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Are transplant recipients at higher risk due to COVID-19?

o Chronic immunosuppression aedexisting conditions

0 IS drugsb higher risk of infection from viruses such as cold or flu

o We do not have specific information on whether CO¥@infection will bemore severe
In transplant recipients compared to healthy people; however, other viruses often caus
more severe disease in people whose immune system is low, such as transplant
recipients

0 COVID-19:
0 KTxrecipients vsgeneralpopulation :
A Clinical manifestations
A Treatment
A Prognosis
A More intense and prolonged shedding of virus Mjncreasing the risk of transmission
including health care workers



Montefiore St. George’s Columbia Barcelona Brescia
Medical Center Hospital University

Number
Male 72% 4/7(60%) 10(65%) 57.6% 16(80%)
Age 60 54 51 57.3+17 59
(32 to 77) (45 to 69) (21-78) (51-64)
DD KTx 75% 12 (80%)
HTN 94% 6/7(85%) 85%
DM 69% 15%
Heart 17%
disease
Tac 97% 6/7 14(93%) 87.8% 19/20
prednisone 94% 5/7 10 (67%) 78.8% 13/20
MMF 86% 5/7 12 (80%) 62.5% 14/20

MTOR Inh 42.4% 2/20



Montefiore St. George’s Columbia Barcelona Brescia
Medical Center Hospital,

Fever

Cough

Dyspnea

Myalgias

Diarrhea

Chest
radiographic
findings
consistent with
viral pneumonia

AKI

Hospitalization
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Laboratory Montefiore St. George's Columbia Barcelona Brescia
Medical Center Hospital,

WBC count 5.5-11.25
(2.1—14.7) (2.1—12.7) (4.1—6.1)
WBC< 4 6/28 (21) -
Lymph 600 800 1170
(100-1900) (300-4000) (110-1410) (620-1305)
Lymph < 1000 22/28 (79) 4/5(80%)
Plt 146 196
(78-450) (119-202)
CD3 319
(34-1049)
CD3 <706 19/28 (68)
CD4 173 (6-507)
CD4 < 344 20/28 (71)
CD8 132 (39-654)

CD8 <104 8/28 (29)



Treatment

Montefiore St.

Columbia

Barcelona

Brescia

Ferritin

Ferritin>900 ng/ml
d-dimer

d-dimer >0.5
ug/ml

d-dimer>3 pg/ml
CRP
CRP >5 mg/dI

Procalcitonin

LDH

CPK

Medical George’s
Center Hospital
1230
(191-9259)
10/28 (36) 1/1
1.02
(0.32-5.19)
16/28 (57) 2/2
3/28 (11) 1/2
7.9 (0.5-48.7)
13/28 (46) 3/3
0.2(0.1-5.1)

336(158-309)

145 (48-815)

471
(93-1963)

104 (0.3-232)

0.46 (0.08-18.7)

275(113-450)

831
(284-882)

2.79
(2.77-5.63)

49 (19-62)

0.22
(0.1-0.35)

231(190-260)

69(44-121)



Treatment Montefiore St. George’s | Columbia Barcelona Brescia

Medical Hospital
Center
Withdrawal of 24/28 (86%) 6/7 10/14 100%
antimetabolite (71%)
Withdrawal of 6/28 2/7 If Kalethra
tacrolimus (21%)
Hydroxychloroqu 24/28 (86%) 13/15 7.7%
ine (87%)
Azithromycin 13/28 (46%) 9/15(60%) 3.8%
Leronlimab 6/28 (21%)
Tocilizumab 2/28 (7%) 1/15 (7%) 50% 6/20(30%)
High-dose 2/28 (7%) 50%
glucocorticoids
IFN beta 7.7%

anakinra 11.5%



Montefiore St. George’s Columbia Barcelona Brescia

Medical Hospital
Center
Death 10/36 (28%) 1/7(14%) 2 (14%) 2(6%) 5/20(25%)
Intubation  11/28 (39%) 2/7 4 (27%) 2(6%) 0
Death after  7/11 (64%) 1/7 1(7%)
intubation
RRT 6/28 (21%) 3/7 2(14%)
Remained 12/28 (43%) 4/7 6 (40%) 12/20(60%)
hospitalized

Discharge 10/28 (36%) 2/7 8 (53%) 21 (81%) 3/20(15%)



CcOoVID9

Viral replication

and cytopathic Hyperinflammatory
effect and CRS



COVID-19 and IS drugs :



COVID-19 and CNI :

0 A number of viruses use actiu@munophilin pathways during their life cycle, and that
CNIs may inhibit viral replication in vitro.

o Cyclosporine, for example, has been shown to inhibit the replication of several
coronaviruses in vitro atoncytotoxicconcentrations and independently of its
Immunosuppressive effect

COVID-19 and Rap :

0 In vitro experiment : SRIbinhibition of MER& 0V
o Influenza HN1 Hanti viral effect

o SCOPE trial

COVID-19 and celicept :
o Broad in vitro activity
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The following COVID-19-related issues must be addressed during consent discussions for
solid organ transplantation in adults:
0 All potential solid organ transplant recipients » symptoms consistent with COVID-
19 and contact with persons suspected of COVID-19
0 Risk of transmission from the donor to the recipient
o0 Deceasedlonors
o Living donors
0 Risk of recipient developing COVID-19 post-transplant from sources not related to
the donor
0 The mortality risks of COVID-19 in a solid organ transplant recipient in the early
post-transplant period
o Lowering induction IS policies
0 Risks of not proceeding to transplantation

The following COVID-19-related issues must be addressed during consent discussions for
living organ donation:
O Prior to donation, living donors - symptoms consistent with COVID-19, and
contact with persons suspected of COVID-19
0 Risk of the donor acquiring SARS-CoV-2 during the donation period
0 The potential donor may be within the incubation period for COG1ADr be
asymptomatically infected on the day dbnation
o Donorsmight acquire SARS0V2 within the hospital environment
o0 Additionalmorbidity and mortality risk due to temporarilyeduced GFR



Recommendations from the EAU Renal Transplantation Guidelines Panel applicable during the COVID-19 pandemic

Renal Transplantation

Priority category

Low Priority

Intermediate Priority

Definition

Clinical harm very unlikely if
postponed 6 months

Clinical harm possible if
postponed 3-4 months but
unlikely

Clinical harm very likely if
postponed > 6 weeks

Life threatening situation

* Non-urgent renal
transplantation with
living donor

* Renal transplantations
with complex medical,
surgical and
immunological situations
(e.g. desensitisation
protocols, presence of
donor specific
antibodies), that require
increased resource use,
prolonged hospital stay,
and/or more intense
immunosuppression (e.g.
Anti-thymocyte globulin
[ATG] induction).

# Standard candidate to
renal transplantation
with expected long
waiting time with
deceased donor e.g.
having a perfect full
match kidney offered.

* Combined transplants
(Heart and kidney,
Liver and Kidney).

¢ Urgent dialysis-access
problems

Level of evidence

Expert advice

Expert advice

Expert advice

Expert advice

CovIiD-
recommendation

Defer

Testing of donor’s for SARS-CoV-2

Case-by-case discussion

Perform Renal transplantation

Perform renal Transplantation

No clear recommendation can be stated on the necessity to test a potential organ donor for SARS-CoV-2; however, the Panel have reached consensus on the

following statements:

1) Evaluation of the risk of exposure to SARS-CoV-2: medical history and potential contacts with people with proven COVID-19 over the last 28 days.

2) One negative nucleic acid test (NAT) for the identification of SARS-CoV-2 performed on a naso- and oropharyngeal swab. If the risk analysis favours
organ retrieval and SARS-CoV-2 NAT is negative, then organ retrieval can be done according to local guidelines and regulations.

3) If NAT for SARS-CoV-2 is positive then patient and medical staff should be informed of infectious risk and the kidney be possibly discarded.




Follow up

Priority category

Low Priority

Intermediate Priority

Definition

Clinical harm (decrease in renal
function, rejection, loss of renal
transplant, death) very unlikely
if postponed & months

Clinical harm (decrease in renal
function, rejection, loss of renal
transplant, death) is possible as
recipients are extremely
vulnerable

Clinical harm (loss of renal
function, loss of renal
transplant, rejection, death)
very likely if postponed

Emszigency
Life and/or renal transplant
threatening situation

|

Level of evidence

Expert advice

Expert advice

Exneradvice

Expert.Advise

COVID-
recommendation

Defer by 6 months

Consultation based on a case by
case discussion

Hospitalisation in emergency

| AHospitalisation in emergency

For all stable patients with
overall good general health and
stable renal transplant function:
& Visits to hospital should

be minimised and

possibly spaced or

Renal transplant recipients with
suspected COVID-19.
¢ Renal transplanted
patients with fever
and/or COVID-19
symptoms should call

For surgical or immunological
complications of renal
transplant:
* The safest, fastest and
most minimally invasive
appropriate treatment

Life threatening situations
(e.g. fungal transplant renal
artery aneurysm) should
follow standard of care
treatment pathways.

postponed. Telephone
and video consultations
are instead
recommended.

* Continue to use
standard
immunosuppression
according to established
protocols.

their appropriately
designated hospital and
avoid general
emergency units where
possible.

should be performed
(e.g. nephrostomy tube
placement instead of
ureteral re-
implantation), allowing
postponement of
definitive treatment to
later date post-COVID-
19.

* |n case of suspected
graft rejection,
diagnosis and treatment
should follow current
standard guidelines, a
graft biopsy is deemed
safe in case of
suspected acute
rejection in order to
make correct diagnosis
before intensifying
immunosuppression.







