compatible with their recipients. Kidney paired donation (KPD) allows patients to circumvent the incompatibility obstacles by facilitating living

kidney donation between patients with a willing but incompatible living donor and other pairs in the same situation by coordinating "kidney swaps” between incompatible pairs in Canada. Participation in KPD for these incompatible pairs, accordingly, means that the kidney is from an anonymous and unknown donor who may be at a
distance from the recipient. This means that the kidney could travel to the recipient transplant centres, thus increasing cold ischemia time, or that the donor has to travel to the recipient’s transplant program. Early graft failure in the setting of KDP is rare and happens in less than 1%. In Canada, KPD is managed through the Canadian

Blood Services (CBS) in coordination with the provincial and territorial organ donation organizations. Recently, a kidney recipient who in KPD carly graft failure after his/her living donor had already donated to another recipient. This unfortunate situation raised the question of what, if anything,
should be done with réspect o, o is “owed t0” this recipient, .. whether  priority for a kidney from KPD should be affered to this tecipient with arly graftfaiur i recognition of the fac tha their Iving donor has partcipated in KD, In this prosentation, we wil discuss the relevant cthics considerations regarding his question.
including informed consent, justice, equity and medical uility. This analysis will also include of the roles and of transplant agency (such as an organ procurement organization) with respect to donors and recipients when there is carly graft failure.
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A machine learning approach to predict tacrolimus level post-tacrolimus initiation after pediatric solid organ transplantation
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Abstract Body: Background There are significant challenges in achieving therapeutic tacrolimus levels after solid organ transplantation (SOT). We explored factors predicting tacrolimus levels post-transplant. Methods Pediatric SOT recipients were enrolled across 7 centers. Tacrolimus levels were captured at 36-48 hours
post-tacrolimus initiation (T1) and serially for 1-year post-transplant. A linear mixed effect model was used to identify clinical factors associated with tacrolimus levels and genome-wide analysis to identify SNPs . To determine important predictors of T1 level, a machine learning approach was applied. Three random forest (RF)
models were consdered:cliica fctors only. SNPs ony, and cinical fctors+SNPs. The importance of  varisbic was messured by he reltiv reducton in redicive sccuracy when th variable was randamly prmted sctossabservations, Regression trcc was scd f approximat the RF inodels with 3 most important varisbs.
Results 455 recipients were included [median age at transplant, 4.5(1. fer adjusting for age, organ type,rac, sx, facrolimus dosc and CYP3AA inibitor use, GWAS identified 25 SNPs assocated it tcrolimus level (p < 1 0-5), & at genome.wide sinificance (p < 1 07) Figure ). An approximated RE

using 3 most important predictors of T1 levels f.c. organ type, dose and rs776746 is shown in Figure 2, In CYP3AS non-expressor ‘minor allele for 5776746, organ type was an important predictor. Among CYP3AS expressor: /2 minor alleles, tacrolimus dose and organ type were important predictors. A model

clinical factors and SNPs had smaller prediction error than clinical or SNP alone models. Conelusion A machine leaming approach identified the most important genetic and clinical factors predicting T1 level and showed that the dosc-response of tacrolimus is influenced by genotype. RF modeling will help inform the d:velopmcnt
of organ and genotype-guided tacrolimus dosing.
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Sex and CD4 T cells are important factors in natural ABO antibody production in mice
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Abstract Body: Background: ABO-incompatible organ transplants (ABOi-Tx) are at high-risk of rapid rejection mediated by preformed ABO antibodies (Abs), except during infancy when these are absent. ABO Abs are produced *naturally’ in humans and mice without obvious exposure to ABH-antigens. Our group showed CD4
T-cells are needed to induce anti-A Ab production following immunization of wild-type (WT) mice with human A red blood cells (Hu A-RBC), however it remains unclear whether natural ABO Ab production is requires T-cell. Furthermore, sex is an important biological factor in immune responses and may also play role in ABO Ab
production. Herein, we investigated the roles of scx, microbiome. and requirement of T cells for the production of natural ABO Ab. Methods (Table): WT and CD4, MHC-ii, and afyy3 T cell knock-out (KO) CSTBL/6_(B6) mice received cither ip. injections of Hu A-RBC (weekly x3) or were untreated. Serum anti-A Ab was measured
by hemagglutination assay. To study the role of gut bacteria in natural anti-A Ab production in CD4KO mice, drinking water was supplemented with antibiotics. Results (Table): WT B6 of both sexes produced increasing amounts of natural anti-A Ab with age. Compared to adult WT, female of all 3 KO strains developed significantly
higher levels of natural anti-A Ab (p = 0.001). Female KO mice produced significantly higher natural anti-A compared to male mice. Hu A-RBC injection did not induce (or increase) anti-A production. Antibiotics significantly reduced anti-A production in CDAKO females. Conclusion: ABO Nabs can develop in the absence of CD4
T-cells, in contrast to induced Ab production which requires T cells. In addition, sex difference in all 3 KO strains with females producing markedly higher levels of natural ABO Abs than males. A role for the microbiome in generating Natural ABO Abs was suggested by a decrease in ABO Ab following antibiotic treatment.
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Transplant candidates’ and transplant recipients’ perspectives on the decision to accept or refuse an offer for a deceased donor kidney
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Abstract Body: Backgrou decision to acceptorrefuse a kiduey from a deceased donor can be diffcul one. Thisstudy s o capture the perspectves of ransplant candidate and recipients on the decsion-mking process when a deceased Kiduey i offred for transplantaton. Methods: We conducted five focus groups
with 17 kidney transplant rec|p|en|s (KTRs) and 17 transplant candidates (TCs) between November 2017 and December 2018. The discussions were digitally recorded and tras ed. The content of the interviews was analyzed u<mg the qualitative thematic and content method. Results: Participants wanted to be informed of the
deccased donor's characteristics and be involved i the decisionmaking proceas cspecially when an tendod-donr ecteria s offerad K TRs eporied tha the experience of being ohered s kidney could be difficult because of the of the offer and to participate in the discussion. Both KTRs and TCs

consistently trusted the allocation system and medical expertise when they received an offer for transplantation. To facilitate the decision-making process, patients reported that they would like to have some information on the expected survival time of the offered kidney and on wait time prolongation if the offer is declined. The
interost for a decision assstance application fo patient aSe was not high, Rather, patients expected transplant physicians @ summarize the significant information that would impact graft survival time and explain it to them. Conclusion: TCs and KTRs felt unprepared but wanted to be involved in the decision to accept or not a
deceased donor kidney. Tools that &an help phyAicians communicate o TC he éxpecied grah survival fme i an offr s accepted and wait ime prolongation i it s efused could improve patien paticipaion in the decision-making proccss.
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Psychosocial risk factors and transplant suitability for patients with less than 6 months of abstinence: First year review of the Ontario ALD pilot program
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Abstract Body: BACKGROUND Patents withalcohl-assaciated liver discase (ALD) typicaly reqire 6 monts of sbstinence prior o being cansidered forlver transplant (LT). Thoough longstanding, ther i cthical uncertainy and emprialinconsisency behind this practie. The ALD Pilot Program was nitiated n Ontario n
May 2018, allowing for patients with less than 6 months of abstinence to be referred for transplant. This previously excluded population is extensively assessed from ing an of severity of alcohol use disorder, social support, psychiatric comorbidity, and other social determinants of health.
METHODS All refermals were assessed by a mulidisciplinary tcam, including social workers and addiction psychiatrits, 0 delérmine whether paients met the inclusion érieria developed for the P.lm Program. Psychosocial suitability for transplant was assessed using DSM-V criteria and the SIPAT tool, and sociodemographic
information was recorded. RESULTS From May 2018 to May 2019, 224 patients were referred to the ALD program. 100 (45%) proceeded with initial psychosocial evaluation based on the program’s criteria, while the remainder were declined. Length of initial abstinence ranged from none to over 24 months (average=4.3 months). A
majority were male (76%) and Caucasian (83%), with an average age of 54.8. Half of the patients were married. and half were either actively employed or retired. All suitable protocol candidates demonstrated adequate social Suppor and siable housing. Seventy-eight percent were declined for meeting criteria for severe alcohol use

disorder, while some were unwilling to participate in relapse prevention (6%) or had significant psychiatric comorbidity (2%). CONCLUSION All patients accepted to the protocol had suitable social support and housing, a willingness to participate in relapse prevention treatment pre- and post-transplant and an absence of unstable
psychiatric comorbidity. Long term follow up of these patients will continue to assess the value of these psychosocial factors when predicting successful transplant outcomes, rather than the “6 month rule” alone.
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Developing a standard protocol for ex-vivo extremity perfusion (EVEP)
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Abstract Body: Background: The potental of extremity transplantaton s critcally limited by the 4--6 hours of preservaion ine curently offred by tandard cold tatic preservation. Ex--Vivo Extremity Perfusion (EVEP) isan evolving platform sving o safely extend theprescrvaion tme o donited Vascularized Compasite
Allografts (VCA) allowing for greater applicability of upper limb transplants. There is yet to be optimization of EVEP protocols to determine ideal conditions for safe extended EVEP p re remains ether VCAs should be perfused at normothermia with a blood based perfusate or at
hyperhermia it an acelllar prfusate during EVEP.  Methods. boreie forelimb ord perfused for 12 hours on & novel mabile x-vivo perfusionsyst that was developed st ou nsiution 3 bottned Exalin perfusate with 25%% bovine serum albumin. The EVEP protocols were siraiificd o bt being perfused in cither
a hypothermia (10°C) group with acellular perfusate or a normothermia (38°C) group perfused with autologous packed red bloo to the perfusate (cellular perfusate). Parameters compared include histological analysis of muscle, compartment pressure, muscle response to electrical nerve stimulation, edema formation, an
pro-inflammatory cytokine profiles. Resulis: Results indicate a significant difference in edema formation with the hypnlhenmc conditions coreelating with a greater weight gain (19.3+3.0% hypothermic group vs. 3.7:3.0% normothermic group: p < 0.03). At the end of perfusion, interstitial edema in muscle (% involvement) trended
towards being significantly greater in the hypothermic group (33.3+20.7%) compared to the normothermic group (6.7+12.1%) ( " Significant difTerences in nerve stimulaion, compartment préssure. cy(okiné profies. and arerial ph were dlso obscrved between sfoups. Conchusions: A normothermic and cellular perfasate
protocol suggest pre-clinical efficacy as the optimal conditions for extended EVEP compared to a hypothermic acellular protocol.
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Abstract Body: Background: Ischemia-reperfusion injury (IR) is a major risk factor for chronic renal failure. Here, we characterize the different cell deaths in tubular and microvascular compartments of IRI-induced acute kidney injury (AKI) and their relative importance in renal fibrogenesis. Methods: Unilateral renal artes
clamping for 30 or 60 minutes with contralateral nephrectomy was performed in wild-type (CS7BL/6) or caspase-3-/- mice. In vitro, human umbilical vascular endothelial cells (HUVECs) and human proximal tubular cells (PT2) were éxposed to hypoxia-reoxygenation following caspase-3 silencing. Results: In the carly stage of mild
AKI (30 min model), caspase-3-/- mi showed ageravatd tubular cpithelal cll (TEC) it higher tbular njury scores and serum creatinin [evls Elctron R . kinase 3(RIPK3) and phosphorylated RIPK3 levels enhanced TEC necroptosis
in caspase-3-/- mie. In contrast, microvascular ongeston wee reduced in early and extension phases in caspase /- mice. In the long.term, microvascular arcfaction was reducd in caspase-3-/- mice. This was associated with reduced renal fibrosis, decreased a-smooth muscle actin (a-SMA) and collagen deposition within
peritubular capillarics (PTC). of the peritubular ischemi ible fa o and improved tubular injury scores at long.term. In the Sovere AKI model (60 min model) despite simitar nftal tabular and microvascular
injury. caspase-3- mice showed beter long term outcomes: ameliorated wbular injury with lower tubular i injury score, attenuated mirovaseular njury with reduced microvascular congestion, as well s reduced collagen deposition and reduced a-SMA within PTC. In vitro,caspase-3 silencing significantly decrased apoptosis

in HUVECS but increased necrosis in PT2 cells submitted to hyp treatment. Conclusions: Collectively, these results establish the pivotal importance of caspase-3 in regulating microvascular apoptosis and fibrosis post-IRI. These findings also the role of over tubular injury as
a driver of progressive renal damage and fibrosis post IRL.
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HLA eplet ies reduce genetic complexity and provide the foundation for a national eplet-matching program in kidney transplantation.
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Abstract Body: BACKGROUND: This study presents the HLA allle and cple fequencis n paient and donor populations in B to explore the likelood of matching by each method as  foundation for  naionalcplet-matching program fo kidney trangplantation, METHODS: Next Generation Sequencing was performed i 1846
patients and donors for all 11 classical HLA genes. Alleles were converted to eplets with HLAMatchmaker, and frequencies were compared across donor and patient groups using statistical models and k means clustering. RESULTS: 361 alleles were identified (206 class I, 155 class IT) and translated to 148 eplets (59 class L, 89 class
1.2 59% reduction in complexity: There wa a complex relaionship between aleles and eplets (Imge): plet 1935V was encoded by 31 alleles whercas B07:03 allele cncoded 6 eplets. Allele frequencies across all 4 groups of transplanted patients (KTx). pre-ransplant patients (KBrc). Iving donors (LD). and deccased donors (DD)
were lower than eplet frequencies (Image2). Only one allele (DPA1#01:03) occurred in more than 48% of subjects, whereas eplet frequencies were more homogencous, with some eplets occurring in >98% of subjects (i.¢. 85VG). Overall allele frequencies differed significantly between patient and donor groups (p CY

Even in the highly ethnically diverse population of BC, eplet typing markedly reduces the complexity of HLA identity by comparison with allele typing. Eplet frequency profiles arc between patient and donor and subdivide into a small number of principal clusters. These results suggest that eplet rypmg may
simplify histocompatibility matching for kidney transplantation.
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Persistent atelectasis following primary graft dysfunction is associated with lower lung function in lung transplant recipients
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Abstract Body: Primary graft dysfunction (PGD) is a major contributor to mortality and impaired lung function in lung transplant recipients. We assessed lung compute (CT) scans and their association with long-term lung function. We hypothesized that radiographic
abnormalities would be more frequent in PGD survivors and mediate poorer lung function. We studied double-lung transplant recipients at the University of Alberta Hoepual [rom 2010.2016. Grade 3 PGD (P(;D!) was defined by lung edema and PaO2/FiO2 237 patients met inclusion criteria, 50 of whom developed PGD3 at 48 or
72h. PGD3 was associated with more frcqucm/wldcly distributed interlobular scptal thickening (p=0.0389) and atelectasis (p Grade 3 PGD is associated with atelectasis at 3-month posi-transplant, and this atelectasis appears to be a mediator of lower lung function at I-year in PGD survivors. This may suggest persistent surfactant and
type-I pneumocyte dysfunction in post-PGD lun;

DraftModeStatus: 0




D: 29
Natural killer cells and mitochondrial damage-associated molecular patterns in ischemia reperfusion injury during liver transplantation
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Abstract Body : Tissue damage and necrotic cell deth following ischemia eperfusion injuy (IRD) durin liver transplantaion (LT) ompromise celluatinegriy and lead to elease of damage-associated moleculr patterns (DAMP). DAMPs of mitochondrial orgin (mitoDAMP) it profourd inflammation
following tissu¢ damage and ischemia (Figure ). This s salient in LT as 1) the liver i acutely sensitive to hypoxia. and 2) has a high mitochondrial content. MitoDAMPs serve as a biomarker t predict clinical outcomes in a variety of disease processes, and higher m(DNA levels in donor plasma are corrlated with early allograft
dysfunction (EAD) in LT recipients. Natural killer (NK) cells, immune cells of the lymphoid lincage, are involved in IRI-med but whether their are benefical o protcctve iscontrovesial. We have recently determined tha mitoDAMP drive NK lls toward an immunc-olerizing rle (Figure 2) We
hypothesize that 1) mitoDAMPs polarize NK cell function towards immunoregulation during IRT and 2) mDNA levels in perfusate collected during ex vivo normothermic machine perfusion will be predictive of EAD, as well as graft and patient survival following LT. Methods: In vitro study of primary NK-mitoDAMP interaction,
assessed via ELISA and FACS analysis of human and murine NK cells. In parallel studies, qPCR is being used to quantify mitoDAMPs in perfusate samples. Results: MitoDAMPs suppress NK cell activation in a dose-dependent manner: they diminish inflammatory cytokine production and incite IL-10 relcase. NK cells treated with
mitoDAMPs are actively regulatory and suppress proliferation of autologous T cells. Pilot studies have revealed that mtDNA in perfusate samples can be successfully isolated and quantified. Data collection and analysis of clinical outcomes are ongoing. Conclusion: NK cell function and the concentration of mitoDAMPs in liver
perfusate could inform the expected course of disease and assist in strategies to ameliorate inflammation by promoting tolerogenic features of NK cells.
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PUBLIC SOLICITATION FOR A LIVING KIDNEY DONOR: EFFECTS ON THE TRANSPLANT WAITING LIST AND HLA LABORATORY WORKLOAD
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Abstract Body: Introduction: Solicited organ donation offers the pportunity for aticntswith endstag renaldisease o identiy  living donor, typically when one might not exist i thelr faily or rend network. Slicted donation rases etical issues and canalso have a ignifcant impact on warkload inthe histocompaibilty

laboratory. Methods: A 42 year-old patient was a candidate for a second transplant following failure of his first graft, 15 years post-transplant. In February 2018, his spouse solicited living donors using billboard advertising and a prominent social media platform; various news outlets also reported the story of this

iransplant program received about 170 phone inquirics, 0 people agrecd to proceed o HLA testing. and medium resolution HLA typing was ultimately performed on 35 people. Sixty-four percent (16/23)of these potential donors were female. with a median a of 45. Results: The patient was highly scnsiized (cPRA 95%) and 25
virtual crossmatches were performed. Eighty-eight percent (22/25) of these were positive, and two prospective donors with a negative virtual crossmatch proceeded to a preliminary and final flow crossmat was compatible. The patient received a kidney in November 2018 and the most recent single antigen results show,

positivity against DRS only with a cPRA of 7: no DSA was detected. Four potential donors have transierred to donor programs in other provinces, one donor is currently in workup for a specific local recipien, and one potential donor's workup is on medical hold. If these transplanis proceed. 6 additional patients will eceing a new
idney. Conclusions: As the trend of solicited donation increascs, clinical departments need to address the potential increase in workload. and potential donors should be to consider d organ donation within the context of Canada’s National Kidney Paired Donation program to maximize the number

of patients benefitting from altruistic donation.
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Abstract Body: Background Patients partners are scive membersofthe Canadian National Transplan Research Program (CNTR). bothat th rsearch teams, netwark and profect levels. This evaluaton amed o asess prospecively the patint meauher pmnmh.p withnthe CNTRP and document how it afected projecs,
studies and partners. Methods We conducted 13 semi-structured interviews with 17 partners (researchers and patients). The interviews were digitally recorded and transcribed. Thematic and content analysis was conducted. - Results There has bec n res s and management within CNTRP. These changes are
Telned to a1 incrensed presence af patients and continuous exchange on several evere Engagement ovorsed i collaborative work proghéssed t gradsly move ram consulttion fo co-design, Rescarehers engaging with paients repor ihat they ace e Ik et st projects and healthcare Gutcomee, and it
involving patients transformed research communication. Several researchers mention their desire to continue conducting research projects in partnership with patients as co-investigators in the future, justifying this choice by the relevance it gives to their research and the changes in direction that bring them closer to the patients and
caregivers journey. The CNTRP's partnership governance has enabled the continuity of partnership approaches, an increase in partners' capacities, as well as a validation of practices through the dissemination of a common vision of research in partnership with patients and the public. Conelusion i study documents the impact and
experience of patient-rescarcher partnership within the CNTRP at different stages and levels of rescarch. The résults of this study allowed us to develop tools and define the winning conditions for future partnership in research in transplantation and organ donation in Canada.
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Acceptance, safety and effectiveness of exercise interventions in solid organ transplant candidates: a systematic review
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Abstract Body: Background: Exercise rsning may be recommended to solid organ transplant (SOT) candidates to improve fitnes and olerance forthe upeomning physiolog stressor (surgery). We systematicaly reviewed the ltrature to 1) determine theacceptance and safety of excrise interventions n SOT and 2) xamine the
effect of these inerventions on exercise capacity and quality of life (QoL) in this population. Methods: Online databases were searched. Studies of any design were included. Outcomes of interest were acceptance, safety, maximal and/or functional exercise capacity and QoL. Results: Twenty articles were included (n~176Spatients).
All organs except pancreas were represented. The exereise interventions ranged from 4 to 25 weeks and offered acrobic and/or strength exercises. An average of 80% of the approached patients in the included dicn agracd 10 paricipate. n he exéreie imervéntione. EhIenstdIes aescosed adverse events and oné reporied pour miser
medical complications. Three out of five studies that assessed maximal exercise capacity reported an increase in this outcome in the intervention group post-exercise (mean change ranged from 0.69 to 2.5mL/kg). Seven out of twelve studies reported an increase in 6-minute walking distance in the intervention group after the training
period (mean change ranged from 40 to 100 meters). Seven articles reported the SF-36 mental and physical composite scores. Only one article showed an improvement in the mental composite score (mean chnnge 8.7+13.5 points) and three articles showed an improvement in the phyemal composite score (mean change ranged from 1.9
10 3.6 points) in the intervention group. Conclusion:The majority of the patients accepted to participate in an exercise intervention pre-transplant. There is some evidence that exercise training is safe and can improveexercise capacity in SOT candidates. There is poor evidence for the effects of exercise on the mental and
physical aspects of QoL in this population.
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BRIC STUDY - BURNOUT AND RESILIENCY LEVELS AMONG ORGAN DONATION COORDINATORS: RESEARCH PROTOCOL

r
Member of: CDTRP

Abstract Type: General Abstract

Member Type: AHP

Science Type: Clinical Science

Group Category: Donation

Submission: Oral or Poster/E-Poster

Trainee: No

Abstract Body: Background Numerous research studies have highlighted the importance of the organ and tissue donation coordinator (OTDC) to the success of organ donation3-7, 10. However, facing challenging and stressful scenarios on a daily basis often leads to burnout, attrition, and compassion fatigue among OTDCS7-9.
Unfortunately, for some OTDCs, coping with emotions and quality expectations is overwhelming and they may resign in less than 3 years7, 9. Increased turnover rates of OTDCs would likely have significant impact on the ability of Organ Donation Organizations to optimize donation. We are proposing an innovative way of dealing
with bumout: entifying and inervening in the causes to avaid losing experienced and exceptional OTDCs, Methods Phas I:a Josnna Briggs Instittesystemati scoping review il be conducted to aner the question: Whatexpericnces of bumot, compasson ftige, andor atriion among OTDCs worldwlde have becn
reported? Phase 2: a mixed-method study based on the scoping review results will be conducted to identify the extent of the problem among Canadian . interventional study will be developed and implemented to address the main issues faced by OTDCs in Canada. Methods overview: figure 1. Expected Results Phase
1" Wil generate findings about burout and furnover among coordinators worldwide. Phase 2 wil determrine unknown characierisiics and extent of this issue in Canads. Phase 3 will contribute (0 the healtheare system by improving OTDCS mental health and. consequently, the quality of organ donation processes. Concl
findings generated by this three-step study will inform the creation and implementation of tailored interventions to address the issue. Interventions will ease the burden felt by OTDCs and help them strive professionally/emotionally, consequently reducing turover rates. Less burnout and turnover will result in more :xpcnenced and
satisfied staff, leading to more donors and better experiences by families approached to consent for donation.
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Abstract Body: Background Rescarch hasshown that rgan and tssue donation oordinators (OTDDC) fuce clallenging and sresful scenariosdaly, leading oftn to burmor,atiion, and compassion futiguel-3. Unfrtunately. coping viththose scenriosis verwhelining and OTDCs may resign n e than 3 years2, 3. Increased
turnover rates of OTDCs would likely have significant negative impact Organ Donation Organizations” optimization of donation. Therefore, as part of a national three-phase study, this scoping review aims to understand the nature of burnout problem worldwide and inform the development of following studies io identify and
iniervenc in he causes 1 void losing expericiced and exceptional OTDC. Reacarch question: Whal expericncs of burmo, compassion faigue. andor atrition amon Organ and Tisue Donor Coordinators worldwide have been reported? Methods Sysicmaic scoping review protocol in accordance with the Joanna Briges Institute
(JBI): Title/protocol registration followed by a three-step search strategy (figure 1) on PUBMED, CINAHL, EMBASE, LILACS) and grey literature (Organ donation association websites, Google Scholar (first eight pages), Research Gate, and of researchers and in organ donation field). Inclusion
crteria:Documentsreporing burnoutsyndrome, mora distres,attition,or compassion ftigue, i, rauma, viarious (rauna, Secondarytrauna, conlict, anxiey, psychologicaldistess, PTSD. depression,tesilienceprocesses, and onseqences ofstress amon OTDCs,fllext n Spanish. Prtuguese French o English o year
limit. Data synthesis:quantitative analysis (c.g.. frequency analysis) of general data on the type of study, country of study. etc.: and qualitative analysis (c.g. themafic analysis) of the components of the rescarch purpose and conceptual findings regarding burnout, compassion fatigue, attrition and its consequences among OT

Expected Results This study will generate findings about burnout and turnover among coordinators worldwide. Conclusion This review results will inform the development of a rescarch question, and the best methodology for the next phase of this national study.
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Abstract Body: Background: Leukopenia (defined as  white blood count (WBC) < 3.5) accurs requently following kidney trnsplantaion and nay be sssocisted with adverse linical outcomes including incrcased infoctious isk. Redueing fmmunosuppression in esponseto leukopenia may ead o ransplant ejection and graft loss.
ethods: We conducted a retrospective analysis of patients > 18 years of age who developed post-kidney transplant leukopenia (PKTL) in our clinic from Jan 2016 to Dec 2018 with >3 months of follow-up. Our objective was to determine if a PKTL management algorithm (instituted in our transplant clinic January 2017, Figure 1)

1mpmv:d patient results over time (comparing 2016 outcomes (pre-algorithm) with 2018 outcomes (post-algorithm)). We evaluated the total duration of leukopenia, nadir WBC and absolute neutrophil count (ANC), days with mycophenolate mofetil (MMF) held, and the need for granulocyte colony stimulating factor (G-CSF) rescue

therapy in 2016 versus 2018. Comparisons were performed using the student paired t-test, Wilcoxon Signed Rank test, or chi-squared test as appropriate. Results: 8 patients developed PKTL in both 2016 and 2018. The median duration of leukopenia was 37 days (IQR 31-43) in 2016 versus 12 days (IQR 9-26) in 2018 (p-value 0.005).

Median nadir WBC (1.45 (IQR 1.3-2.4)) and ANC (325 (IQR 230-515)) in 2016 were significantly lower than in 2018 (nadit WBC 2.7 (I0R 2.3) and ANC 930 (IR 390-1270)). pevaluc 0.034 for both comparisons. There was no significant difference in toal days with MME held in 2016 versus 2015, In 2016, G-CSF was used as

4)
rescue therapy in 4 of 8 leukopenic patients (50%) compared with no patients requiring G-CSF in 2018 (p-value 0.008). There were no significant differences in adverse outcomes associated with PKTL or PKTL management in 2016 and 2018. Conclusion: Institution of a practical algorithm for the management of PKTL improved
patient outcomes from 2016 to 2018.
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Abstract Body: Background: Leukopenia occurs frequently following kidney transplantation and has been associated with adverse clinical outcomes leudmg increased infectious risk. In this study, we sought to identify predictors of post-kidney transplant leukopenia (PKTL) and to explore the association of leukopenia with

adverse outcomes including the risk of infectious complications, transplant rejection, graft failure, and death. Methods: We conducted a retrospective of adult patients (> I8 years of age) who received a solitary idney transplant at a single tertiary care center from January 1, 2006 to December 31, 2017. The primary outcome
o tim 1o PR'L defined s a whte blood count (WHC) = 35 We entfed factors ssoctated with PRTL using Cox mulivarable hazards models and backovards Sepwise sclecion o variables siemiheantly acsociated wih ihe uicome of érést i anviariable analysis ot povalue of < 0,05, Results A otal of 132 (30,290 paents
(out of the 388 developed PKTL. lobulin inducton therapy (versus Basiliximab) (HR 3.3, 95% C1235-4.91), prophylactic ue of Valganciclov (HR 1,60, 95% C1 108-2.38).pr-tranplant blood transfusion (HR 1,16, 95% C1 1,03-1.28 per unit of blood). and chice of clcineurin inhibitor (Tacrolmus
versus Cyclosporin) (HR 3.05, 95% CI 1.08-8.55), but not agent were all associated with the e ability of the generated multivariable model to predict PKTL was reasonable (c-statistic 0.73, 95% CI 0.68-0.78). The only adverse outcome significantly associated
With the development of PKTL was CMV viremi (HR 2.7 95% C1 14-5.0 in those with versus without leukopénia) which oceurred a e o 245 days (Q1.Q3: 0, 64) afier PKTL.  Conclusion: This study confirms that the prevalence of PKTL is high (39.2%) with the most significant predictors of PKTL being induction and
maintenanes immunosuppression sretegics. PKTL s assosiated with an incroased risk of MV vireeni.
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Total parenteral nutrition in ex vivo lung perfusion: addressing metabolism improves both inflammation and oxygenation
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Abstract Body: Background: Ex vivo lung perfusion (EVLP) protocol generally limit metaboli supplementation to inslin and lucose. Furthermore, conventional perfusates ae void of many ingredients cansidered ssentialfo cllyarviablity, We sought to determine wheter the additon o total parenteral nutiion (TPN) would
improve lung function in EVLP. Methods: Ten porcine lungs were perfused using EVLP for 24 hours and supplemented with insulin and glucose. In the treatment group (n=5), the perfusate was also supplemented with a continuous infusion of TPN containing lipids, amino acids, essential vitamins and cofactors. Physiolog
parametersand porfsateclctrolytes were continuously cyaluated. Derfusate Tactate, lipid and branch chain amind acid (BCAA) concentrtions were also analyzed 10 elucidate how Substrates were beingtutlied over time. Results: Lungs in the TPN sroup exhibited significantly beftr oxygenation. Perfusate sodium was mor stable in
the TPN group. In the control group, free fatt FA) were quickly depleted, reaching negligible levels early in the perfusion. Altematively, BCAA in the control group rose continually over the perfusion demonstrating a shift towards proteolysis for energy substrate. In the TPN group, both FFA and BCAA concentrations
e o n i Tevels e vl Sasisaton, TN coneenttatns were lones TP group. Conclusion: The addition of TPN in EVLP allows for better electrolyte composition, decreased inflammation, and improved graft performance.
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Abstract Body: BACKGROUND: Ex vivo hung perfusion (EVLP) has been shownto successfuly ncreasethe use of extended crteia donor (ECD) ungs n ransplantation. Negarve pressur ventlation EVLLP (NPY-EVLP) has been descibed pre-linicaly o be associated with decreased ventator-induced lng inury compared to
Tungs. METHOD! AY with

positive pressure ventilation EVLP. We report the first clinical experience utilizing NPV-EVLP for the assessment, preservation, and transplantation of ECD lungs. S: Between October and February 2019, 7 patients were transplanted using extended criteria donor lungs following NPV-EVLP. Lungs were flushe
low-potassium dextran solution prior to explant. Following return to the centre of implantation, they were conneeted to the NPV-EVLP system and perfused for bewoen 2-6 hours. Lungs were perfuscd “with s combination of Steen soluton and od blood cell concentate. Donor and reiptent charateristic ssessed included ECh
lung scores, Primary Graft Dysfunction (PGD) scores at 0, 24, 48, and 72 hours, time to extubation, length of ICU and hospital stay, ‘membrane (ECMO).and graf nd patint suvival. RESULTS: Allgrats and patents survived to 30 days and recovered to discharge from hospital. There

ware no patients with PGID 3 at 72 hours post-op. The average pre-procurement donor P-F fatio wias 245 + 40 mmHz. The avcrage final PoF raio o PVAEVEP s A 35 ‘mimHg. The mean time on EVLP was 176 12 min. The average duration of mechanical ventilation was 30 + 6 hours. The average ICU length of stay was 5.3
0.7 days. No patients required ECMO post-operatively. CONCLUSION: Negative Pressure Ventilation Ex Vivo Lung Perfusion demonstrates safe preservation, evaluation, and successful clinical transplantation of extended criteria donor lungs. Further validation of this initial cohort is ongoing, including the development of a portable
device for multi-centre international clinical trials
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Abstract Body: Background Despite the increasing prevalence of advanced heart failure, transplantation rates have remained stable in Canada due to limited organ availabi

. Consequently, the number of implanted left ventricular
failure is often complicated by pulmonary hypertension (PHTN). Patients with PHTN have historically not been candidates for transplantation but reports of PHTN revers

ty with LVAD support have led to changes to ISHLT

ssst devices (LVAD) and average ime on device support have bothrisen rapidly. End-stage heart
ing criteria which now state that pulmonary hemodynamics should be reassessed 3 to 6 mon

following LVAD i for PHTN and candidacy. Methods All patients having received a permanent LVAD at two transplantation institutions were included in our study. Pre-operative characteristics were obtained from institutional databases. Right-heart catheterization data was relrospcc ively
ciricved for 90 days pre-insertion and up to 3 years post. insertion. Pumonary vascular esistance (PVR) was calulated for ach nstance fom thetranspulmonry gradient and cardia output. Generalized estimaing equation was used to determine i any variabls was associated with PHTN reversibily. Resuls 214 patints for a total o
655 hemodynamic measurements were captured and their p in Table 1. Patients with pre-operative PHTN (defined as a pre-operative PVR >3 Wood Units) were less likely to have an ischemic etiology but were otherwise similar to the rt. Longitudinal PVR

for patients with and without pre-operative PHTN are visulized in Figures 1 and 2. The majority had normalization of their PVR.6 months post-operatively. Generalized catimating regression revealed that pre-operative PVR was the only variable sgnificantly associated with subsequent chang:s I PHTNCConclasion In our tody.
LVAD use led to reversibility of PHTN for the majority of patients within 6 months. With the exception of pre-operative PVR, no other variable was significantly associated with PHTN reversibility.

Abstract Image 1:

Variable PHTN | No PHTN | P Value
Total patients n(%) | 107(50.0) | 107 (50.0)
Age years [523:133 |514x132| 063
Smoking history n(%) | 48@85) | 53(519) 0.62
Hypertension n(%) | 51(515) | 4102 0.11
Diabetes n(%) | 35(354) | 29284 029
Dyslipidemia n%) | 1227) | 64(62.6) 0.13
Renal Insufficiency n(%) | 16(364) | 24429 051
EF % 187+73 | 18368 | 063
Ischemic Cardiomyopathy | n (%) | 26(263) | 41(402) 0.04
LVAD  PVAD n (%) 437 8(75) 061

XVE n (%) 1(09) 2(19)

HM2 n(%) | 59(55.1) | 63(589)

HVAD n(%) | 25(234) | 18(168)

HM3 0% | 17(159) | 14(3.0)
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The impact of reduction of warm ischemia removing the second warm ischemic period on DCD kidney transplantation outcomes
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Abstract Bod; : Warm ischemic time (WIT) during DCD kidney transplantation has significant effects on post-operative outcomes, such as graft survival, function, and post-operative mortality and morbidity. As second WIT also occurs while the kidney rewarms during the anastomosis (WIT2). We applied cooling effect
using an the ice blanket technique (IBT) to sec if eliminafing WIT2a second WIT (WIT2) would will decrease the incidence of DGF and improve renal functional outcomes. Methods: Adult DCD kidney transplants performed at our center b/w 2017 and 2018 were reviewed (N-32). Transplants were performed as standard and in ice
blanket group. A comparison was done in regards to total WIT b/ a group that received the IBT (N=17) and those that received transplants without ice blanket (non-IBT, N=15). Outcomes included DGF and post-operative renal function. Results: Demographic characteristics were not different b/w the groups. There was no

difference in procurement WIT (WITI) or cold ischemic times b/ the two groups (p = 0.58 and p = 0.19). Both groups were followed up for 3 months period. Donor and recipient demographics were similar. Standard criteria donors and expanded criteria donors comprised about 70% and 30% in both groups. By definition, overall
WIT (WIT1+2) was greater in the IBT group. 17 of the 32 patients underwent transplantation using IBT. On days 1, 3, and week 4, IBT grafts had superior renal function vs. non-IBT (p < 0.03). Although there was no difference in DGF b/w groups, the median number of dialysis sessions was 2 (2-3) in the IBT and 4 (2-6) in the
non-IBTS groups. Slow graft function rates wer higher in the non-IBTS group, accordingly. Conclusion: Decreas¢ in overall WIT using IBT improved renal function and slow graft function. This is a preliminary study with ongoing data collection and larger studies with IBTwill be necessary in order to truly determine improved
outcomes.
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Abstract Body: e have previously benefits of kidney i utilizing an b- ex vivo perfusion platform. Herein, we aim to compare pulsatile versus centrifugal perfusion with the goal of optimizing renal preservation with this device. Methods: Pig kidneys were procured
following 30 min of warm enent by cross-clamping both renal arterics. Paired kidneys were cannulated and underwent either: oxygenated pulsatile or cenirifugal perfusion using a hemoglobin oxygen carrier at room temperature with our ex vivo machine perfusion platform for 4hr. Kidneys were reperfused with whole blood for 4
hours at 37° C. Renal function, pathology and evidence of inflammation were assessed post-perfusion. Results: Both pump systems performed equally well with organs exhibiting similar renal blood flow, and function post-reperfusion. Histologic evidence of renal damage using apoptosis staining and acute tubular necrosis scores were

similar between groups. This was corroborated with urinary assessment of renal damage (NGAL) and inflammation (IL-6), as levels were similar between groups. Conclusion: In our donation after cardiac death renal transplant porcine model, pulsatile perfusion yielded similar renal protection compared with centrifugal kidney
preservation. Both methods of perfusion can be used in ex vivo kidney perfusion systems.
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Abstract Body: Bac] e have previously shown that Ntura Killr (NK) cels can mediate Kidaeytubularepithelilcel (TEC) deth,Kidhey ischemia-reperfusion njury (IRI)and chronic transplant rejction. MHC-independent mechanisinssuch ssbinding of NKRPI receptors to Ctype lctn receptor (CI) family prteins,
may regulate NK il faneton TEC b regulate NK cell activation and cytotoxicity by their expression of inhibitory Clrs, which we have now produced in genetically altered tobacco. Methods: Expression of Clr-b and Clr-f was confirmed in TEC using C were treated in vitro witl Cell
deith was measured in NK-TEC co-cultures by S1Ct release assay. To abiain CIr-b. CIr-1. and Clr-b- fusion protein, we designed and synthesized a codon-optimized Clr-b. . and fusion genés ascording t the fequency of codon usage n obacca, The gencs were ¢ then shoned w0 plant viral expression vectors and Ilanslenlly
expressd intobacco plant. The expression of rotens was confirmed by immunobloting and the expresed C1r proteins were purifed using nickelaffinity chromatography, Resuls: Clrb an sion in TEC was upregulated by TNFor+IFNy treatment in vitro. Elimination of either Clr-b or Clr-f alone in TEC did not increase

NK mediated killing. However. ilencing of both Clr-b and CI-T expresion resulted in increased NK Killing of TEC (n—3. p Conclusions: Ou data support hat NKRP1-CIf binding is an important mhibitry pathvay in NK mediated kidney injury. AS no urrent drigs target NK calls effectively, CIr-b/Clr- proteins may represent a
novel strategy to inhibit NK-mediated injury of kidneys in IRI and post-transplant. Indeed, plant-expressed CIr proteins may represent a class of NK directed therapeutics to protect organs from diverse forms of NK mediated inflammation and cyiotoxicity.
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Abstract Body: Background: Ischemia reperfusion injury (UR) s the major cause of primary erat dysfunction (PGD) after ung tansplantation. R and PGD feture endothelialalvolar epithlial damage, ung edema and inflammtion. Edema esorpton then depends on th restoration of alveolar epithlial inegrity and the abily
of alveolar cells to reabsorb Na+ (through ENaC channels) and fluid. We hypothesized that alveolar epithelial damage, and repair, are critical in PGD pathophysiology, and resolution. Therefore, our aim is to identify novel biomarkers and therapeutic targets associated with R using cellular and animal models as well as hum:

Samples from lung transplants. Methode: The impact oF  prolocol Timicking hypothermic ischemia 4nd reperfusion was Trst csied on primary rat alscolaf epthelial cel cultures. Then, an inflammatory siress was induced by LPS in a porcinc model of Rehemiaiex-vivo reperfusion. Finally. hung biopsics rom the donor grafs were
collected during lung transplantations and the PGD score within the recipients were then determined. Results: In primary cell cultures, we showed altered ENaC and tight junction protein (ZO-1) expression following the /R mimicking protocol. A decline in transepithelial resistance and reduced alveolar wound repair rates were also
observed. Treatment with a KvLQT1 K-+ channel activator (R-L3) accelerated the repair rates and enhanced barrier integrity (ZO-1 staining) and ENaC protein expression. In the porcine model, alveolar damage, lung edema, exacerbated inflammatory response and decreased ENaC expression were observed. Preliminary data from
lung transplant samples indicated an inflammatory response and decreased ENaC and ZO-1 expression in the donor graft among patients subsequently developing a PGD. Conclusion: Our data support the hypothesis of alveolar epithelial dysfunction after IR injury. We will now investigate a potential correlation between levels of
inflammatory molecules and epithelial damage markers in bronchoalveolar lavages and blood samples (at different time-points) from lung transplants with various PGD scores.
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Abstract Body: BACKGROUND: Precision n alclic defnmun i iical for ccurate epitope imputation ithin  natonal plet-matehng program The dtaled QC performance program reported here confims that Next-Generation Sequencing (NGS) can generste high-esoluton genotypes with a minimal and predictable error

rate. Mi Senotyping by Holotype HLA NGS Assay v3 (Omixon, Budapest) for all 11 classical HLA genes (A, B, C, DRB1/3/4/5, DQA1/BI, DPA1/BI) was performed. Confirmatory testing for QC purposes was performed using LABType rt 0SSP prim

l,echnologlcs (Onc Lambda. California) 6 verify accuracy. RESULTS: 1034 samples were sequénced n 48 funs, averaging at 22 samplesirun. Giided by our priof QC program: confirmatory tasting of 1 or mote gencs was performed in 86 samples (8.2%) comprising 4 total o4 soemed o (lmagel) Of the Toci etened, 46 tests
9%) arose from a queried drop-out, and 10 verified 4 true drop-out: an allele present but not detected by NGS (Image2). These were DQB1*03:01, DQB1¥03:02, and DRB4*01:01, and dropped out only when the gene was heterozygous for another allele; likely due to PCR amplification bias. 24.4% of retested loci were due to

quemonable QC metrics, such as low coverage, which was commonly seen in intron 2 of DRBI/3 which is rich in homopolymers. As a troubleshooting measure, increasing the number of reads used in analysis improved some low coverage, low read count, and Phasing issue wamings. In ‘comparison to the previous version of the kit

(v2) there have been significant decreases in confirmatory testing. Dropout testing decreased to 4.2%, QC metric testing to 2.0%, and the detection of true dropouts to 0.9%. CONCLUSION: Advances in NGS chemistry enabled an important increase in precision and reliability with a reduction in drop-outs and improvement in QC

mettics, NGS is » simple, relable, and prefecred tochnology to produce high resetotion HLA genotypes for cplet matching.
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PROGNOSTIC IMPLICATIONS OF HEMOGLOBIN IN ADULT AMBULATORY HEART FAILURE PATIENTS: A SYSTEMATIC REVIEW AND META-ANALYSIS
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Abstract Body: BACKGROUND Aneia s 8 common manifestation of heat fuilure (HF), and hemoglobin level have been previously impliated with reater ik of mortaity in the growing HF population. This systmati revew and meta-analyss ims to investigatethe prognostc bily of hemoglobin i predictingallcause
mortality in adult ambulatory HF patients. METHODS In n, search was conducted utilizing Embase, Medline, Cochrane, CINAHL and Pubmed through October 2018 to search for studies evaluating the association between hemoglobin and all-cause mortality in ambulatory HF
patients using multivariable analysis. Two independent reviewers complclcd Sereeting, data JR ity appraieel, Study quality was asecssed in duplicates with Qualty of Prognostic Studics, A random-elTects model was cmployed fo meta-analyse study results. Subaroup analyses were decided a priori to investigae sources
of heterogeneity. RESULTS From a total of 241, 737 citations, 59 studies were included in the final analysis. Forty-one studies evaluated serum hemoglobin as a continuous predictor: a Ig/dL decrease in hemoglobin was associated with 10% increase in mortality (HR1.10, 95%CI 1.08-1.12, 12 = 86%). Eighteen studies evalua
hemoglobin as a categorical predictor defined by < I 2g/dL in women and < 1 3g/dL in men. Hemnglobm levels below the cut-off were associated with 44% increase in mortality (HR1.44; 95%CI 1.30-1.60, I2 = 57%). This effect was accentuated in studies mcludmg older population and higher proportion of females. Age ﬂnd sex
accounted for 63.85% of heterogeneity (p=0.0312). Ischemic cardiomyopathy, renal function, cjection fraction, diabetes, New Yorl ‘Association. and risk of bias did not explain the heterogencity across studies. CONCLUSION In this study, deereased hemoglobin levels are associated with higher risk of mortality in adult
ambulatory HF patients, with higher impact in older and female patients. Predictors of mortality in HF are critical to guide treatment plans and should be evaluated in clinical assessments.
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Abstract Body: Background: Multiple living donor candidates often come forward to donate a kidney to the same recipient. To manage resources and to avoid unnecessary evaluations, some living donor programs choose to evaluate only one candidate at a time. Methods: We modeled 2 to 4 candidates coming forward at the same
time t0 be evaluated as kidney donors for one recipient, assuming that at least one candidate would donate if they completed their evaluation. We modeled competing events to living donor transplantation, including recipient death or receipt of a deceased-donor kidney transplant (some patients remain on the deceased donor waiing
despit having  iving donorcandidate). We cxamined socatios whe th intended recipient w rceiving malntcnance dialyss at th tat of donor candidate cvaluation o potentialy pre-cmptive, We usod a Markov model witha(ftime Horizon from the perspectve o the primary paye. Resalts: Undorallscenaios, cvaluating
multiple candidates simultaneously dominated sequential evaluations (greater healthcare cost savings and higher recipient quality-adjusted life years gained). This was due to a shorter total period to evaluate donor candidates prior to transplantation, translating into more living kidney donor transplants, less time on dialysis, and more
pre-emptive transplants. Results were most sensitive to the living donor evaluation time, the cost of dialysis, the cost savings duc to transplantation, and the pmbﬂblhly of starting dialysis (if the recipient was potentially pre-emptive at the outset). Conclusion: Living donor programs should consider evaluating multiple candidates
simultancously when they come forward for the same recipient at the same time.

Abstract Image 1: http:/amz.xedsystem.com/F4900C6D-F7D9-BOB1-BD8SF460BTDABICT abstract_File12572/46_Abstractimagel 0520092436.pdf
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Abstract Body: Background: The ivin kiduey donor evaluation process i not donor-entrc. I can exceed 10 months, which places undue stress on door canidates and thei intended reipients. During his ine, unintended adverse consequences can ris,including tecpient lnss o death To improve th efficeny of the living
donor evaluation process across the country, we need to establish key metrics for quality improvement. Methods: We conducted a modified-Delphi study, engaging patients, healthea and healthcas across Canada. Using the literature and conversations with stakeholders, we identified a
lst of poental quality indicatorsthat can b useto messure the ffcincy of theliving kidhy donor valuation proces. Particpants were asked to at the importance of 12 dcﬁmllons, 13 process indicators. and 10 ouicome ndicators on & O-paint Likert scale through an anline survey (REDCap). Agrecment was measured using the
RAI odology. Further clarifications were discussed at an in-person meeting in May 2019. Results: A total 129 participants were invited to participate in the survey. Among these, 77 (60%) responded. Most participants identified as white/Caucasian (80%) and female (6%). Participants resided or received care across the
country, with representation from every province. About half (N-42, 55%) identified as patients, the majority of whom were living donors (79%). Thirty-six percent of part Cipants ideniifed as healtheare professionls (N-27). We achicved agreement on most defintions and qually indicators, lthough analysi is on-going. Despite
agreement on several indicators, participants provided comments that were useful to clarify, re-word. or add new indicators. Four additional process indicators were identified. Discussion: To promote buy-in across transplant programs, it is essential that we achieve consensus on quality indicators that can be used to compare the
performance across the country. Next steps will focus on presenting the final list of indicaiors and discuss their feasibility (e.g. additional data collection).
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Abstract Body: Introduction HLA cplets (polymorphic amino acd rsiducs on HLA molecules)detemine th spesfity of HLLA antibodiesthat fom after non-scf HLA,exposure. Donorecipint eplet mismatches n solid organ transplant contbuteto adverse graftoutcomes, Not all eplets however may be cqually immunogenie. In
study, in waitlisted p iney transplant patients, we sought to examine the frequency of eplets driving observed HLA antibody patterns, and determine their immunogenicity. Methods HLA matchmaker was used to determine the most likely eplets driving observed antibody patterns. An MFI cutoff of 500

was used for inclusion in analysis. Patients were cxcluded if typing information was not complete (n—41). Eple frequency was defined as the number of patiens with a given cpitope ideniified. ivided by the total umber of patents. To caleulate the frequency ofanigens camying any givn cplet inthe popultion we used the Canadian
CPRA calculator jsp. score was defined a eplt frequency ivided by thesum of frequency ofantigens carying the epit . Results 438 patients were included inthe cobort (228 male (529%)). Mean GPRA level was 63% (SD 37%) . We identifed 155 unique eplets
contributing to antibody formation, from which 1mmunogemcuy scores were calculated. The five most Ammunogemc class 1 and class 2 éplets are shown below Eplet Immunogenicity Soore Cormesponding HIA antigens Eplet frequency in antibody fnrmnl ion Eplet frequency in general pcpulauon 62GRN 1.853 BS7, B8 0.171 0.092
17RS 1.592 A30 0.087 0.055 76ESI 1.319 A25, A32 0.119 0.090 71SA 1.211 BS7, BSS, BIS 0.1120.092 62LQ 1191 A29, A43 0.096 0.081 7553 3.998 DQA*2 0.980 0.245 SSRL3 0.726 DQBI1*4 0.053 0.0723 16Y 0.638 DRBI*08 DRBI*120.075 0.118 S7DE 0.634 DRBI*11 0.114  0.180 25Q3 0.475 DRBI*7 0.116 0.245
Conclusions These ten eplets appeared to drive antibodies more commonly than other class 1 and class 2 eplets. These represent candidates for further study regarding potential biological reasons for immunogenicity, and any differential impact of mismatch at these eplets on transplant outcome.
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Abstract Body: BACKGROUND: The cliniel elevance ofichermieperfusioninjury (IRI) in the context of organ transplantation is wel-stabished. IRI s assosiaed with various forms of programmed cll death (PCD),of which necroptosi s p form of PCD that

promotes alloimmunity and adversely affects allograft viability and function. We have recently shown the role of cyclophilin D (CypD), a critical mediator of mitochondrial permeability transition pore (mPTP) formation, in microvaseular endothelial cell MVEC) T necropmels o this stady, we invcstigate the role of "CypD in mitigating
IRI-induced MVEC necroptosis and the subsequent alloimmune response in a clinically relevant scenario of heart transplantation. - METHODS: To model ischemic insult in vitro, MVECS were exposed to hypoxia in glucose-free medium. To model the reperfusion event, MVECs were then transferred to a normoxic incubator in cell
culture mediuun. Cell death was montored by live-cell imaging and How cytometry. P n vivo studies CS7BLIS heart grafts weresubjected t0 old ischernia storage befoe ransplantationinto BALB/o mice. Histopathological grading of IR and allogratrejecion was done by a pathologist. RESULTS: Our daa indicate tt
inhibition of caspases during hypoxia decreases apoptosis but increases necroptosis and that inhibition of CypD attenuates hyp ducing factor (AIF) silencing also attenuates hyp d necroptosis. O studies indicate that mPTP formation facilitates AIF
translocation following IRI. Our in vivo studics confirm that CypD deficiency in ischemia-treated donor heart grafts mitigates IRl and allograft rejection (n=8, p=0.008). CONCLUSION: Our studics indicate that regulation of mitochondrial permeability via CypD inhibition following transplantation substantially attenuates necroptosis

and the subsequent alloimmune response. Our data also suggest that AIF may be the downstream effector molecule that executes IRI induced necroptosis. As such, targeting mitochondrial permeability may be a plausible approach in formulating therapeutic strategies aimed at reducing IRT induced PCD associated with organ
transplantation.
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Abstract Body: Background: Lung transplantation is the only lherapeum option for ptients with a terminal lung condiion associated with cysic fibross (CF).idiopathic plmonary fbrosis (PF/IPF) cron abstructive pulmonary disease (COPD), arterial pulmenary (APH) or (EMP). U survival
rates at 5-yrs afier transplantation (63%) remains too low. Primary graft dysfunction (PGD) s the first cause of death in the perioperative period and is associated with acute respiratory distress syndrome (ARDS), higher risk of lung infection, chronic rejection and lower survival rates. We hypothesived that alveolar epithelial
dysanction in the donor graf and then In the recipient i a critical component of PGD pathophysiology. Our gl i to dentity novel biomarkers associated with epithelil dysfunction in the donors araft and PGID development in the recipiént. Mcthods: We collceted the linical data from 100 donors and ther recipients as well as
blood,bronchoalvcola avages (BAL) and lung isses fom the donors and the recipentsat difernt ime poin.i.. before, during and afler lung transplan (in the perioperative perod a the ICU and follow-up visits at the transplanton clini). The levels of . alveolar and ‘markers were

then determined. Results: Among the recruited 100 lung transplants (including 53 CF, 25 PF/IPF, 9 COPD, 5 APH, 5 EMP), 39% developed a PGD (score 2 or 3). We noted elevated inflammatory cytokine levels in the BAL post-graft reperfusion in lung recipients with PGD. Similarly, histological analysis of lung biopsies rom the
donor graft showed alveolar inflammatory infilration and epithelal damage. Tmmunoiluorescence siaining on these lung sctions a5 well as solated alveolar celsalso revealed reduced expression of integrity (ZO-1 protcin) and functionslity (ENaC.channeh markers, Conelusion: This study provides novel insights on cpithelial
dysfunction within donor’s graft associated with PGD development and pave the way for the identification of novel biomarkers.
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Abstract Body: Background: Transplant-TAVIE i a Wot-based tailoed virtual nursing inervention developed to promote adherence t immunosuppressive medicaion and o support sefmanagement among kidney tansplant recipients (KTRs). Fllowing the evaluaion of the feasibility and pr

effeacy, the aim i to implement TrnsplantTAVIE in a real healthcare seting - the kidney transplant clinic at the CHUM. —and to evaluate the outcomes. Consuliation sessions were held to ake mio consderation stakeholders” needs and expertise e omsltion sesioms bosed o comnorsituction metnod and

design thinking approach, wereGondusted to idntify the inteventions tengths and enincnsearthe barmersand faclators.and the dopion and implementaton srategie. Intoal, 12 prtieipants atended the sesions e st e mprcscnlxu\'e ofihe sekehaiders valved i e project (paucnls‘ nurses, physcians,
. social workers, The SWOT analysis technique was used to structure the discussions. Two research assistants took notes during the sessions. Results: The consultation sessions provided essential information about participants’ particular clinical context and hel

implantation strategy that takes into oo e reality of the transplant clinic. They identified new KTRs and young KTRs as target populations. Based on the needs of the stakeholders, our findings stressed the importance of having a communication plan, providing training to the healthcare professionals invalved. and tngaging
patient partners before and during the implementation process o support the implementation strategics. Conclusion: Transplant-TAVIE is a personalized and accessible aid to help KTRs manage their immunosuppressive medication and associated adverse effects. The results of our consultation will allow us to implement our
Fervetion in 2 sppropriate mimmer or the Gfferent stakcholders The implemmentation study will docurcatthe indicators for implementing, anchoring and infograting this new intervenfion ag well as indioators of use and efectivenss among KTRs.
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Abstract Body: Background: In Quebec, medical assistance in dying (MAID), in the form of euthanasia by physician-administered injection, has been available since December 2015. This change in the end-of-life context has given rise to the possibility that patients requesting MAID could also donate organs through a controlled
donation after cardiocirculatory death (cDCD) protocol. In 2018, 15 persons donated their organs after MAID in Quebec, accounting for almost 10% of all donors. This new type of donation raises new ethical questions. The objective of this study is to gather healthcare professionals’ (HCPs) perspectives on ethical issues related to
MAID and organ donation. Methods: Twenty-two HCPs involved in organ donation or MAID (nurses, intensivists, MAID provider) in Quebec took part in semi-directed interviews between November 2016 and February 2018, during which they had to comment on clinical vignettes and answer open-ended questions. The content of
the interviews was analyzed using thematic content analysis. Results: HCPs who participated in this study supported organ donation after MAID because it is a way to respect the person’s autonomy at the end of life. Potential pressures to choose MAID for organ donation, the complex assessment of the motivations for choosing
MAID and organ donation. the type of information to provide to potential donors and the public perception of MAID and organ donation were the principal ethical issues indicated by the participants. Although they identified different challenges associated with MAID and organ donation, all but one were willing to participate in
situations of MAID and organ donation. Conclusion: This is the first study looking at the HCPS” perspectives on ethical issues related to organ donation and MAID. The results highlighted a knowledge gap regarding the donor’s motivation and the decision-making process. Further studies are needed to understand them and develop
tools to support potential donors and families.
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Abstract Body: Background:Preemptive living donor kidney transplantation, has several advantages over transplantation after dialysis initiation including improved patient survival and reduced healthcare costs. The St. Joseph’s Healthcare Hamilton transplant program performs approximately 30 living donor kidney transplants each
year, however only 20% of are preemptive. When trying to improve complex healthcare problems such as this, an in-depth root cause analysis can be conducted to fully understand program-related barriers. Methods:We conducted a retrospective observational study of random sample of 50 living donor kidney transplants in our
Drogran that were performed betwecn Janiary 1. 2017 and Sepiember 30, 2018, Root Causc Analysis (RCA) provided methodology for this study. Resuls: OF the 50 rcipients, only 11 (22%) achieved a precmpiiv ransplant. The majority of those who achieved a preempiive ransplant were referred with & GFR = 1 (64).

Sixtoen rcipients (32%) were aleady on dialysis a the i of efera. Of the remaining 23(46%) who were referred precmptivly, Major rootcauses were identiied, 18 (78%) had a GER les than 15 at the time of eferal, 12 (37.5%) had medical ssucsresuling indelayed clarance for ransplan, 9 (28%) participatedin the

Kidney Paired-Exchange program and 8 (25%) required evaluation of multiple | nors before an eligible donor was found. On further analysis of the durations for assessment milestones, it was found that the median time from recipient referral to clearance was just over 13 months. It was also found that the median time from
donor contact to clearance was nearly 8 months. Both of these were longer than ideal. Conclusion: Our analysis demonstrates that the timing of recipient referral is a significant cause of failing to achieve preemptive kidney transplantation. Additional studies with further investigation of referral practices and modality education as well
as causes for delays during the assessment process are needed.
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Abstract Body: Background: Mobile health (mhealth) apps can improve medication nonadherence. Few studies have reported the uptake of mhealth apps in kidney transplant (KTx) recipients. This interim analysis examines the acceptability and feasibility of using a mHealth app in KTx recipients. Methods: This prospective cohort
study included primary KTx recipients over a 7-month period between 2018 and 2019. Patients were excluded if they could not read or speak English, did not own a smartphone, required compliance packing for transplant medications or had previous organ transplants. Patient-reported medication adherence was evaluated

using BAASIS and usability of the Medisafe app was evaluated using the System Utility Scale (SUS). Results: 75 patients received kidney transplants during the study period. 39 patients met the inclusion criteria and 27 patients provided consent (recruitment rate = 69% (27/39). Figure 1). The proportion of patients who owned a
smartphone was similar to the reported Canadian average (79%). Screen failure due to patient inexperience with smartphone usage for mHealth uptake was an important contributor to our low retention rate (48%). Screen failure patients and patients without a smartphone were similar in age (p=0.79) (Figure 2). Patients that regularly
used a smartphone were younger than patients who did not own a smartphone (p=0.0045). Among the 5 patients who discontinued the app during the study period, those who required a change to compliance packaging were older compared to patients who requested to di because they felt with their

without app reminders. All patients who completed the SUS found the app to be easy to use. Conclusion: We found age to be a determinant in the uptake of mHealth apps in KTx recipients. This data may assist with sample size estimation for trials involving the i of mHealth apps.
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Abstract Body: Background: Intraopertive maniol and furosemnid have been used s e radial scavengers and diureics o it carly rena] | allograft function. As the evidence of any efficacy of these agens are limited, we sought to characterize the use ofintraoperative diuretcs among transplant sugeons. Methods: An
onymous online survey of all Canadian surgeor idney transplants as well as a select number of U.S. transplant surgeor d. Questions were related to the use and indications for mannitol and furosemide. Responses were collected and analyzed as counts and percentage of respond are analysis

asscated the relationship of demographic factors and survey mspcnses Remui: The esponse e was 0% (v-35). Eighty cight pereant ch:spcndcnls reporied performing - 50 transplants/year, with 8% ellowship traincd. and 67% cartently training fellows. Only 24% belcve mannitol reduces delayed erat funcllon yet 3%

routinely give manitol. Only 127% belive furosemide reduces delayed gratfunction,yot $3% reprt s routine use. Of routing dursic users, 58% of respondentsreport giving both manitoland furosemide routinely (33% overallreport iving both. The most common rtiona for the use of mannito ws to induce diresis (34%); 37

Toport aing mannitol based on trainingdogma. A similar ationale for frosemide was obseveds 5756 use or diursi, with 23% reporing s based on dogna, There was o elationship betwen fellowship raining,case volue, o teachin satuson he use of ny agent Seventy onc percent reported the necd and inter
paricipating in randomized trisl valuating the ulity of uretics. C diuretics tlization and raicnal varies amongst surgeons. A substantial number of Surgeons use these mecications based on “dogma” alone. A randomized il s justficd to bettr clay the role of inffaoperative durctics
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Abstract Body: Background: PROP is a preference-based health state summary score within the Patient-R d-Outcomes ion System (PROMIS). It could poentialy be used in costeffetiveness anlyses. We assessed the validity of PROPr among patients with end stage kidney disease (ESKD) using
EQSDSL and SF6D as “legacy” instruments. Methods: A cross-sectional sample of adults on dialysis and KTR (kidney transplant recipients) completed questionnaires including PROMISS7 (7 domains: anxiety, depression, fatigue, ph and ability o participate in Social-roles). Patent
Heslth Questionnaire-, Edmonton Symptom Assessment Scle-revised, Kidney Discase Quality of Life-36 (KDQOL36), and EQSDSL. SF6D was generated from the SF 12 (part o KDQOL36). PROPr s estimaed from BROMISS ] dommai seoree, TRODr e Tangc from 0022 (all-worst ) o 1.0 (Hll health). Known-group
comparisons were evaluated using age and sex-stratified median scores and calculating “clinical condition impacts”, that is the coefficient for  health condition when summary score was regressed on age, gender, and a single health condition. Convergent validity was assessed with Pearson correlation. Results: Mean ([Stan

deviation] SD) age of the 318 participants was 57 (17) years, 57% were male and 51% Caucasian. Median ([Interquartile range] IQR) scores were 0.38 (0.22-0.61), 0.71 (0.58- 86) and 0.85 (0.67-0.91) fort PROPr, SF6D and EQSDSL, respectively. PROPr and SF6D scores were less subject to ceiling-effects compared to EQSDSL The

age and sex adjusted condition impact was larger for PROP for all conditions tested compared to the other two scores. Condition impact for PROPr was: kidney transplant recipients (KTR) vs. dialysis (-0.21, P < 0001), low vs. high comorbidity (-0.10, P < 0.001), and low vs. high depression (-0.31, P < 0.001) (figure. 1). Strong
correlations were observed between PROPr and EQSDSL (tho=0.67) and SF6D (rho=0.74). Conclusions: These results support the validity of PROPr among patients with ESKD. Moreover, PROPr may be more sensitive to differences in health states compared to other preference-based measures.
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Abstract Body: Background: Since 2010, allocation of deceased donor organs in Ontario has been supported by an on-call group of transplant-support physicians (TSP) advising about donor and organ eligibility such as infection and cancer risk, unique and additive co-morbidities, and logistics. These calls are brief (< § minutes) and
usually singular, Cases that are not ruled out during these calls then proceed to individual organ offers to the six transplant programs in Ontario. Methods: We reviewed all referrals to the provincial resource center with complete data on TSP involvement for fiscal years 2015-18. Results: During the study period, there were a total of
17285 donor referal and 2.399 (149 ofthe tequired TSP consult. When the TSP was consultd,teforred donors were rled out n 613 (269 ases, The remaining cascs with TSP consals (1786, 74%) hadtheir organs ofered to programs,and 737 (41%) ofthese had t lastonc of their organs ransplanted. In comparson,for
the 14,886 (86%) donor referrals not involving the TSP, 11,372 (76%) were ruled out, while 3,514 (24%) had their organs offered to programs. Of these, 226 (6%) had at least one of their organs transpianted. Conclusion: In summary, the number of donors being referred and offered to programs is increasing annually necessitating a
change to the conventional model of calling each program dircctly with offers. The TSP model active in Ontario provides support in 14% of all donor referrals. A quarter of these can be excluded immediately resulting in improved efficiency in both the allocation system (by avoiding unnccessary calls to programs) and the donation
process (by avoiding unnecessary delays). This also results in improved end of life care for the referred donors.
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Abstract Body: Excrcise hs been shown o improve symptoms, fnction, and mentalhealth. Despit the fat that medical guidelings recommend regula hysical acivty for persons ivingwith renal discase, many people strugel o i this ino theilfestyle. Hospital-afflnted gtoup exercise rograunsforautpatentscan potentlly
reduce fears and increase exercise self-efficacy. This study investigated the effects of a 3-month supervised Renal Nordic walking (NW) program on the fitness and quality of life of renal outpatients. Thirty participants, aged 45-84 were randomized to NW (n=15) or non-NW (n=15) groups. The NW group was offered 2
Sapervised NW scisions per weck: the non-NW group contimuca ther own acivitics. No blnding of Iiervention o auicome assessment was possible. Ouicome messarcments a baseline and 3-month included weight, handgip strongth (HGS). 30-5¢e sit-to-stand st 6-niin walk test (MWT): and Kidney Discasc and Quality of
Life questionnaire (KDQOL-36). Daily steps were recorded using Fitbit Flex2 tracker during the 3-month study. Using the intention-to-treat principle, changes in outcomes for each participant from baseline to 3-months were calculated and median changes between NW and non-NW group were tested with a Brown-Mood median
test. Participants included renal transplant [n=10], pre-dialysis [n=14], hemodialysis [n=3], and peritoneal dialysis [n=3]. Two participants in the non-NW group were lost to follow-up and missing data was minimal. The NW group appeared less healthy compared to the non-NW group at baseline. Hnwever. the NW group
had greater improvements in KDQOL-36 (Effect of kidney discase: p=0.021), 6MWT distance (41.5m), and HGS (1.1kg) at 3-month. A 14.0 ~30.5m improvement in 6MWT is considered important, which was achieved in the NW group. Although a larger number of participants are needed to confirm these findings more
confidently, these encouraging results indicate that a group-based supervised Renal NW program may provide benetits i e patients as part of thte it care
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Abstract Body: Background: Better understanding the decline in kidney function after live donor nephrectomy and how this differs by donor characteristics can inform counselling, selection, and follow-up care. Methods: We conducted a retrospective matched cohort study of living kidney donors in Alberta, Canada between 2002
and 2016 using inked heathcare acminisrtive databases. We mathed 604 donors o 214 heathy non-donotsfrom the general population bascd on ag, sx,year of obort enty. urban rsidence,and stimated glomerular flation ate (¢GFR) befote cobort cnty (nephrectomy da for donors nd randomiy assgned date for
non-donors), The primary outcone was ta of <GFR change over i (modian folow-yp 7 years, maximu 15 yers). Resuls The median age was 43 yars, 64% were women, and the bascine (predonstion) cGFR was 100 inL/min/1.73 m2. Overallfrom 6 wecks omwards, the ¢GFR incressd by +0.35 mL/min/1.73 m2 pr year
(555% CI.+0.21 10 +0.48) in donors and decreased by -0.85 mLmin/1 75 m2 per year (9556 C1 0,94 (0 -0.75) i non-donors (p < 0-001). The change in ¢GFR between 6 weeks (02 years, 3 to 5 years, and =5 years onwards in donors was +1.06, +0.64, nd .06 mLimin/|-73 m2 per year,respectively. The change in eGER over time in
onors varied by sex. percent declingin cGFR within the firs 6 wecks, and CGFR catégory at 1 year, but not by age calcgory at donation, predonation hypertension, of predonation cGFR category. Conclusion: The function in the rémaining kidney of  lving donor niialy increases by | mLimin/1. 75 m2 per ycar due o
hyperfiltration; however, this begins to platcau by S years postdonation. In contrast, non-donors experience a sieady age-related decline of ~I mL/min/1.73 m2 per year.
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Abstract Body: Introduction Since it inception the Kidney Paired Donation pogram (KPD) has helped expand he living donor pool, The Canadian KPD has ulized a travellng doror model (TDM) but s now explorng a transiion to  Kidney Shipment Model (KSM). A hybrid system using bottthese madels could ead to an
mprovement in donation numbers. To help wit this ransion w set out o exanie felingsand petceptions of the traveling donor with the goal o opimize the donor experince and o acltate  smoothtansition to a hybrid model Methods Following REB approval,an anonymous elephone survey was conducted o

onors that our program was involved in ther workup. - Qucstions werc open and elose ended, including an agrecment o based on a five-point Liker scale. Questions focused on the donor expericnce during theit work-up. during travel, and then post.operatively. Each interviewee was e asked 10 Hist and rank the main Stessors

during he entire donation experience. Results The majority of donors di ot peroeive ravelling t donaie a3 & ital ofthe donation process(712%), However, some travel reated factors were sceh a5 drawbacks o the Conadion KPID progea, such as lack of complére reimburscmaent(7 196) and the steess of tavel expenses(19%). Time

to complete donation workup was also a common concern amongst donors(31%), although the vast majority(96%) of donors surveyed were pleased with the team who performed their initial work-up. All donors surveyed reported overall satisfaction with the donation process and would recommend it to others. One ¢

respondents stated they would have chosen KSM if given the option. Conclusion The results of this study underline numerous important barriers inherent to the TDM model as they are perceived by kidney donors. Identifying these barriers is the first step to improving the overall donor experience with potential bemafits for the ntire
KPD program.
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Abstract Body: Background: Sensiization to HLA antigens limits patint's access to renal ransplatation and causes higherrisk of acu rfection and graftlss. T-cell mediators, B-cels and donor-specific antbodics play citical ol i allogratreection and inury. T-cell eceptor (TCR) sgaling is essenial for actvation and
function of T-cell and the structural features of TCR are critical for alloantigen recognition and response. Here we sought to characterize TCR repertoire in highly sensitized patients (HSP) and non-sensitized patients (NSP). Methods: CD4+ cells from HSP and NSP (=4 cach) were used for analysis of bascline TCR repertoire.
One-way MLR was performod by culturing CFSE labeled PBMC with imadinted antgen prescntingcelscarying allocactive HLA antigens for 14 days and aloantigen reactive CD4+ cels (CFSElow) were cllcted. RACE multlpl:x ’PCR amplifcation and high-throughpit sequencing weré performed (o profile TCR reperioires
from both unstimulated and alloreactive CD4+ cells. Resul repertoires of CD4+ cells showed more clonotype similarity amongst HSP timulation with alloantigen leads to expansion of several unique and shared alloreactive TCR clones in both HSP and NSP and they exhibited similar clonality, diversity and
similarity. However, the total frequency of shared alloreactive TCR clones was higher in s the HSP than those of NSP. The complementarity determining region-5 of TCR from both unstimulated and stimulated (CFSEl) CD4+ cells in HSP display a biased sage of V/J genes and significantly different amino acid physiochemical
propertics including amino-acid longth, harge and polarity. These feaurcs determine the antgen binding: specificity and affinity of TCR Suggcsting distinel TCR repertoire in HSP. Conelusion: Here, we characterized the unstimulated and alloantigen reactive TCR repertoires in HSP. which are distinguishable from with NSP. These
results support further exploration of TCR repertoire to develop tools to predict antigen specificity of TCR and target alloreactive T-cells.
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Figure 1. Similarity of clonotypes between unstimulated
CD4+ cells of HSP and NSP using Mann-Whitney test
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Abstract Body; Background: Few scoring toos like idney donor risk index (DRI exist that ey only on pretransplant metrics and are used during kidney evaluation, but have por.predicton accuracy. Novel pretransplant biomarkers ar required to predit ecipients at sk of graft dysfunction that may allow optimal donor organ
regs are valuable as an immune marker for delayed graft function (DGF) and acute kidney injury (:

outcomes. Methods: A cohort 176 deoeased donor Kidney transpion reciients were prospectivly Toflowed for outcomes including DGF (n=18: recipients requiring dialysis witin 7 days postransplantaron), iow graft function (SGF r=34; rocipcnts with  desresse in 24-hr scrum cretining by les than 20%) AKI (DGFISGF.

1-12), ejction within $y1s (i=19) and raf loss within Syrs CDI!

allocation. We had shown that pretransplant recipicnt TNF]

1=52), biopsy proven acute rejection within 6 months (

ere collected

measured by flow cytometry. The recipient, donor and organ
r and recipient variables likes KDRI,
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Figure 1. Patients with IoW circulating TNFR+ Treg have poor
transplant outcomes A) AKI; B) AR-6 months; C) Rejection-5 years; D)

Graft Loss- Syears.
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. Here, we used multiple donor and recipient metrics along with pretransplant TNFR2+Tregs to develop prediction models for various carly and late renal transplant

) post-transplantation. All recipients received ATG,
1 rogression and receiver operating characteristic curve analyses were perfnrmed on

cold ischemic fime. senstzation. T-¢lfector cels T-hlper celte, aong with DTS TNFR21 Treg cells were uilized 0 create logistc rearession models o prediet AKT (AUC-47), BPA
pretransplant TNER+ Tregs for predicting transplant outcomce, Conelusions: Recipient’s immuat status s ideniificd by % functional Tregs (TNFG+) i useful to mare accurately predict both short. and long.term preR outcomes. This concept needs fo be valldated n a larger multi-tenter prospective study.

s the aceuracy of predictive models. Results: Recipients with higher TNFR2+Treg< v bever graft function. Multiple
7). BPAR (A and graft loss-5yrs (AUC=86) suggesting importance of
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Abstract Body: Background: Transplantation is invariably associated with acute allograft injury caused by ischemia reperfusion injury (IRT). This injury causes cells of the allograft to undergo various forms of programmed cell death including apoptosis and necroptosis. During programmed cell death, immunogenic molecules are

released from cells one of which is cell-free DNA (¢fDNA). We hypothesize that cfDNA is relcased by microvascular endothelial cells (MVECS) during programmed cell death of IRT and that ¢fDNA acts as both a biomarker for cellular injury as well as a biologically active molecule capable of amplifying inflammation and organ

injury. Methods: MVECS were subjected to various reagens to induce necroptosis and apoptosis in viro followed by GfDNA isoltion and quantifiation. A mouse mode was used to haractrize fDNA relesse during IR, NK cell were subjctedto fDNA in arder o deermin s bilogical ativiy. Results: Our reslts indicte that
CfDNA is released by MVECs under both apoptotic and necroptotic conditions in vitro, as well as during IR in an in vivo mouse model. We have also shown that cfDNA release is ameliorated by blocking necroptosis in vivo with the use of RIPK3-/-mice that are incapable of undergoing necroptosis. Lastly, we have shown that

CfDNA is capable of activating immune cells, showing that NK cell activation markers are upregulated when purificd NK cals are Subjected o ¢fONA in vitfo. Conclusion: Our results indicate that (TDNA is  potential biomarker of allograft injury in a renal transplant setting. Donor-derived cfDNA from blood or urine may give
risc to novel non-invasive tests to diagnose graft damage. ofDNA also appears to exacerbate inflammation by activating immune cells {o produce pro-inflammatory cytokines which further escalates inflammation. It may be prudent to inhibit the relcase of ¢fDNA in a transplant scenario, a goal our lab is currently working towards.
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Abstract Body: Background: Kidney transplant recipients (KTR) may be at increased risk for deep vein thrombosis following transplantation and other hospitalizations. Existing reports show a 4.6 to 12.5% incidence in KTR within I-year of transplant. Since vascular complications such as DVT may decrease patient and graft
survival, we investigated the incidence, risk factors, treatments, and outcomes of early DVT among KTR. Methods: A retrospective single-centre cohort study was conducted among adult KTR from January 1, 2005 to December 31, 2016, with follow-up until December 31, 2017. DVT within 3 months post-transplant (early DVT) was
diagnosed using appropriate imaging studics (doppler ultrasound, CT. or venogram). Time-to-DVT was assessed using the Kaplan-Meier method. Cox proportional hazard and lincar regression models were used to analyze risk factors and outcomes (graft failure, death, hospital readmission) of DVT. Results: There were 71 carly DVT
events among 1667 KTR, with o cumultive incidetoe of 3% ot &-months posttrnsplant. Most DV events were ocated it lwer imbsand nockichest (=20 cach). Fifty-teo (74.7%) DV were only trested modically, 3 (4.23%) only procedurally, and 1 (15.5%) ot reated. Rcipients of Whitorace (HR 1.84

12])), or expanded criteria donors (HR 2.13 [95%Cl:1.05,4.32]) had a higher risk for carly DVT. Peri-transplant DVT prophylaxis was not associated with early DVT (p=0.41). Early DVT was not associated with reduced graft function (p=0.39), death (p=0.72), or first hospital readmission (p=0.20) but the risk for graft

Riture v clevted (HR 2.06 [95%C1:0.97.4. 33]) Twelve u 6.9%) and 11 (15.5%) patients then developed a second DVT and a pulmonary embolism within 1-year posi-transplant, respectively. Conclusion: The incidence of early DVT s comparable to existing literature. Risk factors included White race and expanded criteria donors.
DVT was not clearly associated with patient or graft survival. The impact DT amd ohes VIE o patient-reported outcomes require further study.
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Abstract Body: Background: Curtent standard ofcare for peristnt delayed graft function (DG in idney transplant recipients (KTR) s  survillnce biopsy at day 710 post-ransplan to detet subelinical reocton (SCR).based on fistori incidences of 20-30% in this population. Whether modern ncidence of SCR reflects the
need for surveillance biopsies remains unclear. ~ Study Objective: To determine recent rates of SCR from surveillance biopsies of persistent DGF patients given anti-thymocyte globulin (ATG,) induction an antibody (DSA) negative allocation at our center. Methodology: Single-center retrospective cohort study of
adult KTR with persistent DGF who received  deceased donor ransplant from b st 2014 to Dec 31st. 2013, Pssent DGF is cefincd as the continuation of dialysis at time of biopsy or < 30% deresse n serum Sreainine from st hemodialyss session. Patcnts without blopsy witin 2 wecks postransplaation were excluded.
Descriptive recipient and donor characteristics were examined. Proportions of patients with acute rejection on surveil iopsy among ATG vs. basiliximab-induced patients were compared using the Fisher’s Exact test. Results Forty-four patients met the criteria, majority being male (63.6%), non-white (70.4%), median age of
52.5 and donation '\ﬂer cardiac death recipients (84.1%). Patients received induction with either ATG (77.3%) or b xumb (22.7%) and triple maintenance immunosuppression. Biopsy findings showed 38 cases o aoute tublar necrosis (86.5%), and 2 cases each of donor-derived vascular disease (4.3%), acute T-cell mediated
rejection (TCMR. 4.5%) and antibody.mediated rejection (ABMR. 4.5%). Among 34 ATG-induced paicnts, there was 1 ¢ase (2.9%) of ejection (ABMIR) compared to 3 cases of rejecton (2 TCMR and 1 ABMR) among 10 basiliximab-induced patients (30%%)(p~0.03). Conclusion: The low incidence of SCR among persistent DGE
patients induced with ATG in the current era of DSA-negative allocation of deceased donor kidneys suggests the need to reassess the utility of surveillance biopsies as a standard of care.
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Lymphoceles in kidney transplant recipients: Incidence, risk factors, outcomes, and clinical management in the modern era
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Abstract Body: Following kidney can result in clinically significant morbidity. for both the patient and graft. Lacking prior studies in a representative cohort, we aimed to characterize the incidence, risk factors, outcomes, and clinical management of lymphoceles among moderm
Canadian renal ransplant recipienis. Methods: We conducted a single-cente,retropective cohartstudy on adults transplanted at our entre beteen Janury I, 2005 and Decemnber 31, 2017, excluding patintswith simulancous milt organ transplant.Ineidence,risk foctors, and clinial otcomes were dtermined by the

pl method, gistic regression, and Cox regression models, respectively. Results: The cumulative incidence of lymphoceles within one-year post-transplant was 0.35 per 100 person months (CI: 0.28-0.44). Pre-transplant diabetes mellitus (DM) [RR=2.30, CI: (1.20-4.44), P=0.013], laparoscopic
donor nevhreuumy [RR=2.21, CI: (1.07-4.56). i 032], and basiliximab inducton therapy [RR-0.46, CI- (0.24-0.89), P~0.031] were significant rsk factors for lymphoscle development. Recipient aes 35 (0 64, polycyste kidney discase, and transplant ora 2013 0 2017 were sgnificant only in the univariable logistic model.
Contrary to previous studies, recipient BMI was not a significant risk factor. Lymphoceles independently increased the likelihood of hospital readmission . but had no significan ffet on the ikfihood oftota graf flure. OF 78 cases, 629 eceived cither  non-nvasive (ultasound-guided drainage) o invasive laaroscopic
marsupialization) intervention. 33% of cases recciving primary intervention required a second intervention due to reaccumulation within 30 days or complications. Conelusion: Patients affected by DM, undergoing living don after donor and treated with induction therapy were at
risk fo developing lymphoceles associated with increated hopital eadmissions, but mo other detrimental outcomes, Future tudies are equired to betir delineate the etology of clinically sigaifitant Iymphoceles and should consider the efficacy of diferent nferventions in epimizing paient outcomes and refning,clinical mapagement
to avoid the need for secondary treatments.

DraftModeStatus: 0




1D: 68
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Abstract Body: Background Chronic lung allograft dysfunction (CLAD) remains the leading cause of long-term mortality after lung transplant. Different phenotypes of CLAD exist, all of which result in fibrosis. Angiotensin II (AngIl), the main effector of the renin-angiotensin-aldosterone system (RAAS), is involved in

fibrogenesis in different organs, most notably in the Kidney equivalent of CLAD, Interstitial Fibrosis and Tubular Atrophy (IFTA). We have previously identified Angll-regulated proteins that are elevated in urine and kidneys of patients with IFTA. We hypothesize that RAAS is involved in CLAD pathophysiology and that

Angll-regulated proteins will be clevated in Bronchoalveolar Lavage (BAL) and lung tissuc of CLAD patients, compared to stable controls. Methods For the measurcment of Angll-regulated proteins in BAL. we have developed paralel reaction monitoring (PRM) mass spetrometry-based assays. Two protcotypic peptides of cach

protein (TSP1, HMOX 1, RHOB, BSTI, GLNA, LAMB2, LYPAI) were selected. Heavy labeled counterparts of the selected endogenous peptides were spiked in, at known to assist with of the peptides and thus the proteins to which they correspond. We performed immunohistochemistry

enmmg of TSP1 in 2 CLAD lungs and 1 stable control and immunofluorescence emmmg of AnglI receptors 1 and 2 (AGTR1/2) in the lung of I CLAD patient. Results Using PRM assays, we detected 2 native peptides of TSP1, BSTI, GLNA and LYPAL protein and one of RHOB in a pool of BAL from controls and patients with
We constructed calibration curves and determined LOD and LOQ (Figure 1). In our preliminary analysis, AGTR1/2 and TSP1 were identified in characteristic lesions of CLAD (Figures 2-3). Conclusion These preliminary data suggest that RAAS s expressed in CLAD lungs and that AnglI-regulated proteins can be measured

TABAL. To foiner these findings. we will quantify Angll-regulated proteins in BAL samples and CLAD lungs from a larger cohort.
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Abstract Body: Background Since organ transplantation became the standard treatment for patients with end-stage organ failure, advances in organ preservation, surgical technique and immunosuppression have contributed to better graft survival and patient outcomes. We present trends in patient survival from the Canadian Organ
Replacement Register (CORR), a national registry for patients with end-stage organ failure. Methods We used CORR data collected between 2006 and 2017 from all provinces in Canada excluding Quebee. We calculated yearly estimates of 1-, S- and 10-year survival (patient and graft, where possible) from all patients with a first
kidney, lver, hart o lun transplan fom a dccased doror, and invetigaed the iffrcnce n patint survival between patents ransplanted rom donor afte neurologialand cardio-citcultory dath. Rt Patient survival t 1-ycar pst [ver transplanaton has becn sable atapproximaely 9296 beween 2006 and 2016.Incontrast,
I-year patient survival among sple s improved from 87% to 94%, while I-year survival for lung transplant recipients increased from 85% to 89%. Five-year patient survival for heart transplant recipients was stable : however, liver and lung transplant 5-year survival increased from 75% to 88% and 56% to
9%, raspectively: Amongat kidnoy transplant recipients. patient survival at 5 years is high (~90%) and kidney graft survival is consistently over 80% at 5 Years. Conclusion Fatont sursiva hos remgned igh for Kidncy and has increased for iver, heart, and hung transplant paticnts between 2006 and 2017, Although lung ransplant
patients had the lowest survival raes across all time points. it had the largest absolute increase in survival. Increases in patient survival over time after first transplants are positive trends for these patients. Monitoring and reporting on trends in short- and long-term outcomes after transplantation is valuable and highlights the impact of
changes in practice and care of transplant recipients over time.
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Abstract Body: BACKGROUND In Canada, patientswith alcohol-asociated lverdisease (ALID) reqire 6 months abstinence prior tolver transplantaion (LT). This policy disadvantages acutely il patents who cannot survive this timeframe. The Ontario ALD Plot Program s niaed t assss these patirts for arlier
consideration of LT. We herein present the first year results. METHODS All referrals to the ALD program were triaged using information provided by referring physicians as well as collateral information from a provincial database. Patients were assessed by a team of transplant

addition counsllorand  soial worker. Random Eihy! Glucuronide (EtG) st Tor alcohol wat utlized for scrcening throughout the process. Paicnis with appropriate indications for ransplant. and mt the program-s criteria, proceeded with the reminder of transplant evaluation. RESULTS From May 2018 to May 2019,

reviewed 224 referrals of which 75% (n= 169) were outpatients with an average MELD score of 21.” Eighty-nine patients (40%) did not meet inclusion criteria, including 8 patients (3.6%) who were found to have an initial positive EtG. Fifteen patients (6.6%) were declined for medical fitness. Five patients (2%) clinically 1mpwved
and were subsequently discharged. Nmeteen patients (8%) were listed with a mean NaMELD 31.5 (median 32.5), and ten (4.4%) were transplanted, two of whom expired. All recipients are closely followed through our relapse prevention program and none have relapsed to alcohol use over an average follow-up period of 139.4 days.
CONCLUSIONS The first year experience of the ALD Pilot Program demonstrates the complexities of this novel assessment procedure and the benefit of the team approach combined with objective biometric testing. Positive E{G results and the high volume of declined referrals highlight the challenge of

addressing addiction in the context of liver disease. Long-term follow-up of post-transplant outcomes are necessary to re-assess the 6-month abstinence policy.
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Abstract Body: BACKGROUND: Bacterial contamination ofisue slografs recovered by issue banks posesa serfoustieat to tansplantrecipients. Although patential donors are carefully scrsened tomiigat the is of infectious diseasetransmission, sllograttissues can become contaminated during tecovery. Revisions o
Canadian health standards have resulted in a requirement for further quantitative validation of tissue allograft bioburden reduction. The purpose of this study was to quantitatively validate the bioburden reduction of cach disinfection process for tissue allografs recovered at a Canadian tissue bank. METHODS: Pro
Chatactorizaion was prformed for cach allograf tssue progtans including cardiayalves (CV), musculoskeletal (MSK), amnjotio membrane (AM),and s, Bach test method tlzed inth fll bioburden rduction study ws valdated, Representaiveallograft samples were noculated ith s cockisl o five challenge organisms
identified within the standards (S. aureus, S. pyogenes, E. coli, P. acruginosa, z Allografts were disinfected according to standard operating procedures, followed by recovery of remaining contaminating organisms by ultrasonication and mechanical shaking. The bioburden was quantified using a membrane filtration
technique. Blood agar plates were incubated in the appropriate atmosphere and colonies were < counted. RESULTS: Test method validation of he recovery method demonstrated the recovery efficiency across all tissue types ranged from 61.89% to 83.33% for aerobic organisms and 47.65% to 88.10% for anacrobic organisms.

LUS|

Bioburden reduction of CV disinfection process was the most stringent (-4.11log £0.03 acrobic, -4.10log 0.15 anacrobic) while AM disinfection had the least impactful reduction on bioburden (-0.27log +0.20 acrobic, -0.57log +0.39 anacrobic). CONCLUSIONS: Test method validation of the recovery method improved the bioburden
roduction validation by demonstraing the recovery effciency for cach tisue ype, Although decontaminafion of issue aioprafs differs acros tssue programs, s study demonstates @ successful proccss for validating biehunden Feduction within 8 Canadian tssu bank.
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Abstract Body: de novo  antibodics (DSAS), especialy against HLA-11 antigen,is assocated it antibody.medisted rfecton and allograt filue. However, mechanistic knowledge about thei direc offect on endothelium i lacking, We hav previously showed that thereis a lage
variability in the expression S antigens Detwetn DR DP, DQ b on ot colony-forming cells (ECFCs, also known as BOEC). Here we hypothesized that in line with the above, stimulation with anti-HLA-DR. DP and DQ antibodies have different effects on endothelial microthrombosis. Metl

generated ECFCs from patient’s collected PBMCs (n = 14). Cells were stimulated with anti-HLA-I antibody or anti-HLA-II subelass (DR, DP or DQ) antibodies. We measured the endothelial expression of the versus von Willebrand factor (WF) wing immunofliorescence and ELISA.
Results. Anti-HLA-Istimulation increased significantly thrombomodalin membrane expresion (Figure ). Among ant-HLA-I subclasses,ant-HLA-DR and -DP significantly incressed memmbrane tombomodulin, wheteas ~DQ was similar to the posiive control TNFa (Figurs 1), Messurement o soluble hrombomodulin confirmed
that low membrane expression with DO stimulation was not duc to increased release in culture supernatant. Regarding vWF, only anti-HLA-DQ led to increased membrane expression of long vWF multimeric strings (absolute increase in long string/cell vs unstimulated cells: DQ, 0.0062; DP, 0.0031: DR: 0.0008). Conclusion. These
preliminary results sugecst that the endothelial microthrombosis produced by ant-HLA 1 antibodics varics between subelasscs. DQ Secm to have a more pro-thrombotic €oct by inhibiting thrombomodulin membrane expression and increasing long vWF mulimeric strings. Thése data provide potential mechanisms 1o xplan the
difference observed between anti-HLA-II subclasses with regards to transplant glomerulopathy and clinical outcomes.
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De-novo donor specific antibody development is decreased in patients with thymectomy at an early age
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Abstract Body: Background: De novo donor-specific HLA antibodies (dnDSA) are associated with poor outcomes in pediatric heart transplantation (PHTx). For access to the heart/great vessels, infants undergoing cardiac surgery often need thymectomy, which is known to alter T cell function. Our aim was to investigate the impact of
thymectomy on dnDSA production and explore T cell phenotypes in this PHTx population. Methods: Pre-PHTx antibody testing was performed by solid-phase testing/screening; post-PHTx dnDSA were determined by mgle antigen beads. Persistent dnDSA were defined as detected more than once. Strong dnDSA were defined as
MFT>3000. A pilot subsct (1=5) wssimmunophenotyped to explorsnafve (CCRTYCDASRA') vs central memory (CM) (CCRT-CDASRA) T celsubscs. Resuls: Parents e ransplanted 2005-2017 (n=136); 28 were oxcluded du tolack of nDSA data Average post-PHT testing folow-up was & 1 years (3.4 SD). Overll
dnDSA was found in 26% of patients (n=27), persistent dnDSA in 17% (n=18), and strong/persistent dnDSA in 8% (n=9) (Figure 1). Thymectomy status was available for 86 pts, n=47 with known thymectomy date. Thymectomy status alone did not predict dnDSA. but dnDSA production was associated with age at thymectomy
(p=0.01); patients with thymectomy at an early age were less lnkely 0 develop dnDSA. Sex, ABO compatibility, and age at transplant were not associated with dnDSA (Table l) "Pre -PHx, higher proportions of naive CD4 T cells were seen in dnDSA+ compared to dnDSA- patients; CM CD4 T cells were decreased (Figure 2).
Conclusion: Results suggest that thymectomy at a young age is associated with decreased risk of post-PHTx dnDSA, possibly due to truncated T cell repertoire. Although the pilot numbers are small, the percentage of naive and CM T cells may provide some prediction of immune function in these patients. Thymectomy studies are
challenging due to lack of surgical documentation: the youngest infants may undergo complete (vs partial) thymectomy, which may also explain these findings
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Abstract Body: Introduction:Donor characteristics that define ECD include age > or = 60 years, or age 50-59 years plus two of the following; CVA as the cause of death, pre-existing hypertension, terminal serum creatinine greater than 132 umol/l (or in Ontario, MDRD eGFR of <70 mL/min/1.73 m2 ). Expanded criteria donor (ECD)

Kidneys are known to have suboptimal outcomes when compared to standard criteria donor (SCD) kidneys. However, they are widely used to increase the pool of organs offered. Methods:In this quality improvement study, We included all ECD renal transplant recipients in our institution between January 2008 and December 2017.

We compared a 3-year patient and graft survival between donation after circulatory death (DCD) and neurological determination of death (NDD). We hypothesized that DCD outcomes would be inferior to NDD outcomes. Results: 166 ECD renal transplant recipients, 49 (29.5%) were DCD and 117 (70.5%) were NDD. Mean age

was 62 years for DD recipints and 62.5 yearsfor NDD recipents 46 (93.3%) DCD recipients and 89 (76%) NDD recipentsrecived thymoglobulin for induction, pralue 0,008, 30 (61.2%) DD recipints & 54 (32%) NDD recipints had delayed gratfuncton, pral <0 001, Mean donor age was 60 years for DCD and 625
years for n cold ischemia time was 705 minutes for DCD and 790 minutes for NDD, p=ns. Mean terminal creatinine was 62.5 umol/l for DCD & 72.9 umol/l for NDD, pvalue 0.009. 3-year total graft loss was 35 (21.1%): DCD 14 (ZX 6%), NDD 21(18%), pvalue 0.006. 3-year death-censored graft loss was 23

{1300 Deb 2 4%) NDD 12 (10.3%), pvalue < 0 .001. There was no statistically significant difference in all-cause mortality between DCD/ECD & NDD/ECD. Conclusion:It seems that DCD/ECD kidneys have lower graft survival when compared to NDD/ECD kidneys. Time on dialysis, waiting time and panel reactive

antibody should be taken into account when offering these organs to patients.
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Abstract Body: Introduction:Urinary tract infection (UTI) commonly oceurs after renal (TMP-SMX) has been shown to reduce the iskof UTL The prophylacic cifet of TMP-SMX against UT i notclear whilegrowing number of patens rceive his
antibiotic to prevent pneumocystis pneumonia (PCP). Method:In this retrospective cohort, all renal Ammplanl pnhenw ‘who received a allogmm at a single institution from Jan 2011 to December 2013 were included. Patients routinely received TMP-SMX (160 mg/800mg) three times per week for 12 months after transplantation.
determinedal pisodes of UTH inth firstyear afe ransplantation. Reuls:33/182 ecipicnts (18.13%) developod 57 episodes of UTH (cumulstiv incidence; 31.3%) OFthese 24.6% werc associsd with bacteremia (1=14) and 61.4% (1=35) requlred hospitaladmission, E. Col(33.3%) and Kiebsicla preamaniae complex(26.3%)
were the most frequent isolates. Although UTI was frequently associated with allograft dysfunction. it did not significantly increase the risk of graft loss (6.1% vs 1.3%, p=0.15) or death (6.1% vs0.7%, p=0.085). Median(range) interval between the first episode of UTI and transplantation was 92 (10-325) days. Age did not
significantly increase the risk of UTI (Mean [SD] 52.12 [15.9] year< Vs 514 [12.8] years, p=0.79). 16 out of 61 females (26.2%) vs 17 out of 121 males (14%) developed UTI (p=0.037). T68/152 recipients (92.3%) were on TMP-SMX. 35/57 UTI episodes (61.4%) were with microorganisms resistant to IMP-SMX and half of these
(1% cpisodee, 31.6%%) were MDR pathogens. 40 episodes oceuried while paticnts were on TMP-SMX (70.17%). Conelusion:Curkent guidelines recommend UT prophylasis with TMPSMX at least 6 months afier renal transplantation. Howeer, ecipients frequently develop UTI with TMP-SMIX resisant uropathogens, TMP-SMX
(160 /800me) 3 fimesweck is ot  rehabic regisaen to prevent UTI even when the causative ricroorgenism i3 Susceptible
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Abstract Body: Introduction Canadian escatch to improve the medical ca of deceased organ donors s challenged by the regionalization of ontion and transplan srvicesacrossprovincs, and inconsisent research access to individual transplant recipien dat. Objectve T support lical research that il establish best care for
deceased organ donors, we endeavored to S e compendium nfpmvmcnal and national databases of organ tran: me data. Methods We developed a 23-item online survey to assess the content, quality, and accessibility of the databases. In two focus group interviews, donation resarchers helped to generate and refine
Survey items. Three donation rescarcher/administrators pre-tested the content and complcion time. We contacied replesenlallvcs <from 10, provmclal o orgamizations housing organ recipiént data 1o Kspond 1o our onlinc survey. providing telzphon support a¢ necessary: Results Each arganization fesponded and s have
completedthe survey: Five databass record organ recplent vial tats (e.g. mortality): fourtrack biochetnial and mechanical support daa;tree rack pathology: and two track physilogic function (Table. The period of post ransplan data variesfrom ane o 10 year,with hree organiztions recording data o regulatitervals.
Data entry is immediate for provincial organizations, and requires up to one year for national databases. Data validation procedures vary. For clinical rescarch provincial require direct recipient consent; national databases o riot. Estimates of the median time to rescarch access varied from 1-4
months depending on data complexity. Limitations The response rat i 0% Some lems (c. imeé to icecst) are highly variable, 5o he compendium is imited to sting e most common esult for €ach organization. Conclusion Completion of i work will esull n a iving compendium of organ recipient data Sources available 1o
Canadian researchers on-line. Next steps will extend this work to individual transplant programs across Canada.
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Association between living donor kidney donation transplant (LDKT) readiness and cultural affiliation among patients with end-stage kidney disease
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Abstract Body: Background: Ethnic minority paients may experience cultural brrirsto LDKT, but he extent to which their cultral afilaion s associaed with eadinegs to pursue LDKT s ot well understood. Herewe assss the assoiation between perceived mpact of Kidey disease o culturalpracticesand reainss to

pursue LDKT or willingness to share LDKT interest. Met] cross-scetional, convenience sample of adult patients with ESKD from dialysis units in Toronto completed the study questionnaire using an electronic data capture system. To asscss cultural practices (exposure), patients were asked: “To what extent does your illness or

The treatments thal you receive cause difficuly with your abilty to kecp up your cultra rditons”. We alsoassssed radiness to pursue LDKT and willngness totell others sbout noret in LDKT (outcome). Mulivariabc adusted multinomialloisi regession was used 10 assess asociaion between exposursand autcore

Result: A total of 485 partiipants were rcruited (63% male, mean [SD] age 57 [14] years). Aferadjusting for sciodemograptc varisbis, patients who reported higher mpactof kidhey disease o practcing ther culture were e Lkely to be ata moderato (RRR = 2.1, CI = 10 4.6, p =0.057) or late stage of LDKT readiness
CI=1

(RRR 3.1, C1= 1.6. 39, p < 0.001). These patients were also more Hkely (o be planning (0 share (RRR — 3.1, .1-3.9, p=0.018), or have shared (RRR = 1.7, CI = 0.89 - 3.3, p = 0.10) their interest in LDKT. Conclusion: Patients who perceive a negative impact of kidney disease on practicing their culture were more likely to be
ata later stage of LDKT ediness Pursuing LDKT may allow to return to usual cultural practices for patients who perceive difficulties due to their illness. This aspect could potentially be utilized in culturally competent transplant education.
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Assessing Stakeholder Perspectives on Engaging Youth Through A Science Exhibition Regarding Organ Donation and Transplantation
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Abstract Body: aimed at improving organ donation awareness among youth, many are not registered organ donors. Innovative initiatives such as an interactive science exhibition (SE) targeting youth may peak interest, dispel misconceptions and promote donation registration. Study

Objective: To assess. Eehoiden erepectives on utlizing. S fo promote organ doniion amng Canadian youth. Miothodslogy: Survcys were distibuied to healheare profecsionals (HOPS), university and high school students and the general public to elicit perspectives on exhibition content and delivery. Survey domains included
demoraphic, knowledge and opinions concemin transplantation, propasd content,and methods of telaying informaton. Surveys were disseminated trough soialmedia platformsand emails tageting HCPs, universty clubsand sudents HCPs also parictpatd i focus groupsand semi-siructured intericws to gain dcitional

insiht. Rosulis: Invstiators rocetved 175 surveys, nerviewed 4 HCPs, and held tocus groups it 29 partcipants, Most urvey tospandents wero 16-25 years-old (58%)and interesed in aining a trnsolant SE (8356), While 879 of respondents belived it s imporiant t discuss argan donation,only 45% wero togistered organ
donors. Regarding SE content, respondents were interested in donatable orgam and tissues (97%), the process (89" . (xa%) and the nrgan donor registration process (78%). Respondents believed that content should be delivered via touch displays (70%), 3D anatomical models (68%) and
Simulaiions oF opérations (63%). Resuls from Tocus groups and fnicrviews regarding S content and delivery parallled (hose from the sunvey. Focus grotp also sharing personal transplant experiences and addressing misconceptions about donor care, registration and organ procurement.

Conclusion: This exploratory assessment indicates interest in a transplant SE to promote knowledge and awareness of organ donation. Our findings regarding SE content P presentation will guide the development of exhibit prototypes for user testing in the next phase of this project.
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The Use of High Risk Kidney Donors and Long-Term Outcomes: Parameters That Affect Graft Survival
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Abstract Body: Background: Kidney transplantation is the treatment of choice in patients with end stage renal disease (ESRD). The introduction of Expanded Criteria Donor (ECD) and Kidney Donor Risk Index (KDRI) may have produced the opposite effect of what was intended. Many centers avoid using kidneys from thes

donors, fearing unacceptable long-term outcomes. The aim of this study is to assess long-term renal graft survival in a single center with liberal donor and recipient selection criteria and to identify parameters that may influence graft survival. Methods: An analysis of clinical data from 1998 to 2013 was conducted. 686 patients with at
et years of follow-up were studid. We excluded ptients ot to follow-up (n=69). iving donors (n=243) and mul-organ ransplants (1=123) tatistical analysis was performed using Cox Regresson and Kaplan-Meictsurvival curve Results are presented in Table 1 and Figure 1. Result: OF 686 ransplant ecipiehis, 274
(39.9%) were from ECD. KDRI was available for 519 patients and identified as low ( 1.285) with tertile stratification. After censoring for death, factors that increased hazard of graft failure included increased donor and recipient age, increased recipient Body Mass Index (BMT), hypertension as the cause of ESRD, diabetic donors,

ECD and increased KDRI (see Table 1. Factors that did not significantly affect graft survival included cold ischemia time and donor creatinine. The median graft survival in this cohort was extrapolated to 16.7 years. Although high KDRI did increase risk of graft failure, as expected, by 255% compared to low KDRI the estimated
graft half life for high and medium KDRI was 12.9 and 18.4 years respectively. Conclusion: Given that even high KDRI kidneys have a graft half-life of almost 13 years, these results suggest there is ample room to expand donor selection without compromising long term outcomes.
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Predictors of 1-year mortality in liver transplant recipients: a systematic review and meta-analysis.
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Abstract Body: Background: Liver transplantation extends life and improves the quality of life for patients with severe liver disease. US registries report a S-year survival of 81.2% (2016). and highlight several predictors of recipient survival: age, etiology of liver disease, retransplant and MELD score, among others. This study aims
to systematically review the predictors of 1-year mortality. Methods: We included studies that applied multivariable regression to identify predictors of 1-year mortality among adult liver recipients. We searched MEDLINE, EMBASE, Cochrane Dalabase of Systematic Reviews and Cochrane CENTRAL. The risk of bias of included
studies was assessed by the Quality in Prognostic Studies instrument. We pooled study results using inverse variance method. We rated the overall quality of evidence for each predictor variable using the Grading of and Evaluation (GRADE) approach. Results and Conclusion: Among
57 eligible studies, sample sizes ranged from 105 to 53,156 recipients. Outcomes reported were: graft loss (composite outcome including patient death) and mortality. Studies included 589 unique potential predictors related to recipients (380), oo (99) and surgical procedures (110); however, few of these were summarized using
meta-analysis. We found the following predictors were significantly associated with morlaluy 10-year increase in recipient age (HR 1.14; C195% 1.07 - 1.22), 10-unit mcrea<e in MELD (HR 1.14; C195% 1.07 - 1.22), Donor Risk Index (HR 1.46; CI1 95% 1.41 - 1.52), and donor type (DCD vs NDD) (HR 1.65; C195% 1.40 - 1.95).
Pooling data from 3 studies, we found no effect of recipient BML as expressed per 10 unit change (R 1.00; CI 95% 0.91 — 1.10). Challenges to the conduct of this review included duplicate publications from the same registry, and regression analysis reported with insufficient information (i.¢ regression model assumptions). This
study confirmed some known predictors, and identified new predictors of one-year
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Predictors of 1-year graft loss in pancreas transplant recipients: a systematic review and meta-analysis.
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Abstract Body: Background: Pancreas transplantaton provides metaboli controltoselected patiens with diabetes mellitus (DM). US regstis have repored ftors reldted to graft loss: Type of pancreas ransplataton, recipient age, pancreas dororrisk ndes (PDR). his study simstosystematcally summmarize all studies
reporting predictors of pancreas graft loss. Methods: We included all studies that used multi le regression to ass ictors of 1-year pancreas graft loss followi (SPK), p (PAK) and pancreas transplantation alone (PTA), in adults. We searched MEDLINE, EMBASE, the
Cochrane Daiabase oF Sysiemaic Reviews and Cochrane CENTRAL. The sk of bias of cach study was assesscd using the Quality in Prognostic Studics instnument. We pooled data weng inverse variance méihod: We assessed the quality of evidence for cauh predictor vriable using the Grading of Recommendations, Assessment.
Development and Evaluation (GRADE) approach. Results and Conclusion: Among 19 eligible studies, the number of transplant recipients ranged from 62 to 24,195. Studies investigated 145 unique predicors of gaft oss (33 ecipint, 32 dotor, and 80 procedure-elated predicors). Few were summarized in a metw-analysis. We
identified 68 statistically significant predictors related to graft loss: 10-year increase in recipient age (HR 1.26: 95%CI 1.11 — 1.44), transplant type (PAK/PTA versus SPK: HR 2. 5%CI 1.28 - 3.57) low vs hlgh center volume (HR 1.23; 95%CI 1.09 — 1.36), unit increase of recipient BMI (HR 1.02; 95%CI 1.01 - 1.03), acute
rejection (HR 1.70; 93%CI 1.33 — 2.17), 10-year increase in donor age (HR 1.11; 95%CI 1.05 — 1.18) and PDRI (HR 1.52; 95%CI 1.44 — 1.60). Challenges to this study included dupncme publications and regression analysis reported with insufficient information (i.¢ regression model assumptions). Our results have confirmed known
predictors and identified new ones (For example: ultrasound findings as absent or reversed diastolic arterial flow)
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Correlates of fatigue among kidney transplant recipients

r
Member of: Student/Others

Abstract Type: General Abstract

Member Type: Traince

Science Type: Clinical Science

Group Category: Kidney-Pancreas

Submission: Oral or Poster/E-Poster

Trainee: Yes

Abstract Body: Background: Up to 40% of kiduey ransplant ecipents (KTR) experience sgnificant fatiguc. Fatigus has been associated with clinicaland psychosocil fuctors in linieal cohots, however,thoseassocitions have ot been explored in KTR. Here we asses careltes of atigu which may help guide management
strategies for fatigue. Methods: A cross-sectional, convenience sample of adult KTRs completed the Patient Reported Outcomes Measurement Information System (PROMIS) fatigue item bank, the Generalized Anxiety Disorder7, the Patient Health Questionnaire9, and the Social Difficulty Inventory on an electronic data capture
system. Cliicalcharateistis were cllcted from medical records. Multivariabls acjusted lincarregrssion models were used to asesstheassociations between fatiguc and poentialcorrclte. Resuls 274 patints(mean (SD) age 52 (15) yeas,56% malc and 60% wansplantd >3 yearsbefore enrollment) wete cavoled, The mean
(SD) PROMIS arigue scoro was 50 (10) and 19% of KTRS wereclassified a experiencng significan ftigue. Ftigue was corelated with aniety (Rho=0.56). depressive symptonis (Ro=0.75), and socialdistrss (Rho=0.59: p <0 001 for all. Wesker correlations were found with hemoglobin (Rho=-0.26; p <0.001)and serum
albumin (Rhe 03] In In separate multivariable adjusted (age, ethnicity, education, marital status, income, comorbidity, estimated glomerular ltraion rate and time since Kidney transplant) linear regression model, moderatesevere (score of 210) anxiety (coeff= 10.63;C1:6.19-15.08), depreesmn (cceff 14.53;C1:9.94-19.12)

1:7.92-13.6 1.1.01-6.17; .50; 3--0.07; 1.20--0.05;

13» P
and Social ditress coulT- 10.811CL792.13.69) (b <0001 for aly were signifiantly associated with higher fatiguc scores. In addition, female sex (cocfF- 3.50: ). lower serum albumin (coeff- 2) and hemoglobin levels (coeff= -0.12:CI: were also significantly
sychosocial factors appear to be more strongly associated with fatigue than clinical variables in KTR. In further studies we will explore if managing those factors could improve fatigu i this patient population.

associated with fatigue. Conclusion:
DraftModeStatus: 0
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Successful itization and Kidney T ion in the Presence of Donor Specific Anti-Human Leukocyte Antigen Antibodies in Kidney Transplant Recipients
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Abstract Body: Background: Sensitization o humanleukoeyte antigen (HLA) precipitats extensive fmmunologicalfences to successfulKidney transplantation and henoefort,transplant candidates are requently demoted to he ever-growing waiting list owing to preformed donor specific antibodics (DSAs). Transplant cipints are

at inevitable s o sustain hyperacute rejection, accelerated acute rejection. eﬂrly acute antibody-medited ejction and caly graflos, if DSA are ot sufficienty represed. Our objctiv was (0 evaluae he improvement n kidhey functon n ptients or the second time in Pakistan,
med therapy and HL. kid na DSAS positive cohort. Case Presentation: A 23 years old male patient presented with end-stage renal disease (ESRD) secondary to chronic membranoproliferative glomeruloncphmls on February 201 5 The patient was on

Bemodialyss for ¢ P pest 3 months and had o history of hypertension, hepetits B virus (HBV) and hepaits G virus (HCV) infection. His blood group was A positive which matched with his sste s blood group. The Luminex tecknology was sed to detcet gG antibodics against the HLA. A signiicantly high number of DSAs were

present against A26 and BS 1 with median fluorescence intensity (MFI) value of 17692 and 15388, respectively. Lymphocyte crossmateh was performed by complement dependent cytotoxicity (CDC) assay. The CDC crossmatch was positive for both T and Blymphocytes. We then performed following desensitization protocol (Two
sessions of Plasmapheresis on day 1 and 2; injection Rituximab on day 2 after Plasmapheresis; no Plasmapheresis on day 3; eight sessions of Plasmapheresis afier day 3 and IVIG 100mg/Kg/dose after ach session of Plasmapheresis; repeat Luminex technology to confirm if DSAs are present against HLA with MFI values <

300 and CDC erosimatch is negative for both T and B lymphoeytes; it NO then continue P s sessions with IVIG 100mg/Kg/dose till MFI values are <2 000 and CDC crossmatch s negative for both T and B lymphocytes or if YESthen proceed for transplantation; and repeat dose of Rituximab post-transplantation) to
achieve MFI values < 2 000 and negative CDC crossmatch for both T and B for kidney ion. Our transplant recipient responded well to desensitization protocol with MFI values of 1543 and 989 for A26 and BS1, respectively and negative CDC crossmatch for both T and B lymphocytes. The
paticnt was successfully transplanted with kidney on April 2018. On follow up, no remarkable events were noted. Conclusion: We successfully desensitized and transplanted an ESRD patient sceondary to chronic preformed DSAs against HLA. Our desensitization protocol comprised

of multiple Plasmapheresis sessions with simultaneous IVIG and Rituximab, an immunomodulatory drug. The 6 months follow up of recipient did
DraftModeStatus: 0
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Kidney function, inuria, and the risk of and is after kidney
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Abstract Body: Background: Compatedtothe gencrs popularon, iduey tragsplant ecipients are at increased isk o hemorrhage and thrombosis. Whether this ik s affeted by Kidney function and albuminuriais unknown. Methods: We conducted  etrospective cohortsudy using linked healthare databascsto idenify adult
kidney transplant recipients from 2002--2015 in Alberta, Canada. Estimated glomerular filtration rate (¢GFR) an at 1-yea were used to categorize recipients (eGFR: 245 vs. ; albuminuria: normal vs. mild--heavy). We determined the association between categories of ¢G

albuminuria and postiransplant hemorrhage and venous thrombasis based on diagnostic and procedural codes. Rt o1 "284 Kidney transplant recipient at 1--year postransplant. 2194 had an CGFR and 40% had mild-—-heavy albuminuria. The mean age of the conort was 33 years (IR 41--62]. Previous thrombosis was higher in
recipients with lower ¢GER, but previous hemorrhage was similar across all groups. Over a median follow-up of 6 years, the age—- and sex—adjusted rate of hemorrhage and thrombosis was over 2—-fold higher in recipients with lower ¢GFR and mild—heavy albuminuria compared to recipients with higher éGFR and norma

albuminuria (hemorrhage: fhcidence rte ratio. IRR. 2.6, 05% CI 1.5-44. p-0.001: thrombosic: IRR 2.3, 9365 C1 046). Conclusion: Among kidney transplant recipients at 1--year posttransplant, the risk of hemorrhage and venous thrombosis is higher with lower ¢GFR and mild--heavy albuminuria. Thus, eGFR and
degree of albuminuria may help prognosticate kidney transplant recipients long--term.
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Abstract Body: BACKGROUND: Biliary complications can affect 40% of patients after orthotopic liver (OLTx). has a high success rate but involves multiple sessions and up to 21% complications. Biliary plastic stents placed manually during OLTx can splint a choledocho-choledochal
anastomosis, possibly reducing biliary strictures and leaks. This study evaluates the feasibility and clinical outcomes of “prophylactic” intraoperative stenting at a single center, using a propensity-matched analysis. METHODS: All consecutive OLTx patients over a 10-year period are included except for patients with
hepaicajjunostomy, flminan hepato flue,rdo grafsand combined ogan transplans, The primary outcome i the ncidenc of bilary complications(eaks and scures). Sccondary outcames nclude:sent morbidity numb:r of bilay interventions, cholangits, suterena flur, raf and patent surival. Propensity scoring
was used to diminish selection bias. Outcomes were analyzed for a minimum of 5 years. RESULTS: 2635 OLTx patients were included between 2002-2011. 95 patients (36%) received intraoperative stents whereas 170 did not. Age, gender, and medical comorbidities were similar between groups iliary complications (44.2% Vs

44.7%, P=0.94) and biliary stricture rates (45.3%Vs 43.5%, P~ 0.79) were similar between groups. However biliary leaks were significantly less frequent in the stented group (2%) vs. non-stented (10%), (P=0.02). Five-year rates of cholangitis, choledocholithiasis, and acute renal failure were similar belween both groups. A propensity
score model based on multiple covariates including surgeon, year of transplantation and Charlson comorbidity score was used to match 95 patients in each group. The rate of biliary leaks remained significantly lower in the stented group, OR=0.19 (95%CI= 0.04; 0.86). CONCLUSIONS: Intraoperative use of biliary stents at OLTx is
feasible and safe, resulting in less biliary leaks without significantly greater adverse events. S-year biliary stricture rates appear similar. This study suggests a stenting strategy is feasible and that a randomized trial is worthwhile.
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Abstract Body: Keywords: organ integration, donor fantasized donor, Studies on the that, while most recipients adapt to their new transplant, the post-transplantation period is challenging and
requires considerable adjustment. Studies have mainly focused on outcomes related to peychosocial adaptation (e.¢. qualty-of- hfe). with few examining the psychological integration of the organ. Vo theory postulated that recipients gradually internalize their transplant, shifting their perception from foreign object to part of their
body. Simultaneously, recipients form an imagined representation of the anonymous donor. identical to their self-image at first and gradually distinguished as a separate person. The psychological integration process appears to be an important phase and, if left incomplete, may adversely impact adjustment. This presentation explores
theltrature on psychologicl intgration of the transplant and attmpts o dentify themes Teated to ecpients” psychosocial adapttion. Methods, A review was condueted by searching MEDLINE, CINAHL, PsycINFO and WorldCat. Five aticle were kept:fouron lung and one on heart and kidrey recipents Result. Main themes
were: 1) the emotionally-charged nature of the imagined wit or [<ing joy. Sortow, auilt and gratinude): 2) among recipients of deccased donation, ractions o fepresentations ofthe ransplant and the donor are more d compared to
living donation; 3) a majority of recipients seem to complete psychologlcal integration, but the mmcnly who persist in perceiving the deceased/anonymous donor in their self-image report more stress, distress, guilt and worries, and the minority who persist in perceiving their organ as forcign report lower

compliance. Conclusion.Individual differences in processing a transplant seem to impact recipients’ psychosocial adaptation. Further research on this topic is warranted given its clinical relevance.
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Oxidative Stress and related responses are induced during ex-situ heart perfusion and may contribute to the functional decline of the ex-situ-perfused heart
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Abstract Body: Background: Ex-situ heart perfusion (ESHP), unlike cold storage, preserves the donated heart in a beating, semi-physiologic condition however, myocardial function declines overtime in this setting, We have shown previously that this decline may be a result of the altered energy metabolism. Such alterations may

e associated with ESHP-related inflammation and/or oxidative Stress. Methods: Borcine hearts wore perfused for 12 hours on a custom ESHP apparatus cither in non-working mode, (NWM n=5) or working mode, (WM n-5). Cardiac function was assessed during perfusion. The markers of oxidative stress (e.g. malondialdehyde.).,
theactvity of the oxdative strss csponsive pafways/enzymes (. pertose phosphac patiway (PPP),and prtcin kinasc-B (AK'T)) as el s actyiy of reating inase (CK)and AMP activated protein kinase (AMPK) were compared in the left ventricular tissue of the ex-situ -perfused hearts, and in vivo controls (n=4) using
immunoassay methods. Results: WM hearts preserved their function better (Figure 1). Malondialdehyde and carbonyl protein levels were higher in ESHP compared to in vivo (p=0.005 and p=0.02 respectively) and similar in WM and NWM. The activity of PPP and hexosamine biosynthesis pathway (HBP) were significantly higher

in ESHP compared to in vivo controls (p=0.03 and p < 0 .001), and HBP mmty was higher in NWM (p <0 .001) (Figure 2A&B). AKT phosphorylation (ﬂcuvalmn) was induced in ESHP and was higher in WM compared to NWM (Thr308, p=0.03, and Ser473, p=0.01). AMPK and CK activity were lower in NWM compare to in vivo

(p<0.001 and p <0 .01) and WM (p=0.001 and p=0.01) and similar in in vivo and WM. Conclusions: ESHP in WM is associated with better functional preservation. The ex-situ perfused hearts were affected by oxidative stress, which may alter energy metabolism and thus myocardial function. Higher CK and AMPK acivity.
together with lower HBP activity in WM may be associated with the observed superior functional preservation.

Abstract Image 1:

=y sy g
L D700 RORIRDRSFAGORINAROCT absiract Filol 90 0602105246

DraftModeStatus: 0


http://amz.xcdsystem.com/F4900C6D-F7D9-B0B1-BD88F460B7DAB9C7_abstract_File12572/90_AbstractImage1_0602105246.jpg

D: 91
a case of early active antibody-mediated rejection associated with anti-vimentin antibodies

r
Member of: Student/Others
Abstract Type: Adult Abstract
Member Type: Trainee

Science Type: Clinical Science
Group Category: Kidney-Pancreas
Submission: Poster/E-Poster only

Trainee: Yes

Abstract Body: lmproving presiton in predicting alloreacivtyisan important unmet need and may requre individualized onsideraton of non-HLA artibodics. Herein we eport  2-year old Cacasian male with ESRD from IgA nephropaty who met al traditonal erteri for a “low-1isk”tansplant for imimune memnory. He
ved a ving donor renal transplant from his mother. There were no anti-HLA donor-specific antibodies (DSA) and flow cross-match was negative. Afer immediate function, he developed delayed graft function on post-operative day 2. Transplant biopsy showed active antibody- mediated

Tejection and & ette bl injury with erebead Vit proximal tubular expression compared to the implantation biopsy. He had a history of juvenile idiopathic arthritis and non-HLA antibody screening demonsfrated pre-formed anti-vimentin antibody. He was treated with Vg,

iobulin and methylprednisolone with renal recovery. Follow-up biopsy demonstrated decreased vimentin expression with decreased alloinflamimation, and graft function remains stable at one-year post-transplant (¢GFR 62mL/min). We postulate that pre-formed anii-vimentin auto-antibodics bound to vimentin expressed on

apoptotic tubular epithelial cells induced by is perfusion injury, and to expressed vimentin on peritubular capillaries and podocytes. Our case is suggestive of the involvement of antivimentin antibody, whose pathogenic epitopes may be exposed during ischemia-reperfusion injury.
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Targeting Th17 cells through inhibition of the nuclear receptor (NR) retinoic acid receptor related orphan receptor vt (RORyt) in highly sensitized renal transplant patients (HSP)
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Abstract Body: ntroduction: Lte and mixed rejections (LMR) ae the most common causes of gratlos in transplantarion, Currently hereis no offcive therapy fo thisconditon. T helper L7 (Th17) clls play a msjor role inth nfiation of LMR throvgh the promotion of trtary ymphoid issue. Thi actviy isregulsted by

several transcription factors and by the NR RORyt. Our group has developed a novel class of molecules to target RORyt. We compared in-vitro Th17 polarization in HSP (cPRA=100%) vs non-sensitized renal transplant patients (NSP, cPRA=0%) and tested one of the novel compounds for their effect on cytokine production to Nalidate
their proposed effect. Methods: PRMCs from 197 (n=3), NSP (n=3). and healthy volunteers (HV. n=3) were polarized using CD3/CD28 beads, IL6, 1L23, ILIB, and TGF ol days before adding RORyt inhibitor or vehicle for another 48 hours. Intracellular IL17A and IL21 were measured by flow cytometry. Results: Th17
5’,25?;?:;‘?;2‘;? higher in HSP compared to NSP or HV (figure 1 p < 0 03). RORyt inhibitor reduced IL17A-and 1121 positve celis compared to contr (figure 2, p < 0.05). Conelusion: Inhibition of RORy! may be effective therapy in Thi7 mecdiated LMR. This offers a ovel potential targeted therapy for HSP afir
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Normothermic ex-vivo kidney perfusion improves function of kidney grafts donated after cardiac death compared to cold storage preservation techniques
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Abstract Body : To increas the donor pool, better preservation srategicsforth storage of marginal iduey grafts re crucial. Curtntly, kidney grafts ae it stored on i (SCS) or perfuscd at 4 egrees Celsiuswithout axygen (HMP). Variousrecent stdics showed evidence forimproved graft funtion after
transplantation when oxygen is provided during machine perfusion. Morcover, over the last years, a novel technique, normothermic ex vivo kidney perfusion (NEVKP), was developed with promising results regarding graft function and survival. We compared NEVKP with oxygenated HMP (HMPox) and static cold storage (SCS) in
8 porcine idney autotransplantation model, Methods: Aflcr 30 minutes of warm ischemia, porcinc kidneys were removed and cither stored on ice or preserved Wi T Pow or NEVP To 16 hour. Bliowed by autotransplantation (n=3 per group). Animals were followed for 8 days and graft function was assessed. Resul
Postoperatve graftassssment demonstnatd improved graftfunction with more rapid recovery fo the NEVKP preserved grafts compared to HMPox and SCS groups (mean peak serum creatinine: 3.66+/-1.33mg/dl on PODI, 8.625+1-2.74mg/dl an POD2, and 12.9+/2.19mg/dl on PODS), espectively. Differencesin aily o
creatinine levels are ugmrcnm between NEVKP and HMPox on day 1 and 2 (p=0.004, 21), between HMPox and SCS on day 3 (p=0.03) and between NEVKP and SCS on days 1 to 4 (p=0.004, p < 0.001, p < 0.001, p=0.022). Moreover, on postoperative day 3, creatinine clearance was increased in the NEVKP'

Conclusions: In a DCD model of renal autotransplantation, grafts preserved with NEVKP demonsiied enificantly beter function compared 1o both static and machine cold storage. However. grafis preserved with oxygenated HMP Showed improvement over SC3. NEVKP appears (o offer betir préservation in DCD grafts compared
o cold preservation techniques.
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Donor frail

index — a potential measure of overall donor health status
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Abstract Body: Background: Solid organ donors ar olderand increasingly meically complex, potentialy leading o isily. As faity confrsincreased suscepibilty to physiologic stess i individusls,doner frsilty may predict function of ransplanted organ. While organ specifc donor ik scores exit there i 1o overll doror
frailty measure. The cumulative deficits model conceptualizes frailty by counting deficits (eg. abnormal laboratory values, comorbidities) related to health status, creating a continuous frailty index. Our objectives were to create a donor frailty index (DFI), using cumulative deficits, from variables collected before organ procurement
and to detcrmine whether failty corelted with asinle danor's mumber of donatd organs,cvaluting DF's Conturrent validity. Methods: We performed a rtfospeive cohort analysis, cvaluating 125 variables rom 250 organ donors asscsements (mean age 45, age range 1886, 625 male, 20% donation aher cirulsory desth

D). We created a DFI using a standardized procedure. Oneway ANOVA correlated frailty with donation type, age and sex. Linear regression determined whether DFI was associated with the number of organs donated per donor. Results: A 28 clinical variable DFI was constructed (mean DFI 0.37, range 0.11-0.64). DFI was similar
belween sexos but inereased with age (Figure 1, p=0.001). Neurologlcal determination of death donors had a higher DFI than DCD donors (mean DFI 0.39  0.10 vs. 0.34 + 0.10, p=0.002). In univariable analysis, for every decrease in DFI by 0.03, one more organ was donated, (95% CI -0.05 to -0.01, p=0. Ul) Slmxlarly, adjusting for
age, donation type. and sex, one morc organ was donated with a decrease in DFI by 0.02 (95% CI -0.04 to -0.003, p=0.022). Conclusions: A DFI can be created from donor data collected before organ procurement. Organ donors with a lower DFI donated more organs, supporting the DFI’s concurrent validity. Future studies should
assess the DFI's predictive validity for allograft function.
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Association between perceived impact on family, expected health outcomes, and living donor kidney transplant (LDKT) readiness
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Abstract Body: Background: The decision to pusue LDKT isoften difiult and patients must weigh severs actors, including health outcomes and impact on filyrlaonships. Here we assess th association btween patients” perceptionsof how the transplant may impact family, perceived health outcames, nd readiness to
pureue LDKT: Methods: A cross.sectional, convenience sample of adult patients with end stage kidney discase (ESKID) from dialysis units in Toronio completed the study questionnaire using an electronic data capture system. Participants responded to the questions, “If I got a transplant, my family’s life could return to normal”, “The
surgery will inconvenience the living donor’s work or life too much” and “I would live a longer life with a transplant”, to assess perceived positive and negaive impact o family, and percetved heath outomes (exposure)respetively. We also asscssed readinss o pursue LDKT (outcome. Mulivariabls logisto regression models
were u alyze the associations between exposure and outcome, Results: A total of 485 patients were recruited (63% male, mean [SD] age 57 [14] years); 44% were White, 22% were Asian, 30% were Black, and 4% identified as other. Afer adjusting for e marital sttus, thnicity incorme, comorbidity, and gender,thre was
o significant association between perecived postive impact o negative mpact on family and LDKT readiness. However, high importanc of perceived haalth benefit was strongly associated with being at  laer stage of LDKT readiness (OR- 02). When all three variables were ncluded in the regression.
only health outcomes predicted LDKT readiness (OR=3.31, CI=1.57-6.97, p=0.002). Conclusion: Patients who saw LDKT as a chance to improve their health were more likely to be at a more advanced stage of LDKT readiness. Emphasizing the slgmﬁcanl it eneiie ot LDRT during transplant education may motivate patients to
pursue LDKT.
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Long-term outcomes in early allograft dysfunction after liver transplantation in DCD, DBD and
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Abstract Body: Early allograft (EAD) after li Has been associatedwith long-tom reduced grat and patient survival,In this singl centre cohortstudy, we aimed to compare ncidence, sk fctorsand outcomnesinliver trnsplant recipients who developed carly allograft dysfunction.

Methods: Patients who received living donor (LD), donation after cuculalnry death (DCD) or donation after brain death (DBD) grafts between January 2007 and December 2017 at the University of Toronto were included. EAD was defined as a bilirubin of >10 (171mm/L) or an international normalised ratio (INR) of 1.6 on

posk-operative day 7 o ransaminases >2000 UN i the fist weck as previously described. Resuls I our cohort of 1485 patints, incdence of EAD was 37.2%. EAD occurrd more frequently n the DD group: 69.7% vetsus DBD: 40.1% versus LD: 19.9%,espoctvely (P <0 01). Length of postopertiv say an he 1CU (2 verus
of hospitalization (13 versus 11 days) was significantly longer inthe EAD group compared to nor- EAD group, Morcover, ecipints with EAD showed s significantly lower grattand patient survival a I 3-, and years after ransplantation(ll p < 0 001). Overall, mulivarise analyss tevealed o as significantly

assodiated with DCD grafts, donor age, donor BMI, donor length of stay on the ICU, cold and warm ischemic time (all p < 0 .001). For recipients of LD grafts, predictive markers of EAD were donor and recipient age and recipient diagnose of primary biliary cirthosis or primary sclerosing cholangitis. In the cz<e of recipients of DBD

erahs, predictive markérs of EAD were donor age and BMI, recipient MELD score and HCY infection and warm ischetic time. For DI fecipiénts, donor BV was associated with EAD.  Conclusion: In aur cohort stady. EAD resulied in pooret long-term patient and graf survival. Predictive rkers Tor EAD are dependent on the

donor type.
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Immune-Surveillance of Transplant Patients Using a Mu

-Omics Approach
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Abstract Body: Background: Despite the large number of kidney transplant patients under care, we have virtually no knowledge of the functional recovery of the immune response after transplantation. We aim to enable rapid and innovative monitoring of the dynamic changes in the recipient immune response in organ and cellular
transplantation through bioinformatics integration of precise convergent assays for deep phenotyping and cellular bioenergetics. Methods: Peripheral blood of transplant recipients and controls was collected and deep phenotyping was performed using multichannel CytoFLEX cytometry (Coulter) and mitochondrial and eytosolic
bioenergetics of T lymphocytes using the Seahorse XFe96 Analyzer (Agilent). Additionally, RNA was stored for Results: High flow cytometry: 6 Panels of 55 antibodies provided precise cytometric multichannel definition of innate and adaptive immune cells, for which T-distributed Stochastic Neighbor
Embedding (tSNE) and Hierarchical Consensus Clustering enabled automated visualization of surface molecule expression and machine representation of an exceptional array of memory, helper, regulatory and other critical cell subsets. Metabolomics: Mitochondrial and cellular respiration were quantitated by simultaneous

fthe i rate (ECAR), an indicator of glycolysis and the oxygen consumption rate (OCR) an indicator of oxidative phosphorylation, with and without the use of agents targeting the electron transport chain to determine an aray of metabolic parameters including basal respiration, ATP production,
maximum respiration and spare respiratory capacity. Conclusion: The combination of deep phenatypic and functional measurements provides a novel foundation for understanding of the changes in the immune system in Further and will complete multi-p monitoring, using
bioinformatics integration and visual analytics to sireamline clinical interpretation.
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Tnéreased mitochondrial metabolic enzymes are associated with superior kidney function after normothermic ex vivo kidney perfusion - a proteomics study
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Abstract Body

Background Normothermic x-vivo kidney perfusion (NEVKE) is associated with sigificatly improved graft functon following ransplanatio in comparisonto stati cold strage (SCS). We hyportesized that NEVKCP would nduce key alteraions in the kidrey proteome compared o SCS, and provide insigitsinto
the molecular mechanisms central to superior graft function. Methods Porcine kidneys were removed following 30 minutes of warm ischemia, and then subjected to either SCS or NEV:

-5 each) for & hours prior to auto-transplantation. Kidney biopsies were collected at time zero, upon reperfusion, and at POD3. We conducted an
unbiased proteomics analysis by LC-MS/MS on Q-E Plus mass analyses were performed using MaxQuant, Perscus, R  pathDIP.and NaVIGATOR. Results Kidney function was significanty improved with NEVKP compared to SCS with higher creainine clearance on ODS. Ve Mentired 6354
proteins in total (FDR < 0.01), with 70 proteins expressed between oups and time points (2-way ANOVA, p < 0..0) (Fig 1). Gene ontology and enrichment analyses revealed that the proteins increased in NEVKP were associated with the preservation of metabolic processes such as fatty acid

ar

B-oxidation, the TCA cycle and oxidative phosphorylation (¢.g. CPT2, MPC2, ETFB). Additionally., proteins associated with the preservation of cell ety (e.g. CONLI. PDLIM4) were enhanced in NEVKP in contrast to SCS. Proteins increased in SCS were associated with RNA binding and protein translation. Comparison with
external datasets of ischemia reperfusion injury, and datasets relating to other models of acute and chronic kidney injury confirmed that many of the molceular changes obsrved in these datasels are expected to be reversed or attenuated by NEVKP (Fig 2). Conclusions The protcome-level changes associated with NEVKP demonstrate
that the preservation of major metabolic pathways, and of cell polarity and integrity may be pivotal mechanisms by which NEVKP results in improved graft function.
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Hypothermic Machine Perfusion Resistive Index as a Predictor of Short and Long-term Renal Allograft Outcome
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Abstract Body: Background: Storage of deceased doror kldneya ith hypothermic machine perfusion (HMP) permitsstudy of renovascular resistanc to continuous perfusion pessure which may be be progrostc of tort andlangiterm graftoutcornes. Qur abjetive was toevaluat the effectof the HMPcalculatedresstve ndes (RD
on graft outcomes. Method view of kidney mdeceased donorsbetween Janary 2007 o Jung 2017 rom a large single cenire was peformed. Dnor an tecpient information wasprocured fom a centrally maitained transpant database. 1M RI values wre abtained from paper ecordings o RI
maintained by operating room St Bl vl ot 60 minute was voed or Rnalysls as this time point . Results: 156 cases were identified for analysis of which 144 cases were NDD, 12 DCD. Median Rl value at 60min on HMP was 0.22 and used as a cut-off value. Univariate analysis showed a significant association between an Rl

greater than 0,22 and delayed graft function (DGF), (p=0.04) longterm graft failure (p=0.03), and overall survival (OS) (p=0.01). On multivariate analysis, 60min RI remained significantly associated with long-term graft failure, OR 224 (p-0.03). Conclusion: Our data sugeest that deccased donor kidneys with an Rl greater han 0.22
i G0min on FIMP have a significantly higher chance of graft failue in longierm follow up. Further investigation into RI dynamics may allow better statification of donor Kidney qualiy prior to implantation.
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ical bowel perforation after Kidney Transplant
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Abstract Body: Introduction: Infections ae the leading cavse of hospitalization i tansplantrcipiens. Risk s determined by c exposure, therapy and The predictable sequence of appearance ofinfections helps in making management decisions. Case repor: We present  45-year-old
male who underwent a preemptive kidney transplant for ESRD secondary to type | diabetes, other luded i and  mechanical aortic valve for congenital bicuspid valve. Eleven days latr pationt présent to his follow-up visit 1 the clinié complelely asympiommatc and s bloodwor
22,000 WBC. An Wirasound was performed followed by a computer tomography that showed a Colletion sugeesive of Small bowel perforation. Patient underwent 4 midline lsparotomy and a perforsted appendix and pus were found, ppendectomy and lavage were performed and was started on
Patient had an recovery and discharged in PODA? with oal antibioicsand good grat functon, Discussion: Thee are fow reports of sppenicits i kidney tansplantrcipients. gt patirts, all o tem aduls have been reportedin theItrature o cate. Appendicii n kidney ransplant
recipients is an important diagnosis to make promptly because of the risk of perforation. This discase may be a result of primary infection duc to transmission via environmental exposure, or secondary to reactivation of latent infection following i Infection may b or present with cither mild
self-limiting febrile illness or severe multisystem discase. Kidney Transplant patients require different suspicion criteria, Renal transplantation is a relatively uncommon clinical subject for the general physicians, who will be unfamiliar with many of the acute problems presenting in a transplant patient. It is uncommon for acute
allograft rejection, obstruction, or urinary tract infection to cause these findings. However, acute appendicitis can oceur in the transplant recipient just as in the general population: any further delay in diagnosis may complicate
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Assessing the association between sex and access to living donor kidney transplantation (LDKT)
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Abstract Body: Background: Published studies suggest that women may cxpericnce lowe kidey transplant rtes than men, LDKT s the optimaltratment option for ligible aticnts with end-stage kidney disease (ESKD), To determine if wonen are disadvantaged in accessing LDKT.,we sssess the assocation between sex and
readiness to pursue LDKT, having a potential living kidney donor (pLKD) identified, and receipt of LDKT offer. Methods: A cross-sectional, convenience sample of adult patients with ESKD from dialysis units in the Greater Toronto Area completed study questionnaires using an electronic data capture system. Clinical data was
collcted from clectronic patent records. Sex was patint-dentified (exposur). We assessed readiness 10 pursuc LDKT (ouicome) using a stindand questionnaire, Participans also indicated if they had & pLKD dentified o received an offer of LDKT (econdary outcome). Reatls: Of the 455 participants (mean[SDI age- 37014]
years), 38% were female, 44% were White, 22% w an, 30% were Black, 51% were married, 45% had diabetes, 65% were on dialysis for <3 years, and 35% were on dialysis for >3 years. After adjusting for variables, and ethnicity in a logistic regression model, females were more
likely to have a pLKD identified than males (OR= 1\ 7 CI=1.0-2.9, p=0.03). There was no significant difference in stage of LDKT readiness or having received an offer of LDKT between females and males. Conclusion: This study showed that females were more likely to have a pLKD identified, but there was no difference in LDKT
readiness or having reccived an LDKT offer between sexes. Although these results suggest minimal disparities in access to LDKT between sexes in this population, previous studies have shown that women are less likely than men to complete pre-transplant workup or receive LDKT. Future studies should be done in representative
samples to confirm our findings.
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Giant renal cell carcinoma in transplant kidney. Is immunotherapy a first line option?
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Abstract Body: Introduction: Renal cell carcinoma (RCC) in a kidney allograft is rare. Immunotherapy plays a significant role in the management of renal cell carcinoma (RCC) patients with metastatic disease because RCC is highly resistant to both chemotherapy and radiation therapy. National Comprehensive Cancer Network
suggest surgery for RCC in non-transplant kidneys. Case report: We present a 44-year-old male who underwent a living related kidney transplant in 1999 for ESRD of oligomeganephronia. On January 2019 presented with a pulmonary embolism (PE) episode and was started on anticoagulation, ultrasound demonstrated a mass on the
lower polc of the renal transplant, comparible with neoplasm. Computer tomography and magnetic resonance imaging confirmed a vascularized 10x8xSem mass (Fig. 1) and paraaorti lymphadenopathy, one measuring 2x3cm. Biopsy of both masses confirmed diagnosis of renal cell carcinoma, classified s stage II1-1V.
Immunosuppression was held and patient was initiated with check point inhibitors (Nivolumumab and Ipilimumab). One week later presented with fever o jominal pain over the graft. Transplant nephrectomy was performed, therapeutic heparin restarte emorthage on postoperative day (POD) #2 and underwent

packing. Unpacked 3 days later without further complications. Discharged on POD #16. Discussion: The incidence of de novo carcinomas in kidney allografts is reported to be 0.19-0.5%. The decision to perform surgery or new immunotherapy relics on the specifics of the ncoplasm, the size, the location, and if any other structures are
compromised. Complications like the one presented here are a of the held and Which can be assodiated 10 a Severs rejection episode and make the SUFEICAl process harder 3 severe inflammation persists n the Surrounding tSue.
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Effect of high variability of tacrolimus blood concentrations on graft survival of kidneys with unfavorable donor index.
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Abstract Body: Introduction: Tacrolimus (Tac) was fis ntroduced i 19905 and i today the backbone of immunosupressive therapy aferrenal ransplantation, Given s nattow safety margin,this ONI's lvelsarefroquently monitored o avoid toxity. However, high variablity of acrolmus blood levels (HVTBL)in recipients has
been associated with unfavorable post-transplant outcomes and limited graft survival. To date, there i little information of the impact of HVTBL in patients recciving kidneys from donors with poor KDRI. Methods: Performed at the QEII Sciences center, patients who underwent kidney transplant and tacrolimus was selected and
maintaincd as primary immunosuppressor from 2010-2015 and compleied a 3 year follow up. Resuls: A total of 101 patients were revised. We present with o overall arafl srviva of 93% o he fre year. TAC variability on the frst month reporied at 10 75-3.1. & total of 15% patients presénied with KDRI. No statistcal significance
found in this group. Discussion: As in all observational studies, cause and effect cannot be concluded. Despite this study’s limitations, our data is not consistent with previous observations demonstrating a significant association between higher tacrolimus variability and higher rates of renal allograft loss.
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Abstract Body: Background: Inequitable accesstolving donor Kidney ransplantation (LDKT) esults i iferior linical outcomes forpatents who may be unsble to ascess LDK'T due to various brriers Patents with lower soioccanomi status (SES) have reduced ascess o LDKT inthe US and other countres, The sssocition
between houschold and neighbourhood level sociocconomic factors and access o LDKT has not becn well studied in Canada. Here we analye the sssociation between SES and having a potental iving kidney donor (pLKD) identified. & potential marker of acess 0 LDKT. Methods: A cros-seciona, convenience sample of adul
patients with end stage kidney disease from dialysis units in Toronto completed study questionnaires using an electronic data capture system. Patients indicated if they had a pLKD identified (outcome). SES (exposure) was assessed by safty, car owncrship and how long thei iy
could maintain their current situation if their income was lost. Above SES variables along with income, education, employment, and ownership of a washer/dryer were summed to create a composite SES score. Results: A total of 755 participants were recruited (61% male, mean[SD] age: S7(16] yearsy: 48% were Whic,

Asian, 27% were Black; 39% had type II diabetes, and 38% were on dialysis for >3 years. After adjusting for demographic variables, comorbidity, ethnicity, and immigrant status in a multivariable logistic regression, higher neighbourhood safety (OR=1.9, CI=1.1-3.3, ), car ownemup (OR=2.9, CI=1.9-4.6, p < 0 001), nd
better overall SES (OR=4.0, CI=1.6-10.1, p=0.008) were significantly associated with having a pLKD. Conclusion: In our analysis, higher neighbourhood safety, car ownership, and overall SES were associated with increased odds of having a pLKD identified, indicafing the significant role of individual, household and
ncighbourhood-Jevel sactoceonomic factots o access to LIKT. Future woek should be aimed o interventions o roduce socioceonomic dispanties n a666ss to 1 DKT,
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Targeting latent cytomegalovirus in donor lungs with a novel fusion toxin protein using ex vivo lung perfusion as a platform
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Abstract Body: Background: Donor to recipient human cytomegalovirus (CMV) mismatch leads to high incidence of CMV infection post lung transplant causing devastating impact in patient outcomes. Ex-vivo lung perfusion (EVLP) is a potential platform to repair grafts prior to transplantation. We hypothesized that EVLP delivery
of FA9A-FTP, a fusion toxin protein that targets with ultra-high affinity cells expressing the latent CMYV protein US28, may safely clear latent CMV from donor lungs, thus attenuating viral reactivation post-transplant. Methods: Human donor lungs rejected for transplantation were randomly placed on EVLP alone (n-3) or EVLP with
Img/L of FAIA-FTP (n=4) for 6 hours. Since FA9A-FTP induccs apoptoisofth celis expressing US28 (CD34+ stem celfs and monytes/macrophages), low eytonictry was sed to quaniify he proportion of thes celi n ung issue llcted pe and post perfusion, Lung virl burden was quantifed hrough RT-GPCR messuremnents
US28. Lung physiology was monitored to evaluate possible acute deleterious effects of FAIA-FTP. Results: FA9A- ugh lung vasculature on EVLP and no evident toxic adverse events were noticed. The ratio of post to pre perfusion CD34+ and CD14+CD1 Ib+ cells was used to as of FA9A-FTP to

Kill infected Cells, Treatment hungs showed  trend lowards decreasing live CD34+ calls and increasing apoptotic CD34- post n when compared to control lungs: live 0.6+0.5 vs 0.83:£0.6,p~0.4947and apoptoticl 4=1.5 vs 0.8+0.6,p0.5083 (Figure 1). When analyzing CD14+CD11b+ cells, the same effect was ot
noticed. However, interestingly & 5-fold decrcase in US28 levels was abserved in the FAOA-FTP group compared (o only .4-1old decrease in control (Figure 2). Conclusion: Iniial resuls rom ou study show that F49A-FTP has the capacity o decrcase CMY latent burden in donor hungs using EVLP sith o evident acute oxic effects.
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The perspective of families regarding their decision to donate a loved one’s organs
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Abstract Body: Background The decision to donate is typically made in a context of crisis, over a short time. Organ procurement organizations stress that families must feel free to make their own decision to feel at peace and harbor no regrets afterwards. However, few studies have examined how families continue to live with their
decision. The purposc of he present study is (o get 3 betier understanding of how families focl and make sense of theif decision afer agrecing to donate the organs of  loved one, Methods Qualtative interviews were conducted Separately with 16 individuls from 12 familes who were involved in decision-making and agreed. They
Wwere inferviewed 6 months 6 5 years after donation, Data were analysed based on Interpretative Phenomenological Analysis, which offers an in-depth insight into how individuals mak Sense of an experience. Results Data suggeed that sveral clements influence how familcs vicw and deal with ther decision. Three factors s appear
to influence positively familics” screnity with their decision: (1) being aware of the deccased's wishes regarding donation, (2] believing that the deceased person continues to live through the donation and (3) perceiving the gesture as the only positive clement under the circumstances. For families who remain ambivalent, cc

clements i thei discourse include doubt regarding thei loved one’s wishes, not having a clear understanding of the medical proccdures involved in the donation proces and not knowing what happencd with th organs afierwards. They lacked a sonse of closure and missed important information. Conchusion The results suggest hat
while all families affirm they made the right decision, many still have questions and struggle with negative emotions years after. This suggests a need to follow up on families to answer questions they might have and provide them with support through the mourning process.
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Gaseous Nitric Oxide (gNO) as a potential antimicrobial therapy during ex vivo lung perfusion
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Abstract Body: Lung transplantation is a lifesaving procedure for patients with end-stage lung diseases. Normothermic ex-vivolung perfusion (EVLP) is a well-established clinical platform to evaluate grafts prior to transplantation and has been used to treat infection in donor lungs with high dose of antibiotics successfully. However,
with the increase of antimicrobial resistance it is crucial to develop alternative therapies. Nitric oxide (¢NO) has antimicrobial effect against a several microorganisms. So far no previous attemps have been made to examine the potential use of @NO on lung infections using EVLP as a platform. Experiments using ATCC strains of P.
aeruginoss, 5. aureu, . co and Burkholdeia cepacia were performed, Aga pltes were inoculated and ranstered nto cither controlor teatment chamber. Medical ar was used a constant low of 10 L/min for both groups and high-pressute cylinder of NO (Praxair, ON: CA) was delvered o the ratment charber usng a digital
gas regulator at 200ppm. Gas concentration was checked with AeroNOX machine. Gaseous NO was d for 6 hours in the treatment chamber with a constant concentration of 200ppm +10ppm and NO2levels were < 2.5ppm. Regarding bacterial growth, gNO reduced successfully all bacteria strains when compared to

Control (=3 cach strin): P, acruginosa (5.8 11,27 v 9.2 2040 Logl0CFU/mL. - 0.01).5. aurcus (5.6--0.65 v5 9.1 ~0.66 Logl0CFU/ML, p- 0,002, E. coli (5.3 4120 v5 0.4 0,47 Logl0CFUIML, p- 0.005) and Burkholderis ccpacia (7.0 -0.51 vs 8.0 20.57 Logl OCFUlmL: p- 0.01) Figure | Continuous &NO at 200ppm has
potential antibacterial activity against gram — and + strains. In this study we evaluated the effect of gNO towards common respiratory pathogens in vitroas a proof of concept to apply inhaled NO during EVLP in the near future.
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Kidney Transplantation in Older Recipients from Expanded Criteria Donors
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Abstract Body: Introduction: The dispaity between Kidney supply and demand for transpantaton bas prompted th use of kidneys fom expanded-<ritria dunurs (ECDs) which may have shorter graft survival. Our objective was to compare long-term patient and renal allograft outcomes in recipients receiving kidneys from standard
criteria (SCD) or ECD kidneys, with a focus on older (>65yr) recipients. Methods. iney erformed from January 1967 to December 2017 at a single large academic institution. Standard donor and recipient characteristics were collected from a central transplant
database. Recipients were divided into older and younger groups and stratified by donor ype ECD v& SCD. DOH b setmed s et o dialyat or a filute of he scrum creatinine o drop by >10%,in thefirst post-operative woek. Results 2790 enal transplant cases were dentifid, with 1838 SCD and 952 ECD cases. Overall
death-censored graft survival of the entire cohort was 158.57 + 4.29mo, with 178.33 + 5.43mo vs 114.40 + 5.45mo for SCD vs ECD, respectively (p 63yrs at the time of transplant wi years. Median overall survival (OS) and median graft survival for this age group w +23.4mo and 136 + 18.4mo for SCD vs
95,8129, 1mo and 902+ 5 Omo for ECD (5 65 who died, 98% had a fnclioning raft. Conclusion: Our data sugest that older recipients receiving an ECD kidney have a shorter graft survival comparad o SCI kidneys. however this effoct may be driven by patient factors. a5 mostinds s e Fonctonal graft at time of death.
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Kidney transplant (KT) education in renal programs using on-line resources — interim report
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Abstract Body: Background: Limited knowledge about KT may prevent patients with chronic kidney disease (CKD) from pursuing KT. To promote KT education in Ontario CKD programs we made the Explore Transplant Ontario (ETO) transplant education program available on-line for patients and nephrology staff. In conjunction,
we started a webinar series to inform staff about KT. We report preliminary data about the tilization of these resources. Methods: The Explore Transplant package consists of four videos and accompanying information brochures. The videos include personal testimonials from KT recipients and donors alongside factual information
about KT, ET was adapted for usc n Ontario by a working aroup of patien represcntatives, nephrology and KT professionals. ETO has been made available fo paticnis and st in 13 of Ontario's 37 regional CKID programs as par of  multicomponent, quality-mprovement iniiative, CKD programs received physical ETO packages
and specific website credentials, enabling us to monitor usage and differentiate between patient and professional users. Results: We have distributed over 5000 ETO packages since October 2017, when the project was launched. We registered ~ 2000 patient and ~2500 healthcare provider access events to ETO online. Furtherm

>300 pro Is attended the live or archived staff webinars. There was substantial variability in the site usage between CKD programs, only partially explained by program size. Furthermore. programs differed in proportion of use by professionals versus patients. Cumulative usage has been steadily growing for patients and inereaser
sharply for professionals following launch of the webinars. Anccdotal feedback from patients and professionals indicated that the website was useful in attaining KT information. Conclusion: The ETO website has been well utilized and received by patients and nephrology professionals. Future directions include analysis of usage an
potential associations between website use, access to KT and practice changes.

DraftModeStatus: 0




Human islet vesicles induce proi y signalling in monocytes via toll-like receptors
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Abstract Body: Background: The distint cvents nvalved inthe gencration of an auoreactve immune response in type 1 disbetes (1) are not well understood, In both physiologial and pathological onditions, celsrelease a varety of signas,inluding xtracelluar vesicls (EV). Previous work in our boratory has idntifed that
human islets release EV cnnlammg ilet autoantigens that at taken up by monocytesand eliit pro inflammatory responses n T1D PBMC. However,the mecharisim by which EV intract with monocytes remains “unknown. It has been shown in other disease contexts that EV activate monocytic cell lines via toll-like receptor (TLR)
signalling. Here, we aim to investigate the role of TLR in islet EV-mediated monocyte activation. Methods: Human islets were isolated from multi-organ donor pancreases. Islets were cultured for 24 hours and EV were purified from conditioned media by sequential Peripheral blood cells (PBMC) were
isolated from healthy controls (HC) by Ficoll. PBMC were treated with EV and/or CLI-095 (TLR4 inhibitor) or OxPAPC (TLR2/TLR4 inhibitor) prior to stimulation with EV. Analyses were conducted using flow cytometry to assess proliferation, cell surface markers and intracellular cytokine staining in response to EV. Statistical
analyses were performed via t-tests and ANOVA. Results: We show that EV are readily taken up by CD14 monocytes in both total PBMC and isolated monocytes. We demonstrate that EV stimulation triggers an increase in HLA-DR, IL-6 and TNF-a expression in CD14 monocytes. To investigate the effect of EV on TLR, PBMC
Were pre-treaed with CLI 095 or OXPAPC. Treaiment with CLL09S decreased HLA-DR. IL-6 and TNF-a MFI i CI3 14+ monocytes, which was further rduced with OxPAPC treatment. Conclusion: We show that TLR are implicated i EV-mediated monoeyte activation. Advances in his ield may help to betier characlerize the
mechanisms by which islets and immune cells cross talk to generate islet specific
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Policy Challenges for Organ and Tissue Allocation in an Era of “Precision Medicine”
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Abstract Body: Background: Health care systems around the world are increasingly embracing evidence:based outcome messures and the use of preision medicintoos for donor-tecpient matching to maxiimize utiiy reated to graft surival. Whilethe shit towrd greate precision clerly provides health and resource benefis

the concomitant emphasis on uility can also create a range of policy concerns relating to, among other things, equity. Methods: We used traditional methods of legal scholarship, including review and analysis of legislation, case law, policy and related academic texts to idenify and explain key policy challenges relating to increasing
precision in allocation. Results: We identified several challenges. First, professional Shligations of healtheare providers to patientsincud (n Canads) an cthical requircment o place the Bestinterests of patients above those of the broader health system. This rule of escue” s a 0dds with increasingly precise allocation technologics
and some physicians have already “gamed the system™ to improve their patients opportunity to receive an organ. Second, increased precision in allocation that does not have robustly proven clinical relevance may be impeded by right of access litigation or claims of genetic discrimination by those who may benefit from an organ

fall outside of tighter new criteria. Third, public perceptions and popular representations have tended to favour a patient ‘ecess ethos. and if these perapectives aré not suffcienty reficced in allocation decision-malking, social pressure could mount in opposition to new precision metrics. Conclusion: Multiple policy challenges could
impact the adoption of precision medicine allocation tools in a clinical context. Overcoming these challenges could involve altering longstanding policy. public education campaigns, and/or modifying the application of new precision technologics to accord with policy and public perceptions.
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A Reduced Intensity Conditioning Protocol Induces Chimerism and Transplant Tolerance to Fully Allogencic Islets in Autoimmune Diabetic NOD Mice
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Abstract Body: A reduced intensity protocol s desired fo inducing hemtopoeti chimerim, the st efiacious method for generatin toletance to donor organs. We previously showed tat donor chimerism i achisvable n pre-disbeti, non-obese diabetic (NOD) mice with a T cel depletion based

condioning protoco.Flete, ou goa s to developa pmmcol Tor inducing chimerism and tolefance to allogencic islets in NOD recipients that have become disbetic, which is beieved to be an even more challenging model. Methods: We OD mice with lymphocytes from
full

y B mice (d-10). (d-8), antibodies against CD4/8/90 (d-6, -1, 4, 9, 14), and busulfan (d-1). FVB islets and/or bone marrow transplantation (BMT) were done at d0. FVB CD8a cells were injected in @ group of diabetic mice o d10. bived glucose was o weekly. Flow cytomeiry was used to
detect chimerism. Results: We determined that age rather than overt diabetes is associated with the resistance to chimerism. We induced transient chimerism in old-diabetic NOD mice with significantly prolonged survival of donor islets in chimeric mice. Recipient T cells in diabetic NOD mice were depleted as efficiently as in
pre-diabetic NOD mice but rebounded quickly. Levels of chimerism and donor T cells were lower in diabetic recipients at early time points compared to young pre-diabetic NOD mice. The delayed infusion of donor CDSu cells facilitated the establishment of a high level and stable multilineage donor chimerism and the acceptance of
donor islets without the presence of graft versus host discase. Conclusion: A T cell depletion based chimerism protocol induces chimerism in diabetic NOD mice and promotes tolerance to fully allogeneic islets.
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ation of Social Difficulty Inventory (SDI) in Kidney Transplant Recipients (KTR)
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Abstract Body: Background: Kidney transplant recipients (KTRs) may experience psychosocial distress, that is frequently un-noticed and un-managed. The Social Difficulties Inventory (SDI) has been developed to assess social difficulties in patients with cancer. Here we evaluate the validity of SDI in KTRs. Methods: A

cross-scctional, convenience sample of adult KTR completed the SDI, the Generalized Anxiety Disorder7 and the Patient Health Questionnaired, using eleetronic data capture. Clinical characteristics were collected from medical records. The SDI contains 21 questions, 16 of which load on a single factor and form the SDI-16

score. Italso has three subscales: “Everyday Living”, “Money Matters” and “Self and Others". Intemal consistency and convergent validity were assessed with Cronbach’s alpha and Spearman’s Rho, respectively. Structural validity was evaluated with confirmatory factor analysis (CPA). Constauct validity was cxamined sssesing

associations with questions about financial stability and neighborhood safety. Results: Of 251 participants (mean (SD) age 52(16) years) 58% were male and 63% were Caucasians. Internal consistency of the “everyday living”, “money matters” and “self and others” subscales (a %2, respectively) and of the SDI. 16

(o 91) was very good. CFA demonstrated good model fit for SDI-16 and the subscales. The SDI-16 score was moderately correlated with depression (Rho=0.62) and anxiety (Rho=0.61) (p < 0..001 for both). The SDI-16 score was higher in patients with low vs higher financial stability (meman [interquartile range — IQR] 6[2, 16] vs
510, 1p <003 and fow vs higher ncighbourhood safety (10(5, 18] v 3[1- .51, p < 0 001). Simila associations were een between SDI sdbscale Scores and olher measures of SES. Conelusions. This study provides data about the validity and reiablity of (he SDI 10 assess social difficulies in KTR. Further work is needed fo

detérmine the benefit of referring patieat patients with significant social difiultis to addifional upport servioes,
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ABO-antibody detection: Development of a complete ABO A and B bead-based assay
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Abstract Body: BACKGROUND: ABO-incompatible (ABOi) pedatric heart transplantation is a safe way to increase the donor pool for infant heart transplantation. However, the assay used to measure ABO antibodies in ABOi cardiac transplantation is inadequate for ABH subtype antibody specificity and isotype analysis and is
thus limited for ABOI transplantation assessment. We developed a slide glycan microarray, which is an excellent tool for the fine characterization of ABO antibodies, but has limitations for implementation in the clinical lab. The goal of this study was to complete the development of Luminex, single subtype antigen ABO A and B
pinels and use these tools t measure ABO-A and B antibodics in healihy adult controls: METHODS: Blood group sublypes A-l through A-V1 and b1 through B-VI weére conjugated o boviné serum albumin (5SA) then coupled to Luminex beads. Suceess of coupling was confirmed using monoclonal antbodies, These ABO A and B
panels were used to measure ABO antibody in healthy adults (n=28): glycan array testing was performed for comparison. RESULTS: Complete A and B panels were successfully coupled to Luminex beads. Glycan array and Luminex methods demonstrated similar MFI values for ABO-A 1¢G antibody detection (Figurel). The
Luminex method appeared to provide increased differentiation of antibody to IgM ABO A (Figurel) and ABO-B IgG and 1gM B (Figure2). Some normal controls demonstrate more IgM to IzG isotype switching for both ABO A and B antibodies (Figure3). CONCLUSION: This bead-based assay enables measurement of ABO-A and
B subtype antibody specificity and isotype. The assay has rapid turn-around and can be read on existing equipment in the clinical lab facilitating casily adoption in the clinical laboratory, where the technical expertise to run this assay already exists. The Luminex bead-based assay for ABO antibody characterization offers a promising
altenative to for use in ABOi
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The Impact of Weight Reduction Surgery and Morbid Obesity on Renal Function after Transplantation.
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Abstract Body: Background: Morbid obesity isa significant barrier and renal transplantaton s rarely offered to patints with Clas L obesity (body mass index (BMI) over 40 kn2) Few sudics have looked atthe effct of pre-transplantsurgialweight osson posttransplan outcomes. Barari surgery (BS) espeially

laparoscopic slceve gastrectomy (LSG) has been safely used in dialysis patients. In the past decade, patients with a BMI>40 and BMI>35 with 2 comorbidities have been referred for LSG prior to renal transplantation. Prior to this, our center rarely listed patients with BMI>40. We examined the impact of LSG on short term outcomes

following rnal tansplanstion (RTx): Methods: Al patints ndergoing RTx (mtirgan T were excuded) heticen Tan- 2010 and Dec-2018 were sueled (N=894). BS was performed on 42 dialysis with BMI>40 or BMI>33 with 2 or more comorbiditics. 22 nderent subsequent RTx. We compared 3 groups:BMI 30 (obese O,
44), Bariatric surgery (OBS, n=22) for immediate renal function post RTx. Success was defined as a eGFR >30ml/min in the first 90 days post RTx or a renal function recovery >70% (RFR = eGFR recipient/(0.5 eGFR donor)*100) during the first 90 days post RTx. Univariate and Multivariate logistic regression

wﬂs used for data anﬂlysﬁ Results: There were no differences in the baseline characteristics (Table 1) between groups except for more DCD in the OBS group. BS was successful in weight reduction from a BMI of 43.9 to 33.3 (table 1). A higher percentage in NO and OBS groups achieved success in the first 90 days post RTX

compared to O group (92%, NO: 91%, OBS vs 82% O. p < 0.01) . Conclusion. BS prior to RTx was feasible and successful for most patients and may offer better transplant outcomes. It should be considered as a tool to increase RT cligibility.
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Does development of a young adult transplant clinic improve outcomes in young adult kidney transplant rec
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Abstract Body: ntroduction: Young adult kidney ransplat ecipintshave one of the highest ate ofrfection leading to gratlos.In November 2011  mulidisciplinary young adut tansplant clinic (YATC) for ages 13-26 was mplemented to improvethe transitonalprocess from pediat to adul care and to deliver
and social supports. We hypothesized that YATC patients would experience less rejection episodes and improved adherénce than patients transitioned to regular adult care before November 2011 (non-YATC). Methods: A retrospective chart review was conducted for the 3 years after

o e o v VAT, Demographic data. tne post sransplant and age attransition was documentec. Number of linic viis, rrgency department (ED) viis, hospitaliztions, monthly lab tets, biopsy proven ejection (BPAR) and graf flure dat wrc colectcd during th 3 yer period. Means and frcquencies

e ompared between groups, Resuls 39 patients (20 frmalo. =22 Y. 30.8 years at transition and n=17 n transiton. i postransplant atfransiion: YATC 4.4+3,6 years, non- YATC 4,624 years YATC patintsatended 2.920.6 transplant clinicsyear vs non-YATC 2.340.6. YATC group

complet 6 monthly lab tests/year while non-YATC completed 7.222. 5 During the 3 year period, YATC patients ehad 13 ED While non-YATC 16 ED visits. 36% of patients were hospitalized at least once in the YATC group and: 35% in the non-YATC group during the 3 year period. YATC had 3 BPAR in 2 patients while

romRATC a7 BPAR 1 & patienis There were 2 gral failurcs n YATC: 15.3 and 17 yeark post ransplani, non-YATC had 2 araft filures: 6.1 and 7.9 years post-transplant. Conclusion: A number of key indicators point 0 & positve cifect of the YATC elinic al ur cénter. Further statsteal analyss necds o be completed (o

evaluate the outcomes experienced in both groups.
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Long term outcomes after Adult to Adult Liver Transplantation of deceased donor and living donor; Cumulative single-center retrospective cohort study of 19 years
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Abstract Body: Background The iffeence beween Living donor liver transplantaton (LDLT) and deceased doror liver transplanttion (DDLT) egarding long-term survival and cause of deat i il under discussion, This s a rerospective obort study to summatiz the cumultive 19 year-experience of our liver rasplant
program as a large Western single center series. Methods We analyzed primary adult-to-adult iver transplants between January 2000 and September 2018. The primary endpoint was to compare the long-term patient and graft survival rate of LDLT and DDLT, and identify causes of death in both groups. Results A total of 2144
patints were cnvolld in ths study: 628 parents oceivingaright obe LDLT were compared with 516 patints having a fllsize SDDLT Difforences were present regarding the underlying liver discase diseases (P < 0.0001) and more patients were transplanted with hepatoma in the DDLT group (25.8% vs. 44.6%, P < 0.0001).
Compared with DDLT, LDLT patiens had endency of lower MELD score (17,1 vs. 190, P =0.055) and shorer waiting i fromlisting (211.4 v. 268.0 days, P = 0.078). No donor deat was observed in LDLT, LDLT paticnts demonstrstd sgnificant a highr survival rate and the recipient survival rtes at 10 and 15 yeats were

7345 and 57.6% in LDLT group, v& 66.6% and 53.4% in DDLT respectively (P - 0.024) (Fig. 1) ‘There was no significant difference in graft survival (P = 0.372) (Fig.2), however LDLT was associated with a higher re-transplantation rate (6.7% vs. 2.5%, P < 0.0001). No difference was observed regarding the cause of death between
LDLT and DDLT patients during the follow-up (all term: . after 5 years of transplant: 2, after 10 years of transplant P = 0.409) (Fig. 3) Condlusions Despite different backgrounds, LDLT and DDLT offer similar long-term outcomes i a sclected patient cohort.
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Donor-specific chimeric antigen receptor Tregs restrain rejection in naive but not sensitized allograft recipients
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Abstract Body: Background: Cell therapy with autologous reglatory T cell (Trogs) s fesible and safe i sold organ transplantaron, Phase I rals which i t combine Treg therapy and immunosuppression mirimization are planaed bu the abilty of Treg cell therapy o it th increased rsk of umora allorectivity tt
comes with lower immunosuppression is unknown. We analyzed the effect of irrelevant or donor specific chimeric antigen receptor (CAR) Tregs on humoral alloreactivity in immunocompetent mice receiving skin allografts. Methods: Tregs expressing an anti-HLA-A2-specific CAR (donor specific) or an anti-HER2 CAR (irrelevant)
Wwere administered o BI/6 mice i the time of transplanting: an HLA-A2-BLI6 skin graft in he absence of immunosuppression i naive o Snsized mice. ARer three wecks. he amount of antigen-specific B cels, T cells and donor-specific antibodies wereevaluatd. Resuls: We found that donor-specific CAR-Tregs butnat
imelevant CAR Tregs,sinificantly delayed skinalograf ejection. Morcover,any tratment with donor-specific CAR-Tregs resultedin dminied levels oftransplant induced donor-specifi anibodies (DSAs)an of D! CAl ated mice also had weaker DSA-specific recall

P
antibody response, but normal responses to an irrelevant antigen, Whei ‘pecific CAR Trogs were tested in HLALAZ sensitized mice, they were unable to delay allograft ejection or diminish DSAs, posibly ue (@ trogoeytosis of HLA-A2 and antibody-mediated CAR- Treg clearance.
Conclusion: The finding that donor-specific CAR-Tregs restrain de novo but not memory allorcacllvlly has important |mphcauons their use in transplant recipients.
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Predicting wait time to a next offer when a first kidney offer is refused
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Abstract Body: Background: The amof this study was o develop and validate  model that could yeld individualpreditions of wait-time o next offr ifan il kidney offer i refused in the Province of Quebee. Methods: We performed a retrospective colort study usng data on deccased donorsand adult Kidney transplant
candidates available from Transplant Québec (TQ), our provincial organ donation organization (ODO), between March 29th, 2012 and December 13th, 2017. TQ’s allocation score gives points for time on dialysis, HLA-DR matching, recipient age, donor-recipient age match, and elevated cPRA. We used a Poisson regression with
varying parameters to provide personalized estimates of the time to a next offer based on the TQ score. The predictions were based on the rate of arrival O dnor tht could e b oTered 103 recipient in the 2 years previous to cach actual offer. Results: Most recovered kidneys were distributed in the general attribution system
(Figure 1). Calculations assumed that during wait time post refusal of a first offer, the patient would remain alive and not be permanently withdrawn from the wait list (Figure 2). Our approach allowed for an individual prediction of the median time to the next offer, and a time within which there is a 9% certainty that a next offer
will be made. The model performed well with a C-index of 0.72. Time predictions were compared to actual values on " validation et eading to good resuls for short tme precictions and ess precise predictions when predicted ait time was longer (Figue 3. Conelusion: We have developed a model that providos an esisate of
wait time prolongation if a kidney from a deccased donor offered by TQ is refused. This information can help transplant physicians and candidates weigh the consequences of refusing an offer.
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ckground: Small donor body size relative to recipient body size is associated with a higher risk of graft failure. Other strong risk factors for graft loss may modulate the relationship between donor-recipient size mismatch and graft survival. The aim of this study was to determine whether the relationship betwee

donor-recipient size mismatch and graft survival is modified by donor and/or recipient age. Methods: This was a retrospective cohort study of all first, single, deceased donor kidney transplant recipients aged > 18 years recorded in the Scientific Registry of Transplant Recipients (SRTR) January 1st, 2000 to March lst, 2018. We i

multivariate Cox regression models to assess the association between donor-recipient size mismatch (defined as the donor:recipient body surface arca (BSA) ratio and categorized as 50 years) and increasing donor age (Figure 1). Model-based estimaes of S-year death-censored raft survival probabilities (Table 1) show that survival
or a size BSA ratio < 0 .8) donor aged < 40 years were equal to or better than those for a size matched (donor-recipient BSA ratio 1) donor aged > 40 years. Conclusion: Donor and recipient age modulate the deleterious impact of donor-recipient size mismatch on graft survival. Outcomes

ke equal or superior when accepting sizc.mismaiched Kidneys fror younger donors vs. idnoys thatare not size-mismatched from older donors.
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Phylogenetic template of The Epstein Barr Virus Nuclear Antigen 1 and Associated Correlates Among Canadian Transplant Patients

r
Member of: CDTRP

Abstract Type: General Abstract

Member Type: Full

Science Type: Clinical Science

Group Category: Other

Submission: Oral or Poster/E-Poster

Trainee: No

Abstract Body: Ba : To fucltate an improved understanding of the ofectof geeti divesiy ofthe Epstein-Barr virus (EBV) i the transplant sting, we have developed a dynamic phylogeneto tre using the EBY EBNAI gene: new srsin are added toth trc s they are idenified. Methods: We examined the variants of
the EBNAI gene among (N=44) patients enrolled in the CNTRP POSITIVE Study of patients ( < 1 8 years old) with and without PTLD. The EBNA-1 gene was sequenced from blood samples during EBV DNAemia. Publicly available PTLD sequences and sequences from Canadian patients with infectious mononucleosis (IM) were
used for comparison. Sequencing was done by dideoxy DNA sequencing methodology and the sequences were aligned with a reference strain piny (B95.8). EBNAT variants were clasuificd ito profotype () and variant (V) Strains, based o the amino acid change that occurrd at codon 487 (Pl Pk, V-lu, V-val, Vopro)
Results: We identified 54 EBNA1 sequences in the Canadian cohort and 10 sequences from Australia and USA. Twenty-one were from solid organ transplants (SOT) recipients of which 11 developed PTLD. There were 13 patients who had bone marrow transplantation (BMT) of which 3 developed PTLD. The transplant patient
samples were compared to 10 IM samples (patients < 24 years of age). The predominant EBNAI subtypes were: Canada - BMT, P-thr, 84.6%; Canada - SOT, P-thr, 71.4%; Canada - IM, P-thr, 80%; Australia, P-thr, 75%; USA, V-leu, 100%. The majority of sequences fell into two main clades. The strains from Canada clustered along

with external strains with no clear evidence of geographic correlation. We identified EBNA-1 subtypes that were linked with spécific mutation patterns that affect immune function. Conclusion: The dynamic phylogenetic trec enabled emerging PTLD strains to be defined in relation to existing strains from different patient groups. These
strains were phylogenetically related to strains from geographic regions outside of Canada.
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Abstract Body: Background: Organ donation programs have been predomiantly evaluate through benchmarking high-performance countriesand the analysis of local qualty indicaors, However, to dte, no defnition of success i organ dortion programns s avalabe. Thersfore,tis scoping review aimed to synthesize the current
evidence on key organizational attributes and processes of international organ donation programs associated with successful outcomes. Methods: Joanna Briggs Institute methodology for conducting scoping reviews was employed. The following databases were searched: PubMed, CINAHL, Embase, LILACS, ABI Business ProQuest,
Busincss Source Premictand gre [crature (Organ donation assocation wobsics, Google Scholr - first gt page). To supplement the sbove, searhes for gay teature woreperforned,and elovant websites were perysed. Result 4 artcls were ncluded. Thess originated moslly from USA (n=33, 39.3%) and Spain (n=17,
20.2%). Most articles were published in 20012010 (n=33, 39.3%) and 2011-2019 ( 4%). with predominant quantitative approach (n—46, 54.8%). followed by opinion papers (n= . and reports (n=10, 11.9%). Qualitative analysis revealed 16 categories that were described as positively influencing
success/effectiveness of organ donation programs (table 1). The categories were clas e i thce components of successful organ donation programs: context (any social nteraction, situations, or support dociuments within organ donation context that might have an impact (ositive of negative) i organ donation programs’
results), process (necessary steps/procedures and behavioural patterns to ensure effective and smooth donations), and structural (the picces that tie organ donation programs together and ensure an optimal organ donation performance). Conclusion: Organ donation programs are complex and depend on multiple actions to their success.
Therefore, success in organ donation should be thought by considering a balance between context, process and structural elements. The results of this scoping review will better inform future studies to have a more holistic view while evaluating organ donation programs.
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Understanding the Influence of Inter-Professional Relational Networks within Organ Donation Programs in Ontario
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Abstract Body: Background:To aptimizg organ donation performance the nature and impactof complex fstorsneed to be understood, Some fctors are well Known and might not be modifsble (contra-indiationsfor tansplant age it of organ donor, ). but athers (collabortion and communication)that conribut to variatons

among similar hospitals in the same province, are poorly understood. Thus, the overall aim of this research is to understand the nature and impact of relationships within the organizational context of organ donation programs in Ontas ly: (1) to describe the characteristics of social

networks of health care professionals of the organ donation programs based on communication patterns (Social Network Analysis) and (2) to deseribe the organizational atributes and processes of on organ donation programs (Muliple Case-Study). and (3)to compare v influcnce of et nbtworis organizational attributes on
 performance of organ donation programs (Network Comparison). The study sites include Ontario hospitals designated as type A based on trauma centre level (Public Hospitals Act classification) partners of the Ontario’s Organ Procurement Organization. We finished data collection at site 1 and are in the process of recruiting 2

otherstes, Resutshe escarle observed three organ dontion cases (2 DCD and | NDD)at it 1 and mapped the communicaton network daring hose cases (fgurs 1, 2 and 3), More dtaled analysis o site | data,as well ascontinuous data collectionanalyss f otherstes are being conductd and fina resulswill b presnted a
2019 Canadian Transplant Summit. C the of effective and patterns during the organ donation process will allow for the development of interventions within hospitals to facilitate better performance outcomes. Improvements within organ donation programs are

mportant fo ] invalved in argan donation. including patents and fmilcs and healh care providers
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FESABILITY OF A NATIONAL NGS PROGRAM FOR HLA EPITOPE MATCHING: A CANADIAN PERSPECTIVE
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Abstract Body: At Implementaton of  ntional epitope-based malt,hmg requires high-reslution sequence information or altransplant recpfents and dorors, We have conducted a comprehensive helthtechnology asessment of NGS to suppart the opeationalnecds of Canadian programs witin a national famevork. Methods:
We have examined chemistries an s for NGS in over 5,000 subjects from a diagnostic laboratory perspective comprising analytical precision, implementation (training, operation, support) and economic criteria. Results: Our evaluation shows that short-range sequencing or long-range

sequencing using nanopore echnologics cach P specific advanlxgcs "and challenges. To sircamline implemenation for Canadian labofatones we have frs adoptcd the former. Technology advaniages for & national progtam nehude. (a) advances in chclmslry which have dramatically improved precision, with a drop-out rate

reduced to 1% primarily at DQB1*03:01/02 and DRB4*01:01 in 1,000 patient sequences; (b) parallel multi-stream operation that enable rapid reporting of up to 5,000 samples / year: (¢) standardized programs enable rapid training and HLA in sequencing and analysis within approximately 4

weeks, and (d) economic costs of NGS sequencing of all 11 HLA genes compare favorably with SSO (8300 vs $357). Technology disadvantages include: (a) acquisition costs of new technology; (b) complex IT requirements for systems support, connecuvny and security, (c) 1mp0rl;\m data storage demands (6 gb/run, 8 gb processed

data, raw data if required) and (d) inability to perform sequencing for urgent samples including deceased donors. Conclusion: NGS is ideally adapted to provide rapid, reliable and cost-cfficient patient sequence data for epitope-based matching in hi but alternative molecular methods are still currently

required for deceased donor typing.
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r
Member of: Student/Others
Abstract Type: Adult Abstract
Member Type: Trainee

Science Type: Basic Science
Group Category: Kidney-Pancreas
Submission: Oral or Poster/E-Poster

Trainee: Yes

Abstract Body: Background: Kidney transplantation is the gold standard treatment for end-stage renal disease, however an increasing gap between supply and demand has driven increasing interest in using marginal donor grafts. Normothermic machine perfusion (NMP) is a novel organ method that offers
for marginal kidney graft evaluation and therapeutic interventions not possible with traditional hypothermic methods. With a higher metabolic demand, NMP requires an oxygen carrier for cfficient tissue oxygenation, and the most common choice is packed red blood cells or leukocyte depleted blood. We aim to investigate the

effects of whole blood compared to packed red blood cell-based NMP perfusatc on graft inflammation and perfusion. Methods: Porcine kidneys are recovered and perfused with our pressure controlled NMP system for 12 hours. The NMP system is primed with 300ml or 450mI (for packed red blood cell) of a modified plasmalyte
crystalloid solution and either 300ml whole donor blood or 150ml packed red blood cell. Perfusate is supplemented with heparin, glucose, and insulin over time through infusions. Results: Both groups experienced comparable mean renal blood flow consistently over 12 hours of perfusion, with a trend showing increased renal bloo
flow in whole blood perfusates (whole blood: 719+27.5ml/min; packed red blood cell: 639+28 8ml/min). No significant differences in perfusate pH were detected. Cytokines TNF-alpha, IL-6, and IL-10 were significantly increased in whole blood compared against packed red blood cell-based perfusate. Conclusion: Both whole blood
and packed red blood cell-based perfusates demonsirated equivalent perfusion resistance and perfusate biochemisiry in a porcine model of kidney normothermic machine perfusion. With the presence of leukocytes in whole blood-based perfusates, there was a significant increase in perfusate cytokines, including both pro-inflammatory
Eytokines TNF.alph and 1L and anti-inflammalory cytokame 1L+ 10, However, he phystological significnnce of perfuseke oytoking presence sl roquires further study through bistologicel cvaluation and a rassplant model with long teim follow up
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LOSS OF HETEROZYGOSITY OF HLA GENES IN HEMATOLOGICAL MALIGNANCIES: RECOMMENDATIONS FOR PREVENTING HLA MISASSIGNMENTS
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Abstract Body: Background: Loss o heterozygosity (LOH) is 3 well ecognized genetic sbnommality in hematologieal mlignancis and when involving the HLA genes on Chromosome , can result n erroneous HLA typing, LOH i most frequently abserved during bastcises preransplan occurring i 3-4% o ptients with Acute
Myeloid L,eukem,a (AML) (Dubois et al., 2012), and up to 12% in acquired Aplastic Anaemia (aAA) (Heyrman et al., 2017). Methods: Full HLA-11-Loci gene sequencing was established in Oct 2016 for the BC bone marrow program. Since then 2000 patients and donors have been fully typed using NGS. Samples were assessed for
relative buffy coat volume, as well as CBC. Diagnosis information for high risk patients (AML) anda Jarge buily coat resulted in the sample bcmg lagged or valuaton. Resuts: Out of the 2000 ptitssequenced by NS we have abserved two cases of LOH, on of anenir haplotype and on of a singie HLA gene (HLA-C).In
both cases, NGS detected only 1 allele/haplotype in the pre-transplant blood sample, but was able to detect a 2nd allele/haplotype using a saliva sample. Conclusions: Several factors should be take it when genotyping HSCT patients, in order to prevent HLA mis-assignments: () Sample timing: disease state impacts timing

oF confirmatory typing. Pro-{ransplant patienis i crisis ore more 1kely to have lonal amplification of the mutated clonc. (b) Sample type: Using buccal or saliva samples rather than blood at time of diagnos ion blood samples limits the possibility of sampling the tumor. (c) Disease type: Whilst LOH has been reported in
Mulliple disenses, Cerisin diagnoces aré more t isk for LO. (d) Abnormal leukocy(osis associaed with high tumor burden is a risk foctor for O (¢) Reflex tesing of homazyzous HLA results should be confimed with at 1ast two different methods with different senstvitce
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Human leukocyte antigen (HLA) class II expression on thymic regulatory T cells (Tregs) is induced by expansion conditions
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Abstract Body: BACKGROUND: Immune-modulating Tregs ate & promising therapeutic tool i ransplatation. Abundant Tregs canbe solsted and expanded from discarded human thymuses (Dike etal. AJT, 2016). indicating potental of thymi Tregs as an ‘off.the-shelcel therapy. HLA upregulation on actvated Tregs may
increase their immunogenicity, which is a possible obstacle for clinical purpose. Here, we studied HLA class 1T expression on thymic Tregs under various expansion conditions. METHODS: FOXP3+CD25+ Tregs isolated from infant thymuses (n=5) by mechanical dissociation and magnetic-bead-based cell separation were cultured
under various conditions for 14 days (TABLE 1). Additionally, anti-IFN-y antibodies were added to condinon B 16 study the role of IFN-y. Treg phenotype and HLA class Il expression were assessed by flow cytometry. Cytokine production was analyzed by multiplex assay. Cytotoxicity assays were done using anti-HLA class 11
antibodics and rsbbic complement, RESULTS: Before culure, < 6% of thymic Tregs expressed HLA clas I, Treg expansion was observed inal cultre conditons,except condion H, Cultures withartifiialantigen-presenting cels (conditions A, B, C, D) contaned ewer HLA class Il-expressin Tregsthan T Cell Actvator cultures
(conditions E, F, G) [range: 2-45% vs. 18-84%, respectively; p < 0.001]. Admuomuy, CST OpTmizer medium (conditions C, D) induced less class Il-expressing Tregs than ImmunoCult-XF medium (conditions A, B) [range: 2-29% vs. 17-45%, respectively: p=0.004]. ‘Addition of rapamycin had no effect. HLA class II+ Tregs were
Susceptible 1 antibody-dependent complement-mediated el death. The perccntage of clas 1T+ Trees was positively corrlatcd 1o TFN-y production (p-0102) and decreascd in the presence of ant-LFN- antibodies i a dose dependent manner. CONGLUSION: The conditions used for Treg expansion afected the perecniage of hymic
Tregs that upregulate HLA class I, which at least in part was due to IFN-y production by the cells. Expansion protocols that limit IFN-y production may therefore generate less immunogenic therapeutic Tregs.
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Abstract Body: Background:Given evidence that donor speific antbodics (DSA)to Human Lekocyte Antigens (HLA) adversly ffectKidney transplant outcome, snsitve techiqus fo deteting HLA antibodies have been developed. Single antgen bead (SAB) Luminer:based tests n particular,ar highly sensiive and are used
o define ‘unacceptable’ donor antigens in a virtual crossmatch. Although it has largely revolutionized HLA antibody detection, Luminex SAB assay however does present with some problems such as interfering substances and non-specific reactivity which can mak i-HLA
antibodies that s paenthas decrcascsthe poo o uitable donorsand increascs wailttime the correct assignment afant-HLA antbodics i itchl, The aim of this study was 10 invcatigate the concordance between two SAB assay's manufactured by One Lambda and Immucor. Mcthods The ncgauve “nd positne cortlations of
antibody assignments for each bead with an identical HLA antigen, based on the Canadian national cut-off of 1000 MFI for One Lambda and the vendor recommended positive assignments made by Immucor, were assessed for 50 patient sera. Alluvial diagrams were also generated to help with visualization of epitope patterns.

Results: The positive correlation between the kit anged from 70-§0% depending on the locus and the negative assignment correlation was generally over 90%. LOG-MEI valucs were also compared between the 2 platforms for Clhs 1 and Class Il eads combined and by Class, and the régression was comparatively modest (12 =
0.63,0.63.,0.67), with the One Lambda kit having higher MFI values in general likely due to a higher serum to bead ratio. Conclusion: Although the two kits showed some correlation, there was also a significant amount of non-concordance.
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Abstract Body: Background: As th rate of delayed graft function (DGE) i high in donation after ardise dath (DCD) rena transplantation, some transplant physicias prer to utiliz Thymoglobulin (and delsyed ntroduction of clcineurn fibitors) over Basilximab in order to reduce he ate of DG The purpose ofthis study

Was to compare the rates of DGF, rejection and survival of patient trated with cithor induction agent, Methods: A retrospective conort study of ecipients of 321 DCD kidney transplant recipients was performed between 2006 and 2018, Patient cohorts were stratified by induction agent. Calcineurin inhibitors were delayed i

Thymoglobulin-treated recipients, but calcineurin inhibitors were not delayed with Basiliximab induction. The choice of induction agent was according to preference. D data in addition to risk based upon %PRA was collected. The primary outcome was DGF, defined as requiring dialysis within 7

days of wansplont. Secondary outéomes inchaded acute rejection, zrat faure and survival. Student's 1est and Chl-squere were used for statistcel analysis. Results: Aice o mean follow-ap of 6.2 years, 46 were induce with Basilicimab and 175 were induee ymoglobulin. Donor and recipient demographics were similar

between groups. In fact, the mean %PRA was 26% in the Basiliximab group and 32% in the Thymoglobulin group (p =0.23). The rate of DGF was 55.6% in the Basiliximab group compared with 38.3% i in the Thymoglobulin group (p=0.55). As well, acute rejection rates (15% both groups), 1 year creatinine clearance (77.6 ml/min and
3.7 mL/min in Basiliximab and Thymoglobulin group) and graft failure rates were similar between the groups (------p=—---0.85, p=0.88). C The use of T delayed i of calcineurin inhibitors did not reduce DGF rates, nor the risk of acute rejection or graft failure. Basiliximab is efficacious as an

induction agent in the low immunologic risk DCD renal transplant recipient.
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A Fortunate Problem: Allocating Non-Directed Living Donor Livers
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Abstract Body: Background Living liver donation is an accepted way of addressing patients’ needs amidst a scarcity of usable deceased-donor livers. As with other procedures entailing medical risk, voluntary informed consent is crucial. Our transplant program is fortunate enough to receive offers from time to time from individuals
who wish to donate part of their liver to a complete stranger. In contrast to anonymous non-directed living donor (ANLD) kidneys, which are allocated algorithmically as though they were deceased donor organs, ANLD liver donation poses an allocation quandary. Patients who are next in line for a deceased donor liver are typically not
considered suitable candidates for a living donor transplant, as they generally need a whole liver. If the established allocation system, based on discase acuity as reflected in MELD scores, is not an appropriate or useful guide, how shall we allocate ANLD livers? We address this gap in the existing literature by laying out ethical and
practical considerations bearing on the allocation of ANLD livers. Methods ~ Surveying the literature on the ethics of organ allocation and donor and recipient outcomes, we identify a set of applicable moral considerations including donor factors, recipient characteristics, and public expectations. We then propose an iterative process for

narrowing the pool of plausible recipients to one or two ideal candidates (i.e. a recipient and “backup”). Results and Conclusion A strong case can be made for matching ANLD offers first with smaller recipients on the basis of minimizing donor risk by minimizing the volume of liver to be transplanted. Among plausible candidates,
priority may defensibly be given to patients who are reasonably likely to have good transplant outcomes and are thought to be disadvantaged under existing rules for allocating deceased-donor livers. The propricty of preferring younger candidates or those who have made reasonable efforts to find a living donor remains debatable.
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Half a Chance: Extending Split Liver Transplantation in North America
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Abstract Body: Backgr The human lvers abilty to regencrate presents unique opporturites for some paticnts i need of transplant to detive ong:term benefit fom less than a whole iver, Notably, deceased donor livers may besplit o benefit two diffrent rcipients, This presentaton examines th etical and practicl
implications of splt iver mmplzn[auon (SLT) from deceased donors. Afier chicidating the cthical permissibility of this practce. he prescniers wil dentify ind asscss potential mechanisms for éxpanding acecss to SLT in controlld conditiont. Meth relevant literature shows that twi

considerations loom large over organ allocation policy: expeeted medical outcomes and cquitable accces. We critically appraise how SLT aligns with (hesc objectives in Tight of present surgical captbiliics Insofar & SLT femaing rare. we draw on our knowledge Pt organ allocation and cultue of Surgery to theorize why
this is th case. Finally, we consider how allocaion mechanisms and variances employed n oter “specal situations.” might be adapted to bete fciliate SLT. Resultsand Conclusion The impact of SLT on individual and aggregate patient outcomes is an empricl question that tums on factors such s slecton eitera.

Nonetheless, sfudics strongly suggest that SLT can increase the ofal number of recipients benefiting from transplantation. While the equitable analysis is also complex, SLT may benefit hard-to-match recipients who are disadvantages through no fault of their own. Hence, in conditions . SLT is ethically supportable.
We propose hat a major obstacle o areater splittng of deceased donor Ivers in NoRh America i allocation nkastrcture that was not designcd with this possibiity i mind. Potential mechaniums for advancing SLT including cstablishing  central learinghouse for identifying livers suitable fof plitting and offering them irston this
basis, as well as a separate registry for evaluating and monitoring SLT outcomes.
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The impact of delayed graft function on DCD renal transplant outcomes
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Abstract Body: Background: Delayed gratfunction (DGF) is sssociated withinfrior qutcomes in donaton afer neurologic det renal ransplatation, As asesult of warm ischemi tme, DGF occursfar more often following donation after siulstory death (DCD) transplantation,but ' effect on outcomes e unclear, We sought

to cxamine the impactof DGF on DCD kidney transplants. Methods: Dermographics and outcomes of 201 DCD kidney transplan ecipents were assesd at a ingle instttion between 2006 and 2018. Cohorts wereclassifid as having immediae graft fnction (IGE), or DGF(requring diaysis witin 7 days of ransplant). We urther
subclassified groups into ot and prolonged DGF (deined as DGF lsting Jonge than 7 days). The primary utcome was graftsurvivaland secondary outcames included 1 year reainine clearance, ejection and ovral survivl, Rsulis: Overall, 589 of DCD) rnal transplanis cxpericncd DGF. Donr and ecipont demographics
were similar between IGF and DGF groups. The presence of DGF did not affect patient or graft survival aftér a mean of 7.2 years (1-12 years) (Figure 1). Although the presence of DGF affected CrCl at 1 (p < 0.0001, 95% confidence interval 14.5 - 30.8). and 3 months (p < 0 .003, 95% confidence interval 4.5 —21.7). 1 year CrCl was

ot different in the group with DGF va. IGF (p ~ NS). Although DG incréased the duration of admission, i did nof affect fe-admission rates (X2 — 1,04, p — 0.31). DGF was associated with  higher acutc celluiar rejection fate (X2 - 1.04. p— 031). Iicrestingly. graft vl s et patients with prolonged DGF, but this smal
subgroup was associated with a high rate of rejection. Conclusion: In the setting of DCD renal transplantation, the presence of DGF had no impact on graft or patient survival. Although prolonged DGF is associated with inferior graft outcomes, this appears to be associated with graft rejection.
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Pushing the beans to the brink: longer functional warm ischemic time confers acceptable outcomes of DCD kidney transplant
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Abstract Body: Background: Donation ftr cardise death (DCD) ncreases the dotorsupply oftansplantabl kidneys, however proloned aganal and warm ischemic phases can be deleterious o graftfunction, potentally compromising outcomes. We sought o bettr deins the impact of rolonged functional warm schernic time
(agonal time at MAP = 30 minutes (WIT2). Demographic data as well as graft functional outcomes were collected and reviewed and compared between cohorts using t-test and Chi-square. Kaplan-Meier survival analysis was utilized to compare graft survival according to cohort. Results: A total of 201 DCD kidneys were included in
analysis, with 151 in WITI (median 19 mins, IQR 16.0-22.5) and 50 in WIT2 (median 37 mins, IQR 31.0-45.8). Mean age, BML age of gender distrib time, and cold ischemic time did not differ between the groups. The number of expanded criteria donor kidneys were 32 (21.2%) and 6 (12%) in

and WIT2, respectively, with no difference. Figure | shows that there were no difference in graft survival between groups (p= 55.43). The mean Creatinine at | year was 153.5 umolL and 1627 umolL in WIT1 and WIT2, respectively (p0.40). The incidence of DGF and rejcction did not differ betwee the two groups.
Conclusions: Although we believe that FWIT is an important variable in DCID kidney araft owtcomes, TWITS around 30 min are aceeplablé for donation. With expericnce of areater number of SWIT beyond 30 min, we may evertually determnine a SWIT duration at which time DCD Kidneys necd to be discarded:
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Determining the role of von Willebrand Factor in potential thrombotic complications that are associated with aging and organ transplantation
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Abstract Body: Background: von Willebrand factor (VWF) is a pro-coagulant glycoprotein expressed only in endothelial cells and megakaryocyes. It mediates adhesion of platelets to the endothelium/sub-endothelium. External stimuli, including aging and hypoxia can upregulate VWF. Increased production of VW, is a significant
tisk factor for thrombus formation. We are investigating whether conditions such as aging and transplantation, which exposes the donor organs to hypoxia, can affect expression pattern of VWF. Objectives: To determine whether increased VWF levels that we observe in the aged and donor organs are accompanied by alterations in
VWE vascular expression pattern; and whether this corresponds to increased thrombogenicity. Methods: Procured pig’s lungs that are maintained in cold storage or exposed to warm perfusion (before and after perfusion), as well as harvested major organs of aged and young mice will be subjected to immunofluorescent analysis to
investigate vascular expresion pattrn of VWE instmall compared to large vessel. Also similar analyses il perform in organs of aged compaed to young mice, bu addionally detrmine the presence of patects e formation in these mice organs. Results: Analyses have demonstrated that VWF mRNA and proein levels
are altered in an organ-specific manner in aged compared to young mice. We have also shown that VWFE mRNA and protein levels arc increased in lungs that are being processed for depending on the storage conditions. Cold storage leading to increased VWF compared to warm perfusion suggestive of
a role for hypoxia-induced upregulation of VWF in the lung vaseulature. Conclusions: Results will reveal whether conditions that leads to VWF upregulation, including organ storage prior to transplantation, and aging, will i (i) VWF alteration in expression pattern, and (ii) platelets aggregate formation and potentially
thrombosis. The results will provide insights towards development of anti-thrombotic approaches that would be advantageous in transplant procedures and in aging population.
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ABO tolerance following treatment of infant wild-type mice with A-expressing syngeneic erythrocytes
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Abstract Body: ABO-i i ion (ABOI HITX) i safe in young children and increases donor acess. Posi-ABO HT. B cll tolerance develops o donr ABO blood group antigen(s) by mechanisms o flly defined. To study ABO tolerance, w developed A-tansgenic mice (AcTg) tht cxpress

‘A-antigen on vascular (RBCs) and tolerance induced by HTX into 4-week-old, MHC-identical, wild-type mice. Intentional induction of tolerance may allow subsequént ABOi HTx. Recently, we showed ABO tolerance could be intentionally induced

Wikdypé mice aftr intaperitoncal (1) injecion of ifant mice with n(act A-Te blood cels (BC). Herei. we sought to dlermine specifc A-Tg cell ypo(s) capabl of inducing {olerance. Methods: Wild-type BALB/c (BALB) mice at 7 days of age were left untreated or injected ip (weeklyx3) with either unfractionated BCs, RBCs,

peripheral blood mononuclear cells (PBMCs), or splenocytes from A-Tg BALB mice (see Table). Two weeks later, all mice were injected ip (weeklyx5) with human A-RBC (A-antigen challenge) in an attempt to elicit anti-A antibody production. Serum anti-A and third-party (non-A anti-human) antibody were assessed

hemagglutination or ABH glycan microarray. Results: In response to challenge with A-antigen, high levels of anti-A antibody were produced both in untreated mice Fand in mice previously treaied with A-Tz FEMCs or splenocytes (T3616). In contrast. ant-A aniibody remained undetectable/very low in ice rcaied as nfants with

A-Tg BCs or RBCs. Third-party aniibody responses were high for all groups. Conclusion: A-Tg RBCs induced robust A-antigen-specific olerance in infant mice. whereas A-Tg lymphocytes (PBMCs, splenocyes) did nol. Future studies will explore mechanisms o A-Ta RBC tolerance induction with the goal 10 design synthetic
‘glycol (PEG) j Tor intentional ABO tolerance (o allow subscquent ABOI HTx safely.
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COMPARISON OF HLA ANTIBODY ASSIGNMENT BETWEEN TWO LUMINEX PLATFORMS IN A COHORT OF THORACIC PATIENTS
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Abstract Body: Aim: To evaluate and compare the reliability of HLA-antibody detection in thoracic patients using either LabScreen (OL) (One Lambda, USA) or LifeCodes (IM) (Immucor, USA) Single Antigen (SA) Luminex assays. Methods: Sera of heart or lung transplant patients were tested with OL and IM SA assays and
analysis performed with OL Fusion and IM MatchIT software. A matrix of 147 beads was constructed to compare those with identical HLA antigen common to both assays using raw trimmed MRI values, two-tailed test, fixed effect B-spline modeling, and distribution analysis using SAS v9.4 software. Results: The study comprised
164 patients with paired testing, of whom 30 cardiopulmonary recipients are reported here. Clinically important and statistically significant differences were highlighted between the 2 assays for both class 1 and 2 reactivities (p (Figure 1). B-spline comparison shows that overall, OL values trend with  higher raw MFI value. Using
different thresholds of MFI, distribution analysis shows that OL has higher variance lower thresholds relative to the IM assay, but better was correlation observed at a threshold of >2000 (Fig 1b). The area of uncertainty was greatest for alleles with marginal values, though discrepancy also occurred at those with higher values in the OL
assay. Conclusions: There is a poor correlation between the 2 assays particularly at marginal MFI values which is concerning since incorrect assignment decreases the pool of potential donors and increases waitlist times
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EVALUATION OF BUCCAL SWABS FOR CONFIRMATORY RECEPIENT DNA AND DONOR INITIAL SCREENING IN BC BONE MARROW PROGRAM
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Abstract Body: Aim: A switch from blood o buccal swab for confirmtory typing of hematopoietc stem cll ransplant (HSCT) has boen deven by the increased case of sample clletion (both locallyand intermaronally) and patient comfrt and th isue of observed lossof hetetozygosty (LOH) in BMT patents. Buccal DNA
collected at a second time point meets ASHI requirements as a second sample source and would meet all our requirements to provide the bone marrow program with a viable option for collecting both potential BM donors and recipients. Methods: We assessed 6 collection kits, including wet and dry swabs from a variety of vendors.
Recapitulating real-life sconarios Fo the aboratory: multple fime points post-collcetion (0, 34, 48, 72hr) with amples stored atroom temperaturs from self-administoed colecions. Diffrent atomaed extrction projocos or the QlaSymphony were evaluated, in conjunction with various pre-treatment pmlucols 0 optimize DNA
qualty and quaniy. All samples were typed by S30 (OneLamdb) and NGS sequencing (Omixon Holatype)for comparison purposcs. Resuls: Our evaluaton shovwed that a number of vendor it wee not suitablefor HLA typne, due o poor yield or consstent fulur of a singl locu. Having seleced the Purtan™ TT calletion

it pre-tratiment protocols of 16hr incubation with proteinase K followed by the QiaSymphony Min Kit with Tissue LC. 200, v7 DSP protocol esulied in consistently higher yields of DNA (-9- 20ng/ul). SSO typing for DRBI and NGS typing for DQBI and DPBI were the most susceptible to failure. Conclusion: Using bug
swab-extracted DNA with the outlined processing protocol provides a valid method capable of aceurate test results for HSCT patients. In addition, the use of buccal samples provides a biological specimen which s less likely to be susceptible to LOH for HSC transplant patients who were initially typed by peripheral blood oted
DNA.
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istinction between Hepatorenal Syndrome and Non-Hepatorenal Syndrome Acute Kidney Injury has no Impact on Renal Function Recovery Post Liver Transplantation

r
Member of: CST
Abstract Type: Adult Abstract

Member Type: Trainee
Science Type: Clinical Science
Group Category: Liver
Submission: Oral or Poster/E-Poster
Trainee: Yes
Abstract Body: Backgro.

te Kidney Injury (AKI) in cirthosis s often further categorized into Hepatorenal Syndrome (HRS) vs non-HRS to predict renal recovery post-transplant. This distinction is often cumbersome due to overlapping causes of AKI and ever-changing criteria of HRS. We here review the patterns of renal
ecovery afier liver transplantation to reassess he felevance of his distinetion, Methods We retrospectively analysed recovery of renal function after liver transplant. We assessed the difference in intensive care unit stay, hospital stay, nadir creatinine, and time to achieve nadir in patients with or without HRS. Results: 90 patients who
underwent liver transplantation were reviewed, of whom 32 had acute kidney injury. We excluded patients who were transplanted for acute liver failure, polycystic liver disease, urea cycle defects, those who had a prior liver or kidney transplant, and those who did not survive till discharge. 25 patients were considered for final
asscusment, Median age of pationts was 60(IQR 56-63), and 64% were males. Mediin MELD scort was 25(10R.17.33). Alcohol was the most common &logy(40%) followed by viraland NASH(24% cach). Median creatinine atthe ime of ransplant was 172 mmol/L(IQR 144-263). All patiens had current o past asites. HRS was
considered the cause of AKI in 14(56%) cases. Time to achieve creatinine mdu and ICU emy bnlh correlated strongly with pre-transplant bilirubin (=0.71, 0.51 respectively) and modestly with post-transplant creatinine peak(r=0.43, 0.40 respectively) but not with pre-transplant creatinine. The HRS group showed significantly lower
bilirubin (28 vs 444 mmol/L, Z=2.8, p=0.0 L.Z

) and creatinine (163 vs 323 m 2, p=0.02), however, there was no difference in peak creatinine post-transplant, nadir creatinine, time to achieve nadir, ICU stay, or overall hospital stay. Conclusion: Distinction between HRS and non-HRS AKI may play a major role in
prognosticating renal recovery on pauenla ‘with decompensated cirshosis undergoin iver tansplant
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Abstract Body: of T may faciltate o more ccurateprediction of grat outsome and the optimizaton ofimmunosuppression. We have developed a high-hroughput immune synapse detetion (1SD) method using imagin flow cytometry o define the compositon and size of the
loreactive T bell teperioirein healthy doiors. We | hypotheslze that ISD can be used to predict lung allograft outcome. F we are using splant blood samples to examine the association of T cell alloreactivity — as measured by ISD - with clifical acute rejection. Method: We have prospectively
collected blood samples from 50 donor and recipient pairs of lung transplant cases. Monocyte-derived dendritic cells from donors and reclplenls were produced and cryopreserved. In addition to pre-transplant, T cells from 3-, 6-, 9-, and 12-months postransplan have ben iolated. T cellsand DCs areco-cultured for 4 hours prior to
fixation and staining in advance of ISD on an ImageStream Mark X imaging flow cytometer. Results: Donor monocyte-derived dendritic relatively uniform MHC class IT and costimulatory molecul¢ expression, making them suitable for use in ISD. In an initial sct of 5 patients, T cell immune synapse frequency generally
increased post-transplant compared to pre-transplant values, with significant variations over time post-transplant. The majority of alloreactive immune synapses in lung transplant recipients were made by memory CD4+ T cells. Further analysis in the remainder of the cohort s now underway. Conclusion: We have collected donor
antigen-presenting cells and rcipient 1 cells from a cohortof hing transplant recipients and have demonSirated the feasibiity of measuring alloreactivity in these paticnts using 15D, Further work will examiné the association of ISD results with clinicaly relevant endpoinis including acute rjection. humoral sensitization, and allograft
dysfunction.
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Splenectomy is associated with higher rate of late rejection in post liver transplant (LT)
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Abstract Body: In LT recipients, performed for various reasons including thrombocytopena, ABO incompatiilty and sma for size syndromme. Splenectomy may influnece immunlogical esctions and nflueices the rae, type and severity of ostive transplant rejecion. We sudied the
effect of splenectomy on rejection pattern after LT. Methods: Between Jznuary 2012 ~ December 2016, 788 adult LT were performed in our program. 30 recipients had splenectomy prior or at the time of LT. Recipients were matched 1:2 based on age, MELD and platelets at the time of LT, pres

Tecipients without splencetomy: Time imierval (o rejection {early( 6 monthe); - number of rejection episodes and type of ejection (scute vs éhronic) were analyzed between he sroups. Resuls 14 (46.6%) LT recipients in the spieneciomy group had a east one episode of rjection post LT compared o 191 (25.29%) in non- splcn:clomy
group (4=0.35). Average time o fist ejection waslonger for splencetomy ptints (257.7 days) than nor-slenectomy patents (150.73 days) (p=0.36). Thre were & totl of 13 carly rjections n the slenectomy o  compared o 168 carly ejectionsinthe non-splenectomy group (p=0.78). Al were acute celllar rfectio

responded (o treatment. In contrast, late rejection was seen in 4 (13.33%) splencctomy recipients which is significantly more frequent compared to 52 (6.86%) non-splenectomy recipients (p=0.02). I higher patelt ransiusion during transplant surgery - and bilirubin on day 1
post LT were significantly associated with higher likelihood of late rejection. In contrast, tacrolimus based immunosuppression , BMI, creatinine at 1 month post LT were inversely related fo Hikethood of e rejecuon Table 1) Conehision: Do study shows that splencctomy was associated with higher likelihood of late rejection (=6
months after LT) in post LT recipients.
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Education to Increase Pursuit of Transplant: State of the Field and New Innovations
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Molecular Phenotyping of Transbronchial and Mucosal Lung Transplant Biopsies: the INTERLUNG study
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