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< 4 Weeks

Nosocomial, technical,
donor! recipient

Donar dertved virnnes

Funpus

Bacteria

Paraite

Acovauon of latent mfections, relapsed,
residual, opportunistic mfections

> 12 Months

|-12 Months
Community acquired

Cytomuegslovire

Hepatitis B

Haorpes simplex virus
Human berpexvirus 8, 7

FTLD

Vancefia xoster virus

Asperyiitie

Asparpilius

Candsda sputies (non-aibicamt)

Fnewmecysts |irevec|

Lasturta manocytoganes
Nocaints spocios

Mycobacterium tuberculosis, oo |

Strongyicides sturcoralis

Taxoplasrsa gonds
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Nakil ve Infeksiyon
Iliskisi

* Organ naklinde;
* Infeksiyonlarin dnlenmesi *
* Infeksiyonlarin tanisi
* Infeksiyonlarin yénetimi

\

NAKIL BASARISI !!

Fishman JA. Infection in Organ Transplantation.
Am J Transplant. 2017 Apr;17(4):856-879



Nakil iliskili infeksiyonlar

3akteriyel/ Mikobakteriye

infeksiyonlar
Infeksiyonlar Y,

iral infeksiyonlar
Thc

cMv
EBV
Hep B
Hep C
HIV
SARS CoV-2 !1!

Sifiliz
Cok ilaca direngli bakteriler

Fungal infeksiyonlar
Koksidiomikozis
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INFECTIOUS DISEASES

Screening of donor and candidate prior to solid organ
transplantation—Guidelines from the American Society of
Transplantation Infectious Diseases Community of Practice

Maricar Malinis' | Helen W. Boucher? | on behalf of the AST Infectious Diseases

Community of Practice

Pre-transplant screening of potential organ donors and recipients is es-
sential to optimal outcome of solid organ transplantation.”™ The goals
of pre-transplant infectious disease screening are to identify conditions
which may disqualify either donor or recipient, to identify and treat ac-
tive infection pre-transplant, to recognize and (if possible) define the
risk of infection, and, lastly, to develop and implement strategies that
prevent and mitigate post-transplant infections.” While there is gen-
eral agreement on the major infections for which routine screening is
performed, centers and national regulations may vary in the extent of
infectious disease investigation and the actions taken as a result.

3; s BASKENT B
UNIVERSITESI | 1005

1993

AMAC

 Nakil oncesi var olan aktif
infeksiyon tanisi ve tedavisi

« Infeksiyon riskinin belirlenmesi
» Post-transplant infeksiyonlara

kars1 koruma ya da gelistiginde
etkilerini hafifletme
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Infeksiyon riski degerlendirme
e Detayli tibbi 6yku;

* Gecirilmis infeksiyonlar

e Seyahat oykusu

* Yasanilan bolgede endemik hastaliklar
* Meslek

* Yasam sekli, aliskanliklar/ riskli davranislar (damar ici ila¢ kullanimu,...)
* Maruziyetler (hayvan ya da cevresel maruziyet)

* Asiyla korunabilecek hastaliklar icin tarama



* Danismanlik icin ideal zaman....Nakil 6ncesi donem

e glvenli gida,

 evcil hayvanlar,

* seyahat,

* yasam tarzi

hobiler

temas sonrasi profilaksi
asllama........

KAFANIZI KARISTIRMAK GIN
Bi SURD TEST YAPALIM...

.




Test
Viral
HIV

Human immunodeficiency virus (HIV)
antibody/antigen (fourth Generation
HIV screening test)

HIV nucleic acid amplification testing
(NAT)

Cytomegalovirus (CMV) IgG antibody
Hepatitis B virus (HBV)
HBV surface antigen (HBsAg)

HBYV core antibody (HBcAb-IgM and
1gG, or total core antibody)

HBV surface antibody (HBsAb)
HBV NAT
Hepatitis C virus (HCV)
HCV antibody
HCV NAT

Epstein-Barr virus (EBV) antibody (EBV
VCA 1gG, IgM)

West Nile virus serology or NAT
(seasonal)

Parasitic
Toxoplasma IgG antibody
Strongyloides 1gG (if from endemic areas)

Trypanosma cruzi serology (if from
endermic arpas)

Fungal

Coccidiodes cerslogy (if from endemic
areas)

Candidate

Deceased donor
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, Hangi hastaliklar
* icin taranmali ?

X Bacterial

Syphilis (any of the following) X X X

Fluorescent treponema antibody
absorption (F 1A-AB5)

T. pallidum particle aggiutination
(TPPA)

T. pallidum enzyme immunoassay
(TP-EIA)

X Rapid plasma reagin (RPR)

Venereal Disease Research Laboratory
(VDRL)

Tuberculosis (any of the following) X X
Purified protein derivative (PPD)

Interferon gamma release assay
(IGRA)

¥ Urine culture X

Blood culture »



Bacteria
Staphylococcus aureus
Klebsiella species

Bacteroides fragilis

Pseudomonas aeruginosa

Escherichia coli
Salmonella species
Yersinia enterocolitica
Treponema pallidum
Brucella species
Enterobacter species
Acinetobacter species
Legionella species
Nocardia species

Listeria monocytogenes

Fungi
Aspergillus species
Candida species

Coccidioides immitis

Cryptococcus neoformans

Histoplasma capsulatum

Scedosporium apiospermum

Prototheca species

Zygomycetes

Mycobacteria
Mycobacterium tuberculosis

Non-tuberculous mycobacteria

Parasites/Protozoa
Toxoplasma gondii
Strongyloides stercoralis
Piasmodium species
Trypanocsoma cruzi

Pneumocystis jirovecii

Viruses
Cytomegalovirus
Epstein-Barr virus
Herpes simplex virus
Varicella-zoster virus®
Human herpesvirus-6
Human herpesvirus-7
Human herpesvirus-8
Hepatitis B.D
Hepatitis C

Human immunodeficiency
virus

Parvovirus B19
Rabies

Lymphocytic choriomeningitis
virus

West Nile virus
BK virus

Human T-cell lymphotropic
virus (HTLV)- 1/2

vurgan nakii
sirasinda
bulasabilecek
etkenler

Donor kaynaklh
infeksiyonlar !!!
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Viral infeksiyonlar i¢in nakil oncesi
degerlendirme

Nakil Alicisi 3.5.1 | Keyrecommendations
° EB\/, CM\/, HB\I, HC\I, HIV e Screening for CMV, EBV, HBV, HCV, and HIV should be performed
. . in all transplant candidates/(strong, high
e Aktif viral i i o4 - |
. . .. e Active viral infection in a potential recipient transplantation
lnfEkSIYOH- . -lyﬂe§me I” should be delayed if possible until the infection resolves (strong,
e Acil nakil....???? — | N _—
e VZV and MMR screening of the recipient is important, with vacci-
® Suglgegl, klzamlk, klzamlkglk, nation of the seronegative recipient pre-transplant if at all possi-

kabakulak serolojisi....ASI !!! ble (strong, very low).
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2.4.8 | Keyrecommendations

Donor e All donors should be screened for CMV, EBV, HBV, HCV, and HIV

* EBV, CMV, HBV, HCV, HIV xang:high)

e NAT is used in addition to serology for HCV screening of de-

° Kadaverik dOnbr. .. I—ICV lgln ceased donors (strong, moderate).
NAT e HBV, HCV, and HIV screening of living donors should be close as

possible to but no longer than 28 days prior to organ procurement

* HBV, HCV ve HIV serolojisi (strong, moderate)
nakile mumkun Olan en ya.kln ¢ Due to the low seroprevalence of HTLV-1 in the United States and

the poor positive predictive value of screening HTLV-1/2 assays

Zamanda (< 28 gun) ”I in this population, routine screening of all deceased donors is not
1] . recommended (strong, moderate).
° WNV """ Naklle en yakln ¢ Living donors should have WNV NAT close to time of transplant
zamanda NAT ile (strong, low).

¢ Avoid donors with any form of unexplained or confirmed WNV

e WNV ensefaliti....Donor red !l!

encephalitis (strong, high).



TABLE 3 |Interventions related to donor and recipient screening results

HIV

EBV

Toaxaplasma gondi

HCV

HBYV

RPR {syphilis)

CNS viral pathogens
{eg. LCMV. rabies
WNV)

Positive

Negative

*or-

4ar-
Positive

4ar-
Positive
Positive

Positive

HBsAb+

HBCcAb-IgM+

Negative
Positive

Positive
Pusitive
Negative

Positive

Negative

Positive
Negative

*ar -
- HBsAb
« HBsAh

- HBsAb
+HBsAb

+HBsAb

s$or-

Reject donor
HIV + deceased donors can be only utilized for HIV-positive
recipients in the setting of a dinical trial

Proceed if HIV well controlled; be cautious about major
drug interactions between antiretrovirals and CNEs

Proceed

Accept: high risk for CMV infection

Proceed

Accept: higher risk for primary EBV infection and PTLD
Proceed

Accept
If donor is HCV NAT negative, proceed
May consider HCV NAT positive

If donor is HCV NAT negative, proceed
May consider HCV NAT positive

Accept
Reject
Reject
Reject
Reject

Accept after individualized risk and benefit assessment and
appropriate informed consent

Accept

Reject

D/R status usad to determine prevention strategy (preemptive therapy versus
prophylaxis)
See CMV guideline for approach to management of the CMV D + R- recipient

Consider post-transplant NAT monitoring to guide immunosuppression

TMP/SMX prophylaxis is effective in prevention. If infolerant or allergic to TMP/
SMX, use atovaguone with or without pyrimethamine/lsucovorin

For recipients of BMHS increased risk donor. post-transplant monitoring is needed

HCV NAT-positive donors can be utilized with appropriate informed consent of the
recipient and plan for antiviral treatment of the recipient
For recipients of PHS increased risk donor, post-transplant monitoring is needed

HCV NAT-positive donors can be utilized with appropriate informed corsent of the
recipient and plan for antiviral treatment

Some centers use in [ife-saving situations with preemptive antiviral treatment of
the recipient

Some centers use in life-saving situations with preemptive antiviral treatment of
the recipient

Prophylaxis with HBIG * antivirals

Immune extrahepatic recipients may not require prophylaxis. Mepatic recipients
who acquired natural immunity to HBV (HBcAb+/HBsAb4} will not require
prophylaxis while those who scquired immunity by vaccine (HBcAb-/HBsAb+)
will require antiviral proptydaxes ="

Recipients should be treated for pre d trar ion with penicillin










41000 48 000

patients transplanted new patients registered
last year on waiting lists for
> | >

L

>

transplantation last year

= nearly 6 new
patients added

—

equivalent to the capacity every hour

&)

of the football stadiums
of Helsinki, Turin or Minsk

©° 4 | %

63% 24% 6%
kidney liver heart

Neden marjinal donorler?
* Organ kit
* Geng dondrlerin azalmas

Genigletilmis Dondr Kriterleri

* Beklenen yasam suresinin uzamas)

* Transplant teknolojisl ve immUnsupresif
protokollerdeki gelismeler

Marjinal Donér ***




Genigletilmis Donoér Kriterleri

OZELLIK STANDART DONOR | MARJINAL DONOR

Oliim nedeni Travma SVO, SSS Timor

Oliim tipi Beyin dliimii Kardiyak arrest

Tibbi oykii 60 yas\,, HPT yok, DM yok, 60 yas 1, HPT var, DM var,
Seronegatif(HBV/HCV/HIV), Seropozitif(HBV/HCV/HIV),
Metastatik tiimor yok Metastatik timor var *

Bakteriyel enfeksiyon Yok Var *

HBV,HCV,HIV Yok Var *

Organda parankimal veya Yok Hastalik veya travmaya bagh

vaskiiler hasar olarak var

Histolojik profil Normal Bobrek: glomeruloskleroz,

fibrozis, int nefrit. KC:
makrovezikiiler steatoz

Fonksiyonel profil Normal Serum Cr>1.5mg/dl, KCFT
Diger - Split karaciger uygulamasi
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Centers for Disease Control and Prevention

MMWR Morbidity and Mortality Weekly Report

Recommendations and Reports / Vol. 69 / No. 4 June 26, 2020

Assessing Solid Organ Donors and
Monitoring Transplant Recipients for
Human Immunodeficiency Virus, Hepatitis B Virus,
and Hepatitis C Virus Infection —

U.S. Public Health Service Guideline, 2020
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transmission events 1993

Risk criteria HIV HBV HCV

No. of donors associated with transmission events 1 14 23

No. of donors with criteria resulting in IRD designation?

Sex with a person known or suspected to have 0 0 2
HIV, HBV, or HCV infection

Man who has had sex with another man 1 0 0

Woman who has had sex with a man who has had 0 0 0

sex with another man

Sex in exchange for money or drugs 0 1 -
Sex with a person who had sex in exchange for 0 - 2
money or drugs . . oo
Drug injection for nonmedical reasons 0 10 19 ¢ 3 8 IS kl | d onor
Sex with person who injected drugs for 0 5 <
nonmedical reasons . .
°
Incarceration (confinement in jail, prison, or 0 8 10 B I rd en fa Z | d IS ke
juvenile correction facility) for 272 consecutive . .
A sahip donorler mevcut
Newly diagnosed or treated syphilis, gonorrhea, 0 1 0
chlamydia, or genital ulcers
Child (aged <18 months) born to a mother known 0 0 0
to be infected with or at increased risk for HIV,
HBV, or HCV infection
Child breastfed by a mother known tobe infected 0 0 0 :
with or at increased risk for HIV infection Organ Proc.u rement and Tra_nspla nt_atlon
Hemodialysis 0 0 0 Network Disease Transmission Advisory
Uinknown miecioal o scial hstory 0 ! : Committee (Organ Temini ve Nakli Ag
Hemodiluted blood specimen used for donor HIV, 0 0 .
HBV, or HCV testing Hastalik Bulasma Danisma Kurulu)— United

States, 2008—-2018



Recommendation category

2013

2020

« OPOs should ascertain whether any of the following
14 risk criteria were present in potential organ donors.

« Donors with any risk criteria should be designated as
IRDs for an acute HIV, HBV, and HCV infection.

Risk criteria (during the 12 months before organ
procurement):

L

2
3.
4

g

10.

11.

12.

Sex with a person known or suspected to have HIV,
HBV, or HCV infection

. Drug injection for nonmedical reasons

Man who has had sex with another man

. Incarceration {confinement in jail, prison, or juvenile

correction fadility) for 272 consecutive hours

Sex in exchange for money or drugs
Sexwith a person whoinjected drugs for nonmedical
reasons

Sex with a person who had sex in exchange for
money or drugs

Unknown medical or social history

Child aged <18 months bomn to a mother known to
be infected with or at increased risk for HIV, HBV, or
HCV infection

Child who has been breastfed by a mother who is
known to be infected with or at increased risk for
HIV infection

Woman who has had sex with a man who has had
sex with another man

Newly diagnosed or treated syphilis, gonorrhea,
chlamydia, or genital ulcers

Hemodialysis

Hemodilution of the blood sample used for
infectious disease testing

« OPOs should ascertain whether any of the following 10 risk criteria
were present in potential organ donors.

« Remove any specific label (e.g,, "increased risk donor”) to describe
donors with risk factors for acute HIV, HBV, and HCV infection.

Risk criteria (during the 30 days before organ procurement):

1.

NO W

S wo®

Sex (i.e, any method of sexual contact, including vaginal, anal,
and oral) with a person known or suspected to have HIV, HBV, or
HCV infection

Man who has had sex with another man

Sex in exchange for money or drugs

Sex with a person who had sex in exchange for money or drugs
Drug injection for nonmedical reasons

Sex with a person who injected drugs for nonmedical reasons
Incarceration (confinement in jail, prison, or juvenile correction
facility) for 272 consecutive hours

Child breastfed by a mother with HIV infection

Child born to a mother with HIV, HBV, or HCV infection

. Unknown medical or social history



2013

2020

« Test all potential organ donors (living and deceased)
0 HIV: anti-HIV-1/2 or HIV Ag/Ab combination assay
0 HBV: Anti HBc and HBsAg
0 HOV: NAT and anti-HCV
o For IRD only, HIV NAT or HIV Ag/Ab combination

« No time frame is specified for pretransplant deceased
donor testing: however, results should be available at
the time of transplant.

» Living donors should be tested within 28 days before
transplantation.

« Test all potential organ donors (living and deceased)
0 HIV: NAT and anti-HIV

0 HBV: NAT, anti-HBc, and HBsAg
0 HOV: NAT and anti-HCV

« For deceased potential donors, the donor specimen should be
collected within 96 hours before organ procurement with results of
these screening tests avallable at the time of organ procurement,

- For living potential donors, testing should be performed
possible to the surgery but at least within the 28 days before organ
procurement.



Bilgilendirilmis onam

Recommendation category 2013 2020
Transplant candidate - Transplant center to obtain separate, specific informed - When donors with one or more of the criteria as specified under
informed consent consent from transplant candidates when donors are Risk Assessment of Living and Deceased Donors are identified,
designated as IRDs OPOs should communicate this information to the appropriate

transplant centers, Transplant centers should include this
information in informed consent discussions with transplant
candidates or their medical decision-makers. NO separate, spec
informed consent is recommended.

- Transplant centers should contextualize these discussions by
including that risk for undetected HIV, HBV, and HCV infection is
very low but not zero; should transmission occur effective therapies
are available, and accepting organs from donors with risk factors

might increase the chance for survival.!

* Farkli, spesifik bir onama ihtiyac yok |

e Standart onama;
* riskin dusuk oldugu,
* etkin tedavilerin mevcut oldugu,
* riskli donérden organ kabulinin de yasam
sdresini uzatma sansi oldugu eklenmeli




Recommendation category 2013

2020

Recipient testing and « Pretransplant testing of transplant candidates for HIV,
vaccinanon HBV, and HCV infections is recommended when the
donor (living or deceased) Is designated as IRD or
infected with HBV or HCV,
o Type of assay not specified
o Timing: during hospital admission for transplant but
before transplant

« Regardiess of 2013 guideline recommendations,
Organ Procurement and Transplantation Network
policy requires all transplant candidates to be tested
for HIV, HBV, and HCV.

« Posttransplant testing of organ recipients for HIV, HBV,
and HCV infections should be conducted when the
donor (living or deceased) is designated as IRD or
Infected with HBV or HCV.

o Type of testing is not specified.

o Timing:testing should be performed at 1-3 months
posttransplant for HIV, HBY, and HCV and again at
12 months for HBV.

« No previous PHS guideline recommendation exists for
HBV vaccination of transplant candidates.

Test zamani...pencere donemi !!!
e HIV....11-13 gln
 HBV....20-22 glin

e HCV....3-5 gln

« Pretransplant testing for HIV, HBY, and HCV infections should be
conducted for all recipients, regardiess of donor risk criteria,
o HiV:testing algorithm*
0 HBV: anti-HB¢, anti-HBs, and HBsAg
0 HCOV: NAT and anti-HCV
o Timing: During hospital admission for transplant but before
transplant

« Posttransplant testing for HIV, HBV, and HCV infections should be
conducted for all recipients, regardless of donor risk criteria.
o Type of testing: NAT for HIV, HBV, and HCV
o Timing: 4-6 weeks posttransplant
o Clinicians caring for liver recipients should maintain heightened
awareness of the potential for delayed appearance of HBV
infection and consider additional testing for HBV NAT at 1 year.
o Recipients who develop signs or symptoms of liver injury after
transplantation should be retested for viral hepatitis

“ 5 B
dead o

Nakil sonrasi testler !!!!

***Tum alicilar, donér risk grubundan
bagimsiz!!!!

***4-6 hafta sonra

**%%*KC alicilar!!!



Donorantibody  Recipient antibody

Positive

Negative

status

Negative

Positive

Positive

Recommendations regarding transplantation Comment
Reject donor

HIV + deceased donors can be anly utilized for HIV-positive
recipients in the setting of a dinical trial

Proceed if HIV well controlled; be cautious about majoe
drug interactions between antiretrovirals and CNis

* Donor pozitif- Alici negatif.......RED ??7?
* Donor pozitif- Alici pozitif........ 72?2?7277
* Donor negatif- Alici pozitif..... HIV kontrol altinda *

* lag etkilesimlerine dikkat !!!!
( ARTs- immunosupresif ilaclar)



TABLE 1 Suggested criteria for transplantation in HIV-infected Individuals™®*

Meet center-specific inclusion

criteria

CD4 count >100 celis/ulL
{without history of Ol)

CD4 count >200 cells/ul
during 3 mo prior to

transplantation

Undetectable HIV viral load
while receiving antiretroviral

therapy

Detectable HIV viral load due
to intolerance of HAART, HIV
can be suppressed post-tx

Documented compliance with
a stable antiretroviral

regimen

Absence of active opportunis-
tic infection and malignancy”

Absence of chronic wasting or
severe malnutrition

History of hepatitis Bor C
with lack of evidence of
advanced fibrosis or cirrhosis

Appraopriate follow-up with
providers experienced in the
management of HIV

Ready access to immunosup-
pressive medication
therapeutic drug monitoring

X

NR"

X

NR

X

NA

X

NR

NR

Lung Transplant

NR

NR

NR



Domor antibody  Recipient antibody

Pathogen status status Recommendatioas regarding transplantation Comment
HBvV HbsAL» ' o Accept
HEsAg HBWAY Repect
+ HEsAY Regect

Some centers e in Me-saving situations with preemptive antiviral trestment al
the recpient

HBAL-1gMe - HBsAL Reyect
+HBsAL Reyect Some centers use in Me-saving sttuations with preemptive antiviral trestment of
the recipient
HOCAL G HBsAbL Accept after individualized risk and benefit assessment and Prophylases with HEIG + antivirah
{with approptiate ind ormed consent
concuerent +HEB<AY Accept Imemune extrahepatic recipients may Nnot reguire prophylaxis. Hepatsc recygnents
:{?“:'" * who acquired natural immemity to HEV (HBcADb+/HBsAD+) will not reguire
s 'S
o prophylaxis while those who scquired immunity by vaccine (HBcAb-/HBsAb1)
Regative will require antiviral proghyiasis'™
HBCADL-IgM)

e KC disi nakilde Anti HBs + alicida ... profilaksi (-)
e KC nakil alicisi... Dogal imminite (+) ... profilaksi (-)
e KC nakil alicis... Asi ile kazanilmis imminite (+) ... profilaksi (+)

Huprikar S, et al. Solid organ transplantation from hepatitis B
virus-positive donors: consensus guidelines for recipient management.
Am J Transplant. 2015;15(5):1162-1172.



HCV

antibody
No HCV infection

Donor antibody  Reciplent antibody
Pathogen status status Recommendations regarding transplantation Comment
HCV Positive Positive If donor is HOV NAT negative, proceed For recipients of FHS increased risk donor, post-transplant monitosing = needed
May consider HCV NAT positive HCV NAT -positive donors can be utilized with approgriate infarmed consent of the
recipient and plan for antiviral trestment of the recpient
Fositive Negative it donor is HCV NAT negative, proceod For recipients of BRE increased risk donor, post-transplant monitoring is needed
May consider HCV NAT positive HCV NAT-positive donors can be utilized with approgriate informed consent of the
recipient and plan foe antiviral treatment
HCV HCV o . Transmission
. Clinical Interpretation )
Antibody NAT Risk
- + Active HCV infection High
- - Acute HCV infection in antibody window period or false-positive NAT High
No active HCV infection, cleared or treated HCV infection, or false-positive L
+ - ow

None




DIREKT ETKILI ANTIVIRAL ILACLAR

(DAA)

Hepatitis C Virus-Viremic Liver Transplantation in Nonviremic Recipients

Trial Name
Organ Cohort . Therapy
or Year ) Antiviral Therapy ) SVR12
Type(s) Size Duration
Reference
LT=312/324
Liver, (96.3%)
, LT=347 LDV/SOF,
kidney, HCV- , _ _ . _ 12-24 KT=52/55
_ - 2017 KT=60 ombitasvir/paritaprevir/ritonavir +
liver + TARGET= _ weeks (94.5%)
_ LT+KT=36 dasabuvir, or SOF/DAC
kidney LT+KT=30/33
(90.9%)
Li Kwong et 2019 10 SOF/VEL, LDV/SOF, or SOF/DAC 122 10/10 (100%
iver - , , or
al2t / / / weeks /10( °)
_ Bethea et
Liver A157 2020 14 GLE/PIB 12 weeks 10/10 (100%)
_ Bohorquez
Liver € a158 2021 51 SOF/VEL or GLE/PIB 12 weeks 51/51(100%)
et al>*
Liver, Terrault et 2021 13 SOF/VEL 12 ks 13/13(100%)
. wee
kidney al2? / / ’
Liver Agel et al® 2021 20 GLE/PIB 12 weeks 20/20 (100%)

Patnaik R, Tsai E. Hepatitis C Virus Treatment and
Solid Organ Transplantation. Gastroenterol
Hepatol (N 'Y). 2022 Feb;18(2):85-94. PMID:



Around the World

An Exception to the Rule or a Rule for the Za R e ;
Exception? The Potential of Using HIV-Positive G Transplantats!op
Donors in Canada o o

Alissa J. Wright, MD," Caren Rose, PhD,” Maeghan Toews, JD, LLM,® Michel Paquet, MD,* Daniel Corsili, MD,”
Jean-Frangois Le Cailhier, MD, PhD,>®" and John S. Gill, MD*®

e ART basarisi..... Yasam beklentisi uzun, firsatci infeksiyon sikhigi azaliyor
* HIV + bireylerde son donem bobrek ve KC hastaligi sikhigi artiyor

* Klinik olarak stabil HIV inf olan bireylerde gelisen son dénem bdbrek
hastaliginda organ nakli sgansi****

* Infekte olmayan alicilarla benzer basari oranlari +
* HIV + nakil adaylari icin HIV + don6r ?!



 Giiney Afrika’da 2008-2014 yillari arasinda

e 27 HIV+ bobrek nakli alicisi ( HIV + kadavra donor)
* Median izlem ... nakil sonrasi 2.4 yi
e Sag kalim oranlari ...1. yil %84, 3. yil %84, 5. yil %74
* Rejeksiyon oranlari....1. yil %8, 3.yil %22

* Hicbir alicida nakil sonrasi viremi (-)

* lyi hastalik kontroli (+)

Muller E, et al. HIV-positive-to-HIV-positive kidney
transplantation--results at 3 to 5 years. N Engl J Med. 2015 Feb
12;372(7):613-20.



Kanada’nin ilk HIV D+/ R+ Nakli

ALICI DONOR
* HIV + eriskin hasta * Beyin olimu
* Firsatcl inf (-) * Bilinen firsatci inf (-)

HIV RNA (-)
CD4 sayisi >200/ mm?3
Uzun sireli ART uyumu

HIV RNA (-)
CD4 sayisi >200/ mm? (stabil)
Uzun stredir ART kullaniyor

*Alci icin de verici icin de ART direnci yok ( tedavi yanitlari tam)
**Standart immuinosupresif rejim + ART (abacavir, lamivudine and dolutegravir)

*¥**SONUC: 12 ay sonunda bobrek fonksiyonlari normal, HIV RNA (-), stabil CD4 sayisi



Potansiyel Donorler ? (Kanada)

e Potansiyel HIV + dondrleri belirlemek amaciyla

e 2005-2009 yillari arasinda

* Veri tabaninda hastane 6limleri...335.793

e 1147 ..HIV +

* 1117 ...<70vyas

* 830 6lumde nakil icin farklh kontrendikasyonlar+

e 287... HIV +, <70 yas

e Bunlarin 69°u (%24) 6lum esnasinda organ donasyonu icin uygun

» Sadece 39’u mekanik ventilasyon nedeniyle uygun / 4 yillik period icin
* Yillik 8-10 potansiyel donor ***



* Yilhk-8-10 donor icinde;
* Viremik olanlar
* Tanisini bilmedigi icin tedavisiz olanlar
* ART direncli olanlar-viremi devam

e Bu grup cikarildiginda yillik potansiyel dondr sayisi 3-5
e ** ABD icin sayilar daha yuksek !!!!

* Hala bir cok Glkede HIV + ...Kontrendikasyon
* Ancak bekleme listesindeki HIV + alici adaylari giderek artiyor



1988 2003 2010 2013 2015 2016

1 o o S =

Passage of IV Organ First D+/R+
Tramsplast At~ study of HV D—/R+ Policy Equity (HOPE) Act, kidney/liver
woridwidz amendment kidney and bver United States transplants undes
bansorgan donors tramsplantation, pdot study, United States

um& MBS s st iV O HHS HOPE Case reports of
study in United States published Safeguards deceased HIV oo of NI HIV
Case senies of first deceased

RIV D+4+/R+ kidney transplants
in South Africa published

Figure 1

Milestones in organ transplantation from HIV+ donors to HIV4 recipients (HIV D+/R+ transplantation). The timeline includes
recent changes in US law to allow the use of organs from donors with HIV for transplant candidates with HIV. Abbreviations: HHS,
Department of Health and Human Services; NIH, National Institutes of Health.




Soru isaretleri 7??

* Farkli alt tip ile infekte dondr???
* ART direncli sus ile infekte don6r ?7?7?7?

* Alicida daha direncli ya da agresif tur ile infeksiyon (non
viremik donor organ, rezervuar olabilir)

* HIV + organin dondr havuzuna dahil olmasi (kaza ile hastalik
oulasi ?!)

* HIV+ organi kabul etmenin olasi risk ve yararlari hakkinda
uygun onam alinmasinin saglanmasi



CMV /7 EBV

CcMV tor- Positive Proceed D/R status used to determine prevention strategy (preemptive therapy versus
prophylaxis)
Positive Negative Accept; high risk for CMV infection See CMV guideline for approach to management of the CMV D + R- recipient
EBV tor- Positive Proceed

Positive Negative Accept; higher risk for primary EBV infection and PTLD Consider post-transplant NAT monitoring to guide immunosuppression



Nakil Oncesi

***Nakil onces1i ELISA yontemi ile alic1 (R) ve vericide (D), CMV
antikor Ig G bakilmasi ve serolojik durumun (D+/R+ veya D+/R- veya

D-/R+ veya D-/R- olarak) belirlenmesi gerekir.

* ELISA ile CMYV IgM ve Total CMV antikor testler1, ozgtilliikleri
diisiik oldugundan Onerilmemektedir



Profilaksi

 Nakil sonrasi 3 ay (transplantasyonun 10. giintinden itibaren)

» Seropozitif nakil alicilarina ... daha kisa proflaksi ( 3 ay)

» Seronegatif alicilar ve seropozitif oldugu halde immiinsiipresyon artigina
gidilen (rejeksiyon tedavisi gibi) alicilarda

» Farkl organ nakil tipleri (akciger nakli gibi) i¢cin bu stire daha uzundur (6-
12 ay))

* Valgansiklovir (1x900 mg) **GFR’ye gore doz ayarlamasi !!!



PREEMPTIF TEDAVI

* Amag transplantasyon alicisinin kaninda diizenli araliklarla (haftada bir kez)
CMV DNAemi varhigini takip etmek ve anlaml viral replikasyonu
(miimkiinse) semptomlar baslamadan saptamak

* Esik deger degisken !!!!
* Bobrek fonksiyonlari normal bir alicida dnerilen preemptif tedavi dozu 2x900
mg /gin Valgansiklovir

* En az 14 gin ve tek negatiflik !!!!
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* Donor ve aliciigin;
« Oyki
* Akciger goruntilemesi (?!)
* Mikrobiyolojik 6rnek (SARS-CoV 2 PCR; solunum 6rneginde)
* Akciger disi nakil (alici).... Ust solunum yolu 6rnegi
Akciger disi nakil (kadaverik donér)....Ust ve alt solunum yolu érnegi (nakil dncesi <72 saat)
Akciger disi nakil (canli don6r)....Ust solunum yolu 6rnegi

Akciger (donor)..... Alt solunum yolu ornegi
Akciger (alici)..... Ust solunum yolu érnegi



« **Qrneklerin saklanmasi ( kan ve alt solunum yolu érnekleri!!l)

e ** Bilgilendirilmis onam !!!!
* Uzun dénem veri yetersiz !!
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SARS-CoV-2 : Recommendations and Guidance for
Organ Donor Testing and Evaluation

Updated on June 30, 2022

Donors with a history of resolved COVID-19 and a positive SARS-CoV-2 PCR
21-90 days after disease onset

0

0

Donors are unlikely to transmit infection and should be considered for
organ acceptance

There is very limited experience with lung transplantation in this
context. In situations in which lungs have been recovered and
transplanted, donors first tested positive >20 days prior, had no
evidence of active pulmonary infection, and were PCR-negative on
bronchoalveolar lavage. If lungs are being considered in this situation,
consultation with local ID experts is recommended.

e Akciger bulgulari gerilemis
e 21-90 glinde PCR pozitif

}

Akciger disi nakillerde

Ik pozitiflik Uzerinden en az 21
gun gecmis

Akciger infeksiyonu kaniti yok
BAL PCR negatif

}

* Infeksiyon Hastaliklari
konsultasyonu !!!!




* Hafif hastalik
‘\-ﬁ AMERICAN SOCIETY OF *
TRANSPLANTATION * Semptomlarin baslangicindan
SARS-CoV-2 : Recommendations and Guidance for 10'20 gun gegm|§
Organ Donor Testing and Evaluation o S tom |a r er||em|
Updated on June 30, 2022 em p g §
* Pozitif PCR
Donors with mild COVID-19 between 10-21 days of symptom onset, positive
SARS-CoV-2 PCR, and resolution of symptoms
o Donors are unlikely to transmit infection to non-lung recipients. Use of

non-lung organs from immunocompetent donors >10 days from

disease onset and with resolved symptoms should be considered
taking into account limited long-term outcome data at this time. o Akci éer d 1SI Na killerde ?

* Yeterli veri yok




‘\-c AMERICAN SOCIETY OF * ° !V||e§ml§ hastalik )
| | TRANSPLANTATION . ilk poritif PCR > 90 giin

SARS-CoV-2 : Recommendations and Guidance for
Organ Donor Testing and Evaluation

Updated on June 30, 2022

from the date of disease onset.
o SARS-CoV-2 test results may reflect re-infection and would proceed as
below (donors with a positive SARS-CoV-2 PCR and no known history
of previous infection).

Donors with resolved COVID-19 and a positive SARS CoV-2 PCR >90 days l

e Varyant suslar ile <90 gln
olabilir

When variants are circulating, it is possible that reinfection can happen
earlier than 90 days from prior infection.
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Updated on June 30, 2022

Donors with a positive SARS-CoV-2 PCR and no known history of previous
infection
o Donors are unlikely to transmit infection to non-lung recipients and
should be considered for non-lung acceptance provided no evidence of
end-organ dysfunction or thrombosis and taking into account limited
long-term outcome data at this time.
Donors with a positive SARS-CoV-2 PCR and who died of COVID-19-related
complications
o Donors should be considered for non-lung acceptance taking into
account limited long-term outcome data at this time.

e Akciger disi nakillerde risk
duisuk

e Organ yetmezligi — tromboz
?7?
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Nakil Alicisinda COVID-19

« TUm potansiyel alicilar

» Oyku, akciger goruntilemesi (?) ve mikrobiyolojik tarama
(SARS CoV-2/ NAT- Ust solunum yolu 6rneklerinde)
* Asemptomatik ?...
* AC goruntiilleme — direkt grafi ?/ BT?

* Solunum semptomu varliginda ....BT
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Updated on June 30, 2022

 Aktif COVID-19 varliginda ....Nakil ertelenmeli !!!
* Ne sure ile 7?77

« TUm semptomlar kaybolana ve en az 1 negatif NAAT
gorulene kadar

- Bazi merkezler..... 2 test negatifligi
* Nakil aciliyeti ?!



Q.-’.;,- L% &
intemational Symposium on Living and Deceased Donor Recent Criteria Ny 5.6, 2002, Ankara, Turkiey INTERNATIONAL SYMPOSIUM o
o LIVING « DECEASED
010 | RECENT CRITERIA
2 e s ToY
Expanding The Deceased Donor Pool Through Utilization of Kidneys from Donors with ™
Sars-cov-2 RNA Detection: A Comparative Outcome Analysis ' R e -!
Mohamed Eltemamy, Chrisitne Koval, Emilio Poggio, Alvin Wee " & B 9 ®)
Associate Professor of Urology And Kidney Transplantation '

e 2021 yili;

* ilk 6 ayinda asemptomatik

Table 1. Charactenstics Of SARS-Cov-2 Positive Donors. By Protocol Version

All Version 1 Version 2 Version 3
donorler, o s - =y
« Sonraki 4 ay aktif enfeksiyon (O median 5 s s
lizerinden en az 14 gin i S ey S QR b 005
gecenler, e RO - ”
e Son 2 ay leltIama yOk Cycle threshold, me: 30, n=24 35, n=8 32. n=9 Ny s



Table 2. CHarRCIEHRIICS OF Kidncy Tmmphm Recipients From SARS.Cov2 Positive Ve SARS-Cav

KTRs of CoV+ Donors KTRs of CoV nesdo'"’“ P

N=112 N=109
Mean Age (sd) 55.2 (12.8) 55.3 (14.1)
Mean BMI kg/m* (sd) 29.2 (6.4) 29.4(5.9)
African American 27 (23.7%) 37 (33.9%) 0.12
White 70 (61,4%) 63 (57.8%)
Other 17 (14.9%) 9 (8.3%)
Dialysis, yes 73 (65.2%) 89 (82.4%) 0.001
Diabetes 34 (30.4%) 45 (41.3%) 0.29
CoVid Vax prior KT 110 (96.5%) 95 (87.2%) 0.01
Table 3. Key Outcomes For Recipients Of Kidneys From SARS-Cov2 Positive Vs SARS-Cov2 Negative Donors

SARS-CoV+ SARS-CoV2 neg P
N=112 N=109

Delayed graft function (missing n=2 17 (15.2%) 24 (22.0%) 0.19
30-day Hospital readmission (%) 32 (28.3%) 43 (39.5%) 0.08
Death (%) 1(0.9%) 4(3.7%) 0.16
Allograft loss (not due to death) (%) 1 (0.9%) 0(0%) 033
Post-transplant COVID diagnosis (%) 12 (10.5%) 17 (15.6%) 0.26




SARS CoV-2 asilamasi

* Nakil 6ncesi asilama ve ek dozlar tamamlanmis olmali
* Primer sema....

BNT162b2
(Pfizer COVID-19 vaccine)
used for primary series

mRNA-1273
(Moderna COVID-19 vaccine)
used for primary series

NVX-CoV2373
(Novavax COVID-19 vaccine)
used for primary series

Ad26.COV2.S
(Janssen/Johnson & Johnson COVID-19
vaccine) used for primary series

For individuals =25 years old

For individuals 26 years old

For individuals =12 years old

For individuals =18 years old who
cannot receive other COVID-19 vaccines

v

v

v

v

15t primary series dose with:
= BNT162b2

1st primary series dose with:
= mRNA-1273

1st primary series dose with:
= NVX-CoV2373

1st primary series dose with:
= Ad26.COV2.S

3 weeks

v

4 weeks

V4

I
3 weeks

V

1
4 weeks

V4

2nd primary series dose with:
= BNT162b2*

2nd primary series dose with:
= mRNA-1273%

2nd primary series dose with:

= NVX-CoV2373

Extra primary series dose with either: 1
= BNT162b2
= mRNA-1273

4w{e;ks

Extra primary series dose with:
= BNT162b2*

Extra primary series dose with:

= mRNA-1273%

At least 2 months

o

At least 2 months

At least 2 months

At least 2 months

Booster dose with a bivalent vaccine: 1
= pPfizer-BioNTech COVID-19 vaccine, bivalent (if =5 years old)
= Moderna COVID-19 vaccine, bivalent (if 26 years old)

e Ek dozlar... son dozdan 2 ay sonra ya da COVID-19°dan 3 ay sonra bivalan asi!!!




Bakteriyel Infeksiyonlar

Bobrek alicilari
* HD/ periton diyaliz kateter inf.
* Komplike alt/ Gst Griner sistem inf.

Karaciger alicilari
* Aspirasyon pnomonisi (ensefalopati ??)
* Spontan bakteriyel peritonit
 Uriner sistem inf.
* |V kateter inf.
* Bilier fibrozis/ striktir....Tekrarlayan kolanjit

Pankreas alicilari
* Diyabetik ayak inf. / eglik eden OM
e Uriner sistem inf

Kalp alicilari
|V kateter inf. / LVAD infeksiyonlari
* Pnomoni (KKY zemininde)

Akciger alicilari
* Direncli m.o. Kolonizasyonu ( Pseudomonas spp, Burkholderia spp.)




 Bakteriyel infeksiyonlar tedavi edilene/ kontrol altina alinana dek
nakil ertelenmeli

* VAD iliskili infeksiyonlar kalp nakli i¢in kontrendike degil
 Bakteriyemi kontrol altinda ( Kan klttrleri (-))
* Metastatik infeksiyon (-)

* Direncli m.o. ile kolonizasyon !!!!

* Profilaksi rejimleri !!!!
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* Donorun MDR mikroorganizma ile;

e Kolonizasyonu
* Enfeksiyonu

*** Donor MDROs ile ;
- Posttranspl. infeksiyonlar
- Greft kaybi
- Mortalite

Anesi JA, et al. Impact of donor multidrug-resistant organisms on solid organ
transplant recipient outcomes. Transpl Infect Dis. 2022 Feb;24(1):e13783.



e Enfekte donor Donor kaynakli infeksiyon

* MDRO Uréme.....uuueeeererieeieeireieeieeveeeeeeen, Organ kullaniminda azalma !!!

o ¥*¥** Kadavra donor havuzunda ?!?!
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Cok merkezli, retrospektif kohort

‘Gift of Life Donor Programme’ (yerel organ bagisi/ temini ??? organizasyonu)

Yerel kadavra donorler
* MDRO +
* Non-MDRO bakteri ya da kandidal enf +
e Kiltirde ureme yok

MDRO tanimi .... CDC ***

MRSA, VRE, ESBL Greten enterobakteriler, karbapenem direncli enterobakteriler,
cok ilaca direncli Pseudomonas ve Acinetobacter suslari
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* Son hastane yatisi ya da nakil sirasinda alinan kiltirde Greme &
olanlar+ \,

e Yatis sureleri uzun degil ...... median yatis suresi 4 giin (IQR 2-5)

e Surveyans kulturleri dahil edilmemis

* Kolonize bakteriler dahil edilmis
* Cogu zaman etken/ kolonizasyon ayirimi yapilamiyor
* Donor degerlendirmesi yapilirken bu ayirima dikkat edilmiyor

* Yapilan calismalarda hem inf.larin hem de kolonizasyonun donor
kaynakli inf.lara neden olabildigi gdsterilmis
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* Organin alinmasi sirasinda alinan kulturler standart
e Kan, solunum, idrar, Uretral, perflizyon sivisi

e Sonucta da;
* Nakil sonrasiilk 3 ayda bakteriyel ya da invazif kandidal inf.
* Nakil sonrasi 12 ay icinde greft kaybi1 ya da mortalite

* Alt grup analizleri ????



Sonuclar

* 658 SOT alicisi;
e Ortanca yas: 59 (IQR 48-65)
e 231 (%35) kadin

* Nakil turleri;

e Bobrek: 275 (%42)
KC: 182 (%28)
AC: 131 (%20)
Kalp: 105 (%16)
Pankreas: 5 (%1)

TRANSPLANT
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e 658 SOT alicisi
* 93 (%14) donor kultirinde MDROs +
* 477 (%73) donor kilturinde non MDRO mikroorganizma+
* 88 (%13) dondr kulturtinde tGreme yok

* En sik izole edilen MDRO....MRSA (54, %8) ve ESBL + enterobakteriler
(38, %6)

e En sik Greme yeri solunum 6rnekleri (79, %12)
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MDRO - Nakil sonrasi infeksiyon
iligkisi

* 300 (%46) SOT alicisinda bakteriyel inf. ya da invazif kandida inf.

* En sik odak;
e Solunum yolu inf (140, %21)
* Genitouriner inf. (104, %16)

* En sik izole edilen etken... Enterobakteriler
* En sik izole edilen MDRO....ESBL+ enterobakteri tirleri (43, %7)
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 Don6r MDRO varligi ile posttransplant inf.
riski arasinda anlamli ilikiski yok (log rank

p=0.29)
(A) Kaplan-Meier failure estimates
* Ancak ¢oklu varyans analizlerinde ¢ok ilaca §§
direncli olan ya da olmayan Ureme 3E
varhginda infeksiyon gelisme riski anlamli §§ —
ey W [
d .0), (v U1l-2.0Z,p=V. / gg f—

aHR 1.51, 95%Cl 1.01-2.23,p=0.04) e r z 2 3 =

Days post-transplant

s Nogatve donor culluee Non-MDRO positive donor culture

e MDRO 06 donor cullure
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MDROs- greft kaybi ve mortalite S,

iligkisi

* Nakil sonrasi 12 ay icinde greft kaybi ya da
oltim 57 (%7)

e Olim: 27 (%4)

 MDRO Uremesi ile greft kaybi ya da 6lim
arasinda anlamli iliski yok (log rank p=0.26)

e Coklu varyans analizinde de anlamli fark (-)

*Non-MDRO:s .......aHR 0.60, 95%Cl 1.01-
2.62,0=0.16 /

*MDROS oo, aHR 0.45, 95%Cl 1.01-
2.23,0=0.16)

Proportion with graft failure or death
0.50

0.00
A

1.00

0.75

0.25

(B) Kaplan-Meier failure estimates

Log rank P=0.26
0 100 200 300 400
Days post-transplant
Nogatiee donor culturg Noa-MDRO postive donor culture

' s MORO 001 danoe culturo




TABLE 3 Mixed effect multivariable frailty model evaluating the association between donor culture results and hazard of (a) bacterial or
invasive candidal infection and (b) graft failure or death following transplantation among solid organ transplant recipients

Ref Ref
MDRO on donor cultures 059 022-158 30 045 0.15-1.36 16

Abbreviations: aHR, adjust hazard ratio; Cl, confidence interval; HR, hazard ratio; MDRO, multidrug-resistant organism; Ref,, reference.
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Alt Grup Analizleri-1

* Yatis kiilturleri pozitif olanlar dislandiginda ....252 alici
* 14 (%6) MRDOs+

e 150 (%60) non MDROs+

* 88 (%35) Ureme yok

* Donor kiltarlerinde Greme olanlarda nakil sonrasi infeksiyon gelisimi
anlamli derecede yuksek (aHR 5.59, 95%Cl 1.44-21.67, p=0.01)

* Greft kaybi ve 6lum ile anlamli ilski yok ( aHR 0.42, 95%Cl 0.005-3.76,
p=0.44



TRANSPLANT
INFECTIOUS
DISEASE

Alt Grup Analizleri-2

* Donor kan ya da allograft kiltlirlerinde ireme
e 40 (%6) MDRO lUreme+

* 171 (%26) non MDRO ureme+

e 447 (%68) Ureme yok

. %oklu varyans analizlerinde dondér kan ya da allograft kulttrlerinde Greme olmasi
ile;

* Nakil sonrasi infeksiyon gelisimi arasinda anlamli iliski yok ( non MDROs icin aHR 1.11, %95 ClI
0.79-1.57, p=0.53/ MDROs icin aHR 1.21, %95 Cl 0.74-1.98, p=0.46)

» Greft kaybi ya da 6lim arasinda anlamli iliski yok (non MDROs icin aHR 1.16, %95 Cl 0.52-
2.55, p=0.72/ MDROs icin aHR 1.05, %95 Cl 0.29-3.81, p=0.95)



Organ turiine gore bakildiginda;

Donor kultirinde MDRO varligi ile posttransplant infeksiyon gelisimi
arasinda KC alicilarinda anlamli iliski+
(HR 3.77, %95 Cl 0.98-14.43, p=0.05)

e Organ turune gore MDRO varligi ile greft kaybi ve 6lim arasinda anlamli
iliski yok
MDRO tiiriine gore bakildiginda;

* Donor kiltidrinde VRE tUremesi ile posttransplant infeksiyon gelisimi
arasinda anlamli iliski+
(HR 10.58, %95 Cl 3.48-32.17, p<0.01)

* MDRO turu ile greft kaybi ve 6lim arasinda anlamli iliski yok
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Donoér Kaynaklh Infeksiyon (DDI) St
gelisimi M
 Olasi DDI...31 (%5)

* MDRO ureyen DDI ...9 ( %28)
« MRSA ...4 (%13)
* VRE ...2 (%6)
e ESBL+...2 (%6)
e C.glabrata...1 (%3)

* Ureme vyeri
e Solunum ornekleri ...6 (%19)
e Kan ....1 (%3)
e Perflizyon sivisi ...2 (%6)
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* DDI gelisimi acisindan, donor kulttrlerinde MDRO Uremesi olan
alicilarda, non MDRO UGremesi olan alicilara gore anlamli olmayan artis
mevcut (7, %8 vs 24, %5, p=0.33)

* DDI lar dislandiginda donor kiltirlerinde MDRO dremesi ile nakil
sonras! bakteriyel ya da invazif Candida inf. gelisimi acisindan anlamli
fark yok ( aHR 1.36, %95 Cl 0.82-2.25, p=0.23)




TABLE 3 Mixed effect multivariable frailty model evaluating the association between donor culture results and hazard of (a) bacterial or
invasive candidal infection and (b) graft failure or death following transplantation among solid organ transplant recipients

Negative donor cultures Ref. Ref.

147 0.91-2.38 A1 163 101-2.62

2 ®

Negative donor cultures Ref. Ref.
' Non-MDRO bacteria or Candida on donor cultures 057 1028-116 12 060 0.30-1.23 16
MDRO on donor cultures 0.59 0.22-1.58 .30 045 0.15-1.36 16

Abbreviations: aHR, adjust hazard ratio; Cl, confidence interval; HR, hazard ratio; MDRO, multidrug-resistant organism; Ref,, reference.



TRANSPLANT

INFECTIOUS
DISEASE

B e T

Sonug olarak; e

* MDRO uremesi olan donorden yapilan nakillerde erken donemde
bakteriyel ya da invazif kandidal inf. riski yuksek

* Ancak uzun donem greft kaybi ve mortalite Gzerine etkisi yok

* Erken donem infeksiyonlarin dnlenmesi icin de donérin MDRO ile
infekte ya da kolonize olma durumu bilinmeli***



BAKTERIYEL INFEKSIYONLAR

Bacterial
Syphilis (any of the following) X X X

Fluorescent treponema antibody
absorption (FTA-ABS)

T. pallidum particle agglutination
(TPPA)

T. pallidum enzyme immunoassay

(TP-EIA) * Tb
Rapid plasma reagin (RPR) c

Venereal Disease Research Laboratory
(VDRL)

Tuberculosis (any of the following) X X

Purified protein derivative (PPD) * * S ifili z

Interferon gamma release assay
(IGRA)

Urine culture X

Blood culture X



Solid organ nakli ve Thc

e Nakil alicilarinda tuberkulos inf.
* Gelismis uUlkelerde %1.2-6.4
e Endemik Ulkelerde %10-15

e Siklikla latent infeksiyonun reaktivasyonu *
* Nakil aracili gecis nadir

 OPTNetwork (Organ Temini ve Nakli Agi Hastalik Bulasma Danisma
Kurulu)ABD
* 9 dondr aracili***
* 6 akciger, 5 akciger disi organ nakli

Subramanian AK. Tuberculosis in solid organ transplant
candidates and recipients: current and future challenges. Curr
Opin Infect Dis. 2014 Aug;27(4):316-21.



Received: 1 February 2019 | Accepted: 12 February 2019

DOI: 10.1111/ctr. 13513

: Clinical TRANSPLANTATION
SPECIAL ISSUE-TRANSPLANT INFECTIOUS DISEASES WILEY lll*L St ™

Mycobacterium tuberculosis infections in solid organ
transplantation: Guidelines from the infectious diseases
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Transplantation
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* Tum nakil alicilarinda iyi 6yki, muayene, PPD/ IGRA, direk AC grafisi/ BT

Pozitif IGRA/ PPD..... Aktif Tb ekarte edilmeli, sonrasinda latent Tb tedauvisi
planlanmali

* BCG varliginda IGRA**
PPD pozitif, Tb maruziyeti olan ya da gecirilmis Tbc icin radyolojik bulgu
olan donorden nakil durumunda.....Latent Tbhc tedavisi***

e Canlidonorler de Tb acisindan taranmali
* Donorde aktif Tb.... Nakil kontrendike

e Alicida aktif Tb... Nakil oncesi tedavi edilmeli



Latent Tuberkuloz Tedavisi

First-line regimens: Alternative regimens with
o 9H(INH x 9 mo}™ disadvantages relative to first-line
* 4R (RIF x 4 mo)™® regimens:
o 3HP (weekly INH/ e &6H(INH x 6 mo)™
RPT x 12 doses,)ns e RFEx4mo’
o 3HR (INH/RIF x 3 mo)™"’
o AHR (INH/RIF x 4 mo)”’

INH, isoniazid; RFB, rifabutin; RIF, rifampin; RPT, rifapentine.



Solid organ nakli ve Sifiliz

Syphilis {any of the following)

Fluorescent treponema antibody
absorption (FTA-ABS)

T. pallidum particle agglutination
(TPPA)

T. pallidum enzyme immunoassay
(TP-EIA)
Rapid plasma reagin (RPR)

Venereal Disease Research Laboratory
(VDRL)

Treponemal test vs
Non-treponemal test
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Latent ya da asemptomatik olabilir
Nadiren transplantasyon aracili bulas
Kontrendikasyon yok

Uygun penisilin tedavisi!l!
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« 11 sifiliz serolojisi (+) donor
* 29 nakil alicisi
e 4 alic1 haric¢ tutulmus
« Erken 6lum (2), takipsizlik (2)
* 7 donor tedavi almig, 6 sinda tedavi yaniti+
* 2 dondr nakil sirasinda tani+
« 25 alic1 da nakil 6ncesi seronegatif**



* Ortanca yas 46

* %56 erkek

* 11 bobrek, 7 akciger, 6 karaciger, 1 bobrek-pankreas

» 20/ 25 alici sifiliz icin tedavi almis ( nakil sonrasi ilk haftalarda)

3 alicida nakil sonrasi non-reponemal test (+), treponemal testler (-)
e Tedavi alan grupta

* Semptom yok

* Donor iliskili infeksiyon ??7?
* Pasif antikor gecisi ??7?



BASKENT M
UNIVERSITESI | 1(0)

SOLID ORGAN NAKLI ALICI- VERICI HAZIRLIK FORMU €$‘)
1993

TETKIK TARIH ALICI Verici

Ad - Soyad: Ad - Soyad:

Hasta No: Yas: Hasta No: Yas:
HBsAg
Anti-HBs
Anti-HBc IgG
Anti-HCV
Anti-HIV
CMV Ig G
EBVIg G
VDRL
Toksoplazma IgG
(Sadece kalp naklinde)
Anti-HAV Ig G GEREK YOK
Su cicegilg G GEREK YOK
Kizamik g G GEREK YOK
Kizamikgak g G GEREK YOK
Kabakulak g G GEREK YOK
Brusella GEREK YOK

aglutinasyonu

Onemli Notlar

1. Tuberkiloz yoniinden Goglis Hastaliklar: Anabilim Dali'na damisilmalidir.

2. Canh vericinin nakil éncesi 7-10 giin iginde HIV, HBV, HCV serolojileri tekrar edilmelidir.



BA$ KE N I (umu)kt\ulmlz

SOT ASI FORMU  (Asinin yapildig: tarihler belirtilmelidir) $ UNIVERSITESI |
Hasta Ad: Hasta No: Yas:
Asi adi Tarih Tarih Tarih Tarih

influenza (Her yil Ekim ayinda yapilacak)

Pnomokok Konjuge asi ve Polisakkarit asi Konjuge asi Polisakkarit asi
Once konjuge as! yapiimali; 2 ay sonra polisakkarit asi
yapiimalidir.

5 yil sonra bir kez daha polisakkarit asi yapiimalidir.

Tetanoz, Difteri

(ilk doz, aselliiler bogmacay: da igeren “ligli asi” ile yapiimali
sonra on yilda bir tetanos-difteri asisi yapiimalidir )

Hepatit B (Bagisik ise asiya gerek yok, belirtilmelidir) Bagisik mi? 1. doz: 2. doz: 3.doz:
(Cift doz Hepatit B agisi uygulanir)

Hepatit A (Bagisik ise asiya gerek yok, belirtilmelidir) Bagisik mi? 1. doz: 2. doz:
Human papilloma viriis asis1 (11-26 yas arasi kadin/erkek) 1. doz: 2. doz: 3.doz:
(istege bagh)
Kizamik, kizamikgik, kabakulak (Canh asi!) Bagistk mi? Bagisik degilse Enfeksiyon Hastaliklari Bol. ile iletisime
geciniz
Su cigegi (Canh asi!) Bagisik mi? Bagisik degilse Enfeksiyon Hastaliklar Bol. ile iletisime
geciniz

ONEMLI NOT: Kizamik, kizamikgik, kabakulak ve su gigegi asilari canli asi olup nakilden en az bir ay 6nce yapilmalidir.
Nakil icin bir aydan kisa sure var ise uygulanamaz.
Canl asilar nakil sonrasi uygulanamaz.




