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AKILCI ILAC
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Kisilerin hastaligina ve bireysel
ozelliklerine gore;

* Uygunilac,
* Uygun siirede,
* Uygun dozda,

* En diisik maliyetle kolayca
saglayabilmeleri




Bobrek Transplantasyonu Yapilan Hasta Sayisi
Number of Patients Performed Kidney Transplantation
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Turkiye 2022 Yili Ulusal Nefroloji, Diyaliz ve Transplantasyon Kayit Sistemi Raporu



2022 yili sonu itibariyla bobrek replasman tedavisi
(BRT) uygulanan prevalan hastalarin (cocuk hastalar
dahil) BRT tipine gore dagilimi

Merkez hemodiyalizi / In-center hemodialysis 60.466 69,77
Ev hemodiyalizi / Home hemodialysis 1.257 1,45
Periton diyalizi / Peritoneal dialysis 3.552 4,10
Bdbrek transplantasyonu / Kidney transplantation * 21.390 24,68
Toplam / Total 86.665 100,00

* Yaklasik say1 / Approximate number

Turkiye 2022 Yih Ulusal Nefroloji, Diyaliz ve Transplantasyon Kayit Sistemi Raporu



Transplantasyon ve Tedav!

1. Immiinsupresif tedavi

ANTIMETABOLITES - AntiM
CALCINEURIN INHIBITORS - CNI

Mycophenoclate LI4AADG
®
Tacrolimus LO4ADO2 «MMF2» )8
aTacn or
U Wili takroli Azathioprine LO4AX0] CORTICOSTEROIDS
zun etkill takrolimus... «AZA»
Prednisone HO2ABO7
Belatacept... Metilprednis. HO2ZABO4
Selektif T hiicre kostimulator inhibitori Prednisolone H02ABO6
Fc 1gG1 immunoglobulin el - Lt “PRED
Everolimus LO4AALR
Cyclosporin LO4ADO1 «EVE» T
aCsAn or »
Sirolimus LO4AALD
#SIR»

Rosa A.C. BMIC Nephrol 24, 320 (2023) ‘



Transplantasyon ve Tedavi

3. Diger Tedaviler
*Malignite tedavisi
*Enfeksiyon tedavisi

2. Non-immunsupresif tedavi

*Profilaksi

CMV

PCP

*BK viremi

*Hepatit C, B
*Hipertansiyon
*Diyabet
Dislipidemi
‘Diger Tedaviler

Kemik mineral



Bobrek nakil hastasina yeni bir
ilac vermexk...

* Nefrotoksisite
* Kemik iligi supresyonu

* llac etkilesimleri






Antibacterials (macrolide)

Clarithromycin, erythromycin

Antidepressant Fluvoxamine, nefazodone

Azole antifungals

Calcium channel blockers

Foods

Protease Inhibitors (HCV)

Protease Inhibitors (HIV)

Fluconazole, itraconazole
Posaconazole, voriconazole

Diltiazem, verapamil

Grapefruit/grapefruit juice
Pomegranate/pomegranate juice
Boceprevir, telaprevir

Atazanavir, darunavir
Fosamprenavir, indinavir
Nelfinavir, ritonavir, saquinavir

Amiodarone, Dalfopristin/quinupristin

CNI
metabolizmasini
inhibe eden
ilaclar




Antiseizure medications Carbamazepine
Fosphenytoin
Oxcarbazepine
Phenobarbital CN |
Phenytoin

Antituberculosis Rifabutin metabo.llzmas|n|
Rifampin uyaran |Iag|ar

Bosentan
Modafinil
St. John's wort (Hypericum perforatum)




Antifungal/CNI|

* Saad, et al. Pharmacotherapy. 2006:26(12) 1730-44.
* Nivoix Y, et al. Clin Pharmacokin. 2008:47(12)

etkilesimi
Drug Tacrolimus Cyclosporine Sirolimus
Fluconazole
40% 40% 50-70%
(Doses >200mg/day)
Posaconazole 75-80% ~0-30%
Itraconazole 50-60% 50-60%
Voriconazole 66% 50% 90%**

** Kombinasyon 6nerilmez**



Artmis nefrotoksisite riski: NSAID,
aminoglikozidler, amfoterisin B...

Artmis kemik iligi supresyonu: Valgansiklovir,
kemoterapetikler...

Diger
etkile§imler Statin ve CNI kombinasyonuyla artmis

rabdomiyoliz riski (pravastatinle en az,
simvastatinle en fazla)

Kolsisin ve CNI kombinasyonuyla artmis
rabdomiyoliz riski



Diger
etkilesimler

PP| ve Mikofenolat mofetilin beraber
<ullanilmasi MMF emilimini azaltir, enterik

<apli mikofenolat sodyum tercih edilebilir

Fosfor baglayicilar mikofenolat mofetil ve
enterik kapli mikofenolat sodyumun
emilimini azaltir

Allopurinol ve azatiopurin
kombinasyonunda ciddi I6kopeni, ciddi

kemik iligi supresyonu



PPI/MMF
ETKILESIMI

Kofler, et al. AmJ
Transplant 2009;9:1650-56
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* 36y erkek
e Txtarihi 2017
* HCV icin tedavi aliyor

Takrolimus
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GASTROENTEROLOGY Co”HE PATOLOGY

The Independent Peer-Reviewed Journal

Gastroenterol Hepatol (N Y). 2018 Dec; 14(12): 687-705. PMCID: PMCB383160
PMID: 30804716

Update on the Management of Hepatitis C Virus Infection in the Setting of Chronic Kidney
Disease and Kidney Transplantation

Nyan L. Latt, MD™

Based on the HCV-TARGET real-world study as well as the MAGELLAIN-2 trial, patients with HCV
genotype 2, 3, 5, or 6 infection who are receiving a kidney transplant can be treated with either
glecaprevir/pibrentasvir or sofosbuvir/daclatasvir.*>**1 Sofosbuvir-based pangenotypic regimens, such as
sofosbuvir/velpatasvir and sofosbuvir/ velpatasvir/voxilaprevir, can also be considered; however, there is a
paucity of evidence demonstrating the efficacy of these regimens in kidney transplant recipients. Figure 2
displays the proposed management algorithm and guideline for kidney transplant recipients who receive
HCV antibody—positive, NAT-negative or -positive kidneys.

e (lecaprevir + Pibrentasvir 12 hafta (GFR <30 ml/dakika olanlarda) Takrolimus
serum seviyelen takip edilir, gerekirse doz ayan yapilir, siklosponn =100 mg/ginlik
dozlarda kullamlmaz)



@ www.beaumont.ie/kidneycentre-healthcareprofessionals-patientsinpri
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Show Beaumont Hospital site navigation
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What GP's need to know about the renal transplant

patient

Renal Unit Publications
8y Or. Yvonne Ryan trainee North East fraining scheme and Frofessor Feter Conlon Consultant Nephrologist, Department of
Annual Report 2013 MNephrology, Beaumont Hospital Dublin,

Medications to avoid

Mon Steroidal Anfi Inflammatories

Anfi fungals: Fluconazole, ketoconazole, itraconazole
Macrolides; Clarithromycin, Erythromycin etc

Cther Antibiotics; Rifampicin

Diltiazem, verapamil

Allopuringl if the patient is taking Azathioprine/lmuran
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https://reference.medscape.com/drug-interactionchecker

Transplant International / Volume 30, Issue 5/ p. 502-509

QOriginal Article = Free to Read

Higher calcineurin inhibitor levels predict better kidney graft survival ir ). So far,

with de novo donor-specific anti-HLA antibodies: a cohort study

ORIGINAL ARTICLE

Therapeutic Drug Monitoring of Tacrolimus-Personalized Therapy: Second

Consensus Report
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Therapeutic Drug Monitoring 41(3):p 261-307, June 2019. | DOI: 10.1097/ FTD.0000000000000640
Binita M. Kamath, Vicky Ng, Rulan . Parekh, Cedric Manihiot, S>eema Mital B

First published: 03 September 2018
https://doi.org/10.1111/petr.13285

The association between CYP3A5 genotype and
tacrolimus dose requirement is consistent (Grading A
pharmacodynamic and immunologic
biomarkers have not entered routine monitoring, but
determination of residual nuclear factor of activated T
cells-regulated gene expression supports the
identification of renal transplant recipients at risk of
rejection, infections, and malignancy (B II). In addition,
monitoring intracellular T-cell IFN-g production can
help to identify kidney and liver transplant recipients
at high risk of acute rejection (B IlI) and select good
candidates for immunosuppression minimization (B II).
Although cell-free DNA seems a promising biomarker
of acute donor injury and to assess the minimally
effective C, of tacrolimus, multicenter prospective
interventional studies are required to better evaluate
its clinical utility in solid organ transplantation.
Population PK models
including CYP3A5 and CYP3A4 genotypes will be
considered to guide initial tacrolimus dosing. Future
studies should investigate the clinical benefit of time-
to-event models to better evaluate biomarkers as
predictive of personal response, the risk of rejection,
and graft outcome.



Clinical Pharmacogenetics Implementation

Consortium (CPIC) Guidelines for CYP3AS5

Genotype and Tacrolimus Dosing

Table 2 Dosing recommendations for tacrolimus based on CYP3AS phenotype

CYP3AS phenotype™

Extensive metabolizer
(CYP3AS expresser)

Intermediate metabolizer
(CYP3A5 expresser)

Foor metabolizer
(CYP3AS nonexpresser)

Implications for tacrolimus
pharmacologic measures

Lower dose-adjusted trough concen-
trations of tacrolimus and decreased
chance of achieving target tacrolimus
concentrations.

Lower dose-adjusted trough concen-
trations of tacrolimus and decreased
chance of achieving target tacrolimus
concentrations.

Higher ("normal”} dose-adjusted
trough concentrations of tacrolimus
and increased chance of achieving
target tacrolimus concentrations.

Therapeutic
recommendations”

Increase starting dose 1.5-2 times
recommended starting dose.” Total
starting dose should not exceed
0.3 mg/kg/day. Use therapeutic
drug monitoring to guide dose
adjustments.

Increase starting dose 1.5-2 times
recommended starting dose.® Total
starting dose should not exceed
0.3 mg/kg/day. Use therapeutic
drug monitoring to guide dose
adjustments.

Initiate therapy with standard recom:-
mended dose. Use therapeutic drug
monitoring to guide dose
adjustments.

Classification of
recommendations®

Strong

Strong

Strong

*Typically, with other CYP enzymes, an extensive metabolizer would be classified as a "normal™ metabolizer, and, therefore, the drug dose would not change based on the
patient’s genotype. However, in the case of CYP3A5 and tacrolimus, a CYP3AS expresser (i.e., CYP3AL extensive metabolizer or intermediate metabolizer) would reguire a
higher recommended starting dose and the CYP3AS5 nonexpresser (i.e., poor metabolizer) would require the standard recommended starting dose. "This recommendation
includes the use of tacrolimus in Kidney, heart, lung, and hematopoietic stem cell transplant patients, and liver transplant patients in which the donor and recipient geno-
types are identical. “Rating scheme is described in Supplementary Data online. “Further dose adjustments or selection of alternative therapy may be necessary because
of other clinical factors {e.g., medication interactions, or hepatic function).




Five-year follow-up of a phase | trial of
donor-derived modified immune cell
infusion in kidney transplantation

Results: The 10 MIC patients had an excellent clinical course with stable kidney graft

function, no donor-specific human leukocyte antigen antibodies (DSA) or acute Front. Immunol., 11 July 2023
rejections, and no opportunistic infections. In comparison, a retrospectively matched
control group receiving standard immunosuppressive therapy had a higher frequency
of DSA (log rank P = 0.046) and more opportunistic infections (log rank P = 0.033).
Importantly, MIC patients, and in particular the four patients who had received the
highest cell number 7 days before surgery and received low immunosuppression
during follow-up, continued to show a lack of anti-donor T lymphocyte reactivity in
vitro and high CD19*CD24"CD38M transitional and CD19*CD24"CD27* memory B
lymphocytes until year five after surgery.

Sec. Immunological Tolerance and Regulation

Volume 14 - 2023
https://doi.org/10.3389/fimmu.2023.1089664

"iaukillEaa

Conclusions: MIC infusions together with reduced conventional immunosuppression lor authors.
were associated with good graft function during five years of follow-up, no de novo
DSA development and no opportunistic infections. In the future, MIC infusions might
contribute to graft protection while reducing the side effects of immunosuppressive
therapy. However, this approach needs further validation in direct comparison with
prospective controls.




Sonuc olarak...

* Bobrek nakli kronik bébrek hastaliginin en iyi tedavisi
e Coklu ila¢ kullanimu...

* [lag etkilesimleri...
* Ilac yan etkileri...

e Genetik ve immunoloiji...
* Her hasta birbirini ayni mi?
* Kisisellestirilmis immunsupresyon?
e Daha dusuk doz immunsupresyon ama daha dusuk rejeksiyon mimkin ma?



Transplantasyon Immiinolojisi
ve Genetigi Kongresi
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