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T Eplet Adlandirmasi

» Epletler (2-5 amino asit uzunlugunda),
» Numara; amino asitin sekans konumu
» Harf; polimorfik kalintilar

» 62GE (HLA-A2 ve HLA-B17)
» 127K (HLA-A2, A23, A24, A68 ve A69’da)
» 145L(HLA-B13)

Duquesnoy RJ. Curr Opin Organ Transplant. 2014
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HLA Epitop immiinojenitesi

» Donor ve alict HLA epitop uyumsuzluguna bagl eplet-
spesifik DSA gelisme riski; uyumsuz eplet sayisi artik¢a
potansiyel risk artabilir.

» HLA epitoplari ne kadar immiinojeniktir?
» molekiiler ve fizyokimyasal 6zellikleri
» amino asitlerin hidrofobiklik ve elektrostatik 6zellikleri

Duquesnoy RJ. Curr Opin Organ Transplant. 2014
Kosmoliaptsis V, Transplantatin, 2008
Kosmoliaptsis V, Transplantatin, 2009

Kosmoliaptsis V, Hum Immunol, 2011
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= Standart FC-XM testi baz alinarak;

» Eplet-spesifik DSA’nin immun reaktivitesi flow crossmatch ile degerlendirmek

» Molekiler HLA uyumsuzluk skorlarinin immiin reaktivite tizerindeki diizenleyici
etkisni incelemek
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20222024 | HLA tiplendirme
DSA (+) yetiskin hasta (11 lokus NGS) T ve B FC-XM
n=43 Anti-HLA antikor T Pozitivite sinirt > 53 + NC MLS
FC-XM (+) n=29 (Single Antigen Bead) B Pozitivite sinirt > 167 + NC MLS

FC-XM (-) n=14 | MFI > 500 DSA (+)
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istatistiksel Analiz

Eplet-spesifik DSA
immunreaktivitesi PIRCHE-II

Molekiiler HLA mismatch skorlari Amino Asit Mismatch (AAM)
Elektrostatik Mismatch (EMS3D)

HLAMatchmaker

Eplet analizi
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Kullanilan Algoritmalar
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»HLAMatchmaker (Eplet Mathcing ve Eplet Analizi)

= http://www.epitopes.net/downloads.html

»PRICHE (Eplet Mathcing)

= https://www.pirche.com/

»Amino Asit Mismatch (AAMS)
= https://mohorianulab.org/shiny/kosmoliaptsis/HLA Algorithms/

» Elektrostatik Mismatch (EMS3D)

= https://mohorianulab.org/shiny/kosmoliaptsis/HLA Algorithms/

http://www.epitopes.net/downloads.html
https://www.pirche.com/
https://mohorianulab.org/shiny/kosmoliaptsis/HLA Algorithms/
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https://mohorianulab.org/shiny/kosmoliaptsis/HLA_Algorithms/
http://www.epitopes.net/downloads.html
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FCXM (+) hasta FCXM (-) hasta p
(n=29) (n=14)

Hasta yas1 (min—max, yil) 43 (18-61) 52 (18-70) 0,23
Hasta cinsiyeti (n, %)

Kadin 7(24,1) 7 (50,0) 0,09
Donor ozellikleri

Donor yast (min—-max, yil) 46 (10-67) 45 (33-63) 0,92

Akraba olmayan dondér (n, %) 1(7,1) 3(10,3) 0,74

Kadin donor (n, %) 19 (65,5) 9 (64,3) 0,94
HLA mismatch (min—max) 4 (2-6) 3 (1-6) 0,51
Immiinizasyon gecmisi (min—max)

Gebelik sayist 3(1-4) 3(2-3) 0,53

Gecirilmis bobrek nakil sayisi 0 (0-1) 0(0-2) 0,32
Immiinizasyon gecmisi (n, %)

Gebelik 19 (65,5) 5(35,7) 0,65

Kan transfiizyonu 20 (69,0) 7 (50) 0,34

Gegirilmis bobrek nakli 8 (27,6) 1(7,1) 0,15
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FCXM (+) hasta FCXM (-) hasta p
(n=29) (n=14)
HLAMatchmaker skoru*
ABC 45 (15-93) 41(16-65) 0,32
DRDQ 31(5-48) 32(17-59) 0,25
ABCDRDQ 73 (17-103) 76 (41-113) 0,80
HLAMatchmaker (Abver) skoru*
ABC 17 (7-36) 12 (4-23) 0,07
DRDQ 10 (1-15) 10 (8-15) 0,21
ABCDRDQ 23 (10-36) 23 (12-34) 0,44
PIRCHE-II skoru*
ABC 51(13-146) 75 (27-101) 0,46
DRDQ 45 (22-98) 36 (8-108) 0,30
ABCDRDQ 96 (41-244) 94 (59-209) 0,78
AAMS skoru*
ABC 28 (2-56) 13(3-39) 0,07
DRDQ 42 (4-107) 52 (1-72) 0,59
ABCDRDQ 65 (32-144) 70 (11-98) 0,38
EMS3D skoru*
ABC 1,28 (0,35-1,90) 0,82(0,35-1,95) 0,29
DRDQ 0,70 (0,37-1,30) 0,79 (0,36-1,31) 0,35
ABCDRDQ 2,16 (0,96-3,12) 1,64 (0,35-2,86) 0,59
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Tdm HLA lokuslari HLA-B HLA-C HLA-DR HLA-DQ HLA-DP

Eplet spesifik DSA sayisi

B TUm epletler ™ FCXM (+) hasta  m FCXM (-) hasta

Sekil 1. Eplet Spesifik DSA Sayilarinin Farkli HLA Lokuslarina Gére Dagilmi
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HLA-A
(MFI: 864—17060)

HLA-B
(MFI: 1321-18528)

Bulgular

HLA-C
(MFI: 644-16812)

HLA-DRB1/3/4/5
(MFI: 695-20108)

HLA-DQA1/-DQB1
(MFI: 1049—23896)
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HLA-DPB1
(MFI: 629-6596)

127K, 62QE+56G,

138Ml, 138MI+79GT,

FCXM (4) 144KR, 144KR+151H,
(n=29) 151AHA, 163R, 163RW,
62EE, 166DG, 44KM3,
Lil7] 76ANT, 62QE,
(En duisiik—en yuksek) 43Q+62GER, 62GE,
62GK2, 161D, 79GT,
62LQ

(MFI: 864—17060)

FC-XM (-)
(n=14)
MFI
(En duisiik—en yuksek)

801, 801+90A, 145RT,
62GK
(MFI: 2983-5187)

66NV, 79GT+90D, 90D,

65QIA, 701AQ, 76ESN,
80N, 180E, 163EW,
71TTS, 69TNT+80N,
65QIA+76ESN, 801, 41T,
143S+76ESN,
163LW+65QIT,
44RT+69TNT,
801+69TNT, 62GE,
62GRN, 71SA
(MFI: 1321-18528)

76VRN, 80N, 193PL,
163EW, 21H, 73AN,
90D, 248M, 267QE,
163LW, 173K, 219W,
193PL3, 80K, 80K+14R
(MFI: 644-16812)

16Y, 30RV, 77N, 98Q,
56EDR11, 56EEDR11,
57DE, 57DEDP, 70D,
70DA, 11STS, rp67IE,
47F, 96HK, 40YD2,
181M
(MFI: 803-20108)

25Q3, 30C, 96EV,
4806, 28H, 108T, 74R
(MFI: 695-4556)

7553, 55RL3, 56PV,
67VG, 85VA, 85VY,
45GV, 40GR3
(MFI: 1049-23896)

45GE3, 74SR3, 745V?2,
77R, 140A2
(MFI: 1088-22900)

84DEAV, 96K, 50R
(MFI: 1441-6596)

p57D
(MFI: 629)
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Tartisma

»DSA pozitif hastalarin bazilarinda FX-CM pozitif iken bazilarinda negatiftir.
» Antikorlarin MFI yuksekligi, FX-CM pozitifligini arttirabilir.

»Ancak MFI orani disinda, eplet yapisi antikor-antijen baglantisina etki edip FC-XM

sonucunu belirleyebilir.
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»Bu calismada farkli lokuslardaki eplet-spesifik DSA'lar, MFI degerlerinden bagimsiz

Tartisma

olarak FC-XM Uzerine farkl etkiler gdsterdi.

»>Ozellikle HLA-B ve -C lokuslarindaki eplet-spesifik DSA'larin, bazi HLA-DQ ve -DR
lokuslarindaki eplet-spesifik DSA'lara kiyasla daha ylksek FC-XM-pozitiflik sikhigina
sahip oldugu goraldu.

» FC-XM pozitif hastalarda HLAMatchmaker (ABC Abver) ve AAMS (ABC) diger gruba

gore daha yuksekti.
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Tartisma

»Tum epitop uyumsuzluklari esit derecede immiuinojenik degildir.
»Artan eplet uyumsuzlugu imminojenik epitoplarin sayisini arttirabilir.

»Bazi epletlerin affinite 6zellikleri daha yliksek veya daha diistik olabilir, bu da

epitoplarin immunojenitesine katki sunabilir.
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