Machine Preservation Trial

MP vs. CS in Kidney Transplantation in collaboration with Eurotransplant
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CTA = Central Trial Assistance - Eurotranplant
ORS = Organ Recovery Systems

PI = Principal Investigator

RPC = Regional Perfusion Center
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Scenario 1: Donor and recipient within the same tal region

Transplant coordinator

ET desk

Notifies ET desk about possible donor

Uses randomization scheme to determine which kidseyld stored and which is
machine perfused

Calls perfusionist 1 on call in respective RPC:pfe-warning ASAP, immediately
after donor announcement to ET) B- Leuven; NL-Gngen; NRW-Essen

Faxes ET donor form (4 pages) to RPC

Perfusionist 1

Calls transplant coordinator

Informs about time of procurement; hospital of pr@nent
Records telephone numbers of coordinator and tadspifile
Goes to RPC

Prepares LifePort ice container

Checks LifePort Batteries

Collects one LifePort, Perfusion Circuit and spdisposables
o cannulae

couplers

drapes

extra circuit

spare batteries

2 liters of cold (!) KPS-1

O OO0 O0Oo

Takes necessary sampling materials
0 blood sampling
pre-tagged tubes (EDTA, blank)
dewer with ice
0 biopsy
Acecut Biopsy Gun 16G
small and large forceps
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scalpelblade 15

pre-tagged 1,5 ml microcentrifuge tubes filled wathD | RNALater

pre-tagged 1,5 ml microcentrifuge tubes filled withmalin (blue)
o perfusate sampling

alcohol swabs

syringes 10 ml

tagged tubes

Prepares perfusion file

Reports call in perfusion logbook

Drives to donor hospital before the time of procoeat

Collects additional donor & procurement data infy&on file

Collects 2 tubes blood + spleen for x-matchingyanlBelgium)

Collects 2 x 10 ml (EDTA, no additives) of donoodtl for Amendment 4 (donor
markers) and stores it at room temperature (tagge@&T number + EDTA= el /

blank = s(erum)-1) Example: 123456-el / 123456-s1

Completes LifePort set-up

[Organ procurement: UW for flush out preferredcase only kidneys: HTK may be used]

Procurement surgeon
Splits kidneys

Takes cortical biopsy just prior to MP

Perfusionist 1
Splits and stores biopsy

Submerges one half of biopsy in formalin in 1,5 mkcrocentrifuge tube (blue)
tagged as ET number + b(iopsy)1

Submerges other half of biopsy in 200f RNALater in 1.5 ml microcentrifuge tube
tagged as ET number + b(iopsy)1

Scrubs in (if requested by surgeon), advises, hefpmulate kidney and helps
connect kidney to perfusion circuit

21



Sets initial Systolic Pressure on LifePort (35 mmHg

Starts MP

Evaluates initial perfusion, corrects and adjustsyrgeon) if necessary
Records initial MP parameters in perfusion file

After 10 minutes takes 10ml (2 x 10 if donor > 55) yperfusate samples (viability
markers) tagged as ET-number + p0

After 1 hour takes two 10 ml (three if donor > 5%yrerfusate samples tagged as ET-
number + pl (store on ice)

o one sample for chemistry analysis perfusate

o one sample for viability markers

o one sample for Amendment 5 (older donor)

Transplant coordinator

Sends necro report to ET

ET desk
Prepares allocation list
Makes organ offer without revealing preservatiorthod
Informs transplant coordinator donor center abeatpient location

Arranges transport logistics (courier / plane)

Transplant coordinator

(In Belgium) Sends blood / spleen to recipient eefdr crossmatching

Perfusionist 1
Completes procurement data in perfusion file

Completes Transportation Form (Checks organ typeodogroup, ice, batteries,
perfusion file, blood & spleen (in Belgium), anéste drapes.)

Attaches transportation form to LifePort exterior

22



Checks batteries and replenishes ice before sekdingy on LifePort unattended to
recipient center

Drives back to RPC
Centrifuges and stores samples at — 80°c

Checks completeness of perfusion file (donor datacurement data, LifePort
perfusion data)

Replenishes transportation cart for next case

Transplant coordinator / nephrologist of recipientcenter

Receives kidney offer without knowing preservatimethod (preservation method
revealed after offer has been accepted)

[NL & NRW: kidney on Lifeport + blood & spleen semirectly from donor hospital to
transplant site]

[B: blood & spleen for crossmatching sent diredtigm donor hospital to transplant site by
coordinator donor site; LifePort + extra blood &esm will be kept at Belgian perfusion lab]

ET desk

Calls perfusionist 2 on call, notifies locationtadnsplant procedure

[In case of positive crossmatch for NL & NRW, trplat coordinator recipient center forwards
LifePort & crossmatch specimen to next center oecation list. For B: only forwards
crossmatch specimen + informs RPC Leuven abouttramgplant location

ET notifies perfusionist 2 about new location]

Perfusionist 2

Calls OR supervisor in recipient center and informb®ut scheduled start time of
transplant procedure

Goes to RPC

Takes necessary sampling materials
0 biopsy
Acecut Biopsy Gun 16G
small and large forceps
scalpelblade 15
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pre-tagged 1,5 ml microcentrifuge tubes filled wathD | RNALater

pre-tagged 1,5 ml microcentrifuge tubes filled withmalin (blue)
o perfusate sampling

alcohol swabs

syringes 10 mi

tagged tubes

Travels to transplant center before scheduled ptanstime

Upon arrival checks and records MP parameters withevealing these to transplant
surgeon

Collects recipient data

Scrubs in, disconnects kidney and hands it to plans surgeon (if requested by
surgeon)

Takes one 10 ml (two if donor > 55 Yr) perfusatepbes (viability markers) and one
50 ml sample for chemistry analysis both taggeE Bsiumber + p3
Transplant surgeon

Takes cortical biopsy 60’ after reperfusion or joisor to closing

Perfusionist 2
Notes time of reperfusion of the kidney (clampsrpe
Notes time biopsy was taken
Splits and stores biopsy

Submerges one half of biopsy in formalin in 1,5 mmikcrocentrifuge tube (blue)
tagged as ET number + b(iopsy)2

Submerges other half of biosy in 2000f RNALater in 1.5 ml microcentrifuge tube
tagged as ET number + b(iopsy)2

Collects transplant procedure data in file
Drives back to RPC
Spins and stores samples

Cleans LifePort
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Downloads MP data from LifePort

Checks completeness of file (recipient data, trEamépprocedure data, LifePort
perfusion data)

RPC supervisor or delegate

Files donor, recipient, procurement and transplata into online ET database

ET desk

Coordinates recipient follow—up data completionhwicipient transplant center

[Amendment data filled out by amending RPC aftealying bulk shipped samples: donor
markers, biopsies, viability markers by RPC’s Gngein & Essen; perfusate chemistry by RPC
Leuven]
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Scenario 2: Donor and recipient in different trial regions

Donor and recipient procedureentical to Scenario 1, with the following remarks
ET desk

Arranges that kidney on LifePort + blood and splegdhbe send directly from donor
hospital in one region to transplant hospital & tither region (by courier / plane)

Calls perfusionist 2 on call of recipient region ®Potifies location of transplant
procedure

Perfusionist 1 (from donor RPC)

Requests, in case of low LifePort stock due to tugbe volume, perfusionist 2 from
recipient center to send empty LifePort ASAP

Perfusionist 2 (from recipient RPC)

Calls OR coordinator of recipient hospital and mis about scheduled start time of
transplant procedure

Will perform perfusionist 2 duties as outlined iceBario 1
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Scenario 3: Recipient outside trial region

Donor procedure identical to Scenario 1; thereafter
ET desk
Informs recipient hospital about preservation mdthfier kidney has been accepted

Arranges transport of kidney in LifePort via theiakroute (courier / plane)

[No perfusionist will be present at the recipieite]s

[No sampling will be done at recipient site]

Transplant surgeon (at recipient hospital outsiderial region)
Removes kidney from LifePort per instruction sheet

Seals cassette with dual lids (perfusate remaside

ET desk
Arranges transport for LifePort back to RPC of orig
Requests recipient and transplant data (identicakiineys stored on ice) from
transplant center
RPC supervisor or delegate
[When LifePort (+ final perfusate still sitting wiih the circuit) has arrived in RPC of origin]
Takes one 10 ml perfusate samples for viabilitykees
Takes one 50ml perfusate sample for chemistry aisaly
Takes one 10 ml sample if donor > 55 yr
Spins and stores samples
Cleans LifePort

Downloads MP data

27



ET desk

Coordinates recipient follow—up data completionhwicipient transplant center
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A LitePort
Kidney Transporter

3C



LifePort

Kidney Transporter

I. Quick demonstration
II. Introduction and objectives

[ll. Technical presentation:

Getting to know LifePort™
Transporter
Perfusion Circuit
Cannulae

Perfusion mode operation

Operation

Cleaning

Maintenance

IV. Detailed demonstration
V. Q & A, Feedback

VI. Day 2 preview
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LifePort

Kidney Transporter

I. Day 1 refresher: LifePort™ setup and operation
(Coordinators, students, surgeons)
Overview of study purpose and endpoints

[I. Day 2 introduction:
Expanding horizons: perfusion in motion
Expanding criteria: the marginal/expanded or high risk kidney
Non-heart beating donor kidney

[1l. Quick review and discussion:
Scrubbing, gowning, and gloving
Physiology and anatomy
Tying knots
Performing and closing biopsies
Culturing
Weighing and measuring of organ

IV. Wet lab (x 5-25 cases) 5-15 patrticipants
Equipment setup
Isolation of vascular structure
Cannulation
Equipment operation

V. Perfusion monitoring and troubleshooting

VI. Data downloading, distribution & specimen collection and distribution
VII. Data submission and forms

VIII. Presentation of Level 1 certificates

IX. Overview of comparison study

X. Filing donor and recipient data and time frame

XIl. Study outcomes
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