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Kimerik Antijen Reseptor
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Organ Transplantasyonu

Different types of T cells
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Tx de neden T Req ????
Neden A2 CAR-T Reg ???

HLA-A2 recognition

Transmembrang domain
Costimulatory domain (e.g. CD28, 4-1BB)
Intracellular signalling domain (e.g. CD3)
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_» Specific migration towards allograft

-» Suppression of alloreactive immune cells
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B ¢ MacDonald

on allograft Reduced transplant rejection




HLA-A2 CART
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Alloantigen-specific regulatory T cells generated
with a chimeric antigen receptor

Katherine G. MacDonald," Romy E. Hoeppli,' Qing Huang,? Jana Gillies," Dan S. Luciani,' Paul C. Orban,’

Raewyn Broady,? and Megan K. Levings’
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Prevention of Allograft Rejection by Use of
Regulatory T Cells With an MHC-Specific Chimeric
Antigen Receptor

HLA-A2+
skin graft

" CAR-Tregs

American Journal of Transplantation 2017, 17: 931-943 © 2016 The American Society of Transplantation
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doi: 10.1111/ajt.14185

Expression of a Chimeric Antigen Receptor Specific

A2 CAR-Treg'ler ile yapilan
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adaptlf hucre tEda\"S' umut Human Regulatory T Cells in Preventing Human Skin
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Insan deri grefti reddi modeli

Human

healthy volunteer
HLA-A*02

Insan CD8+*CD25+*FOXP3* Treg hiicreleri izole edildi.

Bu hucreler HLA-A2'ye 6zgu CAR (A2-CAR) ile transdukte edildi.
In vitro baskilama kapasitesi ve aktivasyon profili degerlendirildi.

In vivo olarak iki NSG fare modeli kullanildr:

Insan PBMC kaynakli GVHD (graft-versus-host disease) modeli
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Human CD81 Tregs expressing a MHC-specific CAR display enhanc
suppression of human skin rejection and GVHD in NSG mice-2019
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TX200-TR101-
NCT04817774

The STEADFAST study is registered on clinicaltrials.gov as NCT04817774 and on EudraCT as
2019-001730-34.
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Table 1. Key inclusion and exclusion criteria of transplant recipients
and transplant donors in the STEADFAST stmdy

Inclusion criteria

Transplant recipiants

Aped between 18 and 70 yrs
fimciusive)

Diognosis of ESRED and cuman ity
waiting fora new kidney from an
identified live donor

Single-organ recipients (kidney)

Normal or mnonclinically
significonthy abnommal
elecirocardiogram

HLA-A"02 nagative”

HLA-A" 69 nagative™”

Adequaie venous oooess for
leukapheresis, and no other
coniraindications for
laukopharesis®

Transplant donors

Ape =18 yr

ABD blood type compaatible with fhe
OFgan racpient

Negative serclogy result for HW
and syphilis

HLA-A"02 positive”

Exclusion cdterio

HLA identical to the prospective organ
donor

Known hypersensitivity or
containdications for IS

Prior organ fransp lant

Evidence of HW, syphilis. EBV, HBV, or
HCV infection or prespacified
hepatic and hematologic laboraiory
abnormna lities

Positive flow-oyiometric crossmaich
using donor lymphocyies and
recipient samm

PRA = 20°G recant or historic

Curment, recent, or historical donor
specific anfibodies

Previous freaiment with any
desansitzation procedune

Underlying renal disease with a high
risk of diseose reoccumance in he
ransplanied kidney

Concomitant clinically octive local or
sysemic infection

Sysiemic immunosuppressive agents
odminisiesd for other indications

Significont unsioble or poorly
contiolied acuie or chronic diseasas:
or laboratory abnommality (except
ESRO) which, in the opinion of fhe
invesfigoior, could confound fhe
resulis of fhe study or put the
subject of undue sk, including
high risk of renal thrombotic event

Curment or previous history of
malignancy (within the last 5 yr)

Evidance of HBV or HCV infection




Study Design: Human Leukocyte Antigen | _Check for updates

Class | Molecule A"02-Chimeric Antigen
Receptor Regulatory T Cells in Renal Transplantation

Katharina Schreeb', Emily Culme-Seymour’', Essra Ridha', Céline Dumont’,
Gillian Atkinson', Ben Hsu' and Petra Reinke?

Cohort 3 Cohort 4
High dose Optional exponsion cohort

TX200-TRIOI

& B B
L
participants ﬁ
Cohort | ;_-;
Low dose ferasas

SHMC

- . - . » &
TXZ200-TRIO1 not administeread
Lp to
& participants Contral cohort

Figure 3. STEADFAST study scheme. SMC, Safety Monitoring Committee.
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Neden CAR-T reg
TX200-KT03-ncro5234190 1. Graft kaybini azaltmak

2. Diger Immunsupresiflere ol
ihtiyaci azaltmak

Long-Term Follow-Up of TX200-TR101 (STEADFAST Long Term)

ClinicalTrials.gov ID @ NCTO05987527

sponsor @ Sangamo Therapeutics
nformation provided by @ Sangamo Therapeutics (Responsible Party)
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Study Overview Study Overview
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Brief Summary
This long-term follow-up study is being conducted to collect long-term (up to 15 years post-infusion)

Participation Criteria
safety and tolerability data from subjects enrcolled in studies evaluating TX200-TR101.

MMF'in 2. haftadan itibaren kademeli olarak doz azaltilmasi ve 49. haftaya kadar

mumkunse kesilmesi,
Nihai hedef: Tacrolimus tek basina ve diisiik doz seviyede strdiirebilmesi
hedeflenmektedir.



CAR-T reg

calismalarinda
- Hiicre izolasyonu, - In vivo kalicilik
* Saflik, * Tagsinma
- Verim, - Uriin salim testleri
* Expansiyon, * Hucre urunundeki
» Vektor liretimi/ cesitlilik
transduksiyonu, * Bireysel farkliliklar

« Stabilite



RANSPLANTASYON

IMMUNOLOJISI VE
GENETIGI DERNEGI

Tesekkur ederim.
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