Esler arasi Erkekten
Kadina ya da Cocuktan
Anneye Transplantasyon

Prof.Dr. Tulay Kilicaslan Ayna

Izmir Katip Celebi Universitesi Tibbi Biyoloji AD
IKCU Hiicre Doku Organ Nakli Arastirma ve Uygulama Merkezi

Diyarbakir 1-2 Kasim 2024



Genel Toplam

Esler Aras|

2.639

2,691

3.015

3.085

2.250

3.017

NAKIL SAYIS|
Akrabalik Dereceleri 2016 2017 2018 2019 2020 2021 2022 2023
1 546 092 1,062 1,084 760 1,004 1143 1122
2 26 530 584 621 489 646 122 688
3 53 91 106 104 b 90 18 106
4 3 50 71 96 74 17/ 143 139
Akraba Deg 992 291 354 308 208 331 332 246
apraz 123 104 181 174 169 201 229 154

3.340

3151

httns://nefroloji.org.tritr/icerik/genel-S/turk-nefroloji-derneqi-reqistry-raporlari-508




Anti-HLA alloimmunizasyonu

v’ Kan transflizyonlari

v'Transplantasyonlar

oy Anti-HLA immunizasyonunun tek dogal kaynagidir.
‘/Ge be '.l k -Anti Paternal antikorlar-
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Arayuz 1, invaziv, ekstra-viloz trofoblast (EVT) ve desidual bagisiklik htcreleri

arasindadir ve plasentasyonun basarisinin belirlendigi yerdir. Haor s aberranty expressed at foto-materal interface in pre-

eclambpsia



spiral artery

o ® IL-6

° ¢4  Remodeling of spiral arteries

HLA-G @3
EREELS w— invasiveness T
ILT2 eoe—
angiogenesis
e IL-4
o IL-10
HLA-G 83 o TGF-B Immune tolerance
ILT2 eooe— e
o IL-10 cytotoxicity ¢
ILT4 eoo—
_ o TGF-p
Q
© ojL-10
HLA-G 88—

KIR2DL4 eo—
ILT2 ess—

Fetal growth

growth promoting factor f




Maternal spiral arteries

spiralartery  Preeclampsia Pregnancy

KIRAA HLA-C2
Decidua 4 |

Chorionic 0
villus £

Trophoblast



The

Th
o Cytokines Cytokines
Rejecton €=~ TR
IFNG IL5
IL10

Cytokines

TGFB s Tolerance
IL10

. Cytoki
Inflammation € %

TGFB

Preeclampsia L VIP: Vazoaktif intestinal peptit, IDO:Indoleamine 2,3-dioxyger



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9627099/

Arayuz 2, sinsitiyotrofoblast ile maternal kan arasinda yer alir.
Sinsitiyotrofoblast, koryonik villisun epitel ortsunt olusturur ve gebeligin
Ikinci yarisinda en aktif olan maternal dolasimdaki bagisiklik hucrelerinin
kaniyla temas halinde genis bir yuzey alani sunar. Bu nedenle, maternal
dolasima dokulen sinsitiyotrofoblast kaynakli ekstraseluler vezikuller
(STEV'ler) araylz 2'nin bir uzantisini temsil eder.
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Arayuz 3 Decidua parietalis ve the amniokoryon
arasindadir.
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FIGURE 2 Model of maternal T cell
priming by fetal antigens. Fetal cells and
cellular components (ie, microvesicles)
(purple) cross the placenta into the
maternal bloodstream, where they
circulate to the secondary lymphoid
organs. Fetal antigens are presented by
the maternal APC and prime maternal
CD4 and CD8" T cells. Potential T cell
fates induced by fetal antigen are shown,
including PD-1"CTLA4" CD8" T cells

with attenuated effector functions (red),
CD4*Foxp3™ regulatory T cells (green),
CD4" FR4* CD73" anergic T cells (yellow),
and effector memory cells (purple). While
CD4* PD-1" CXCR5™ T follicular helper
cells (Tfhs) (blue) have been demonstrated
in the placenta, they have yet to be
examined in the maternal lymph node. PD-
1, programmed cell death protein; CTLA4,
cytotoxic T-lymphocyte associated
protein 4
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Gebelikte anti-HLA antikorlari ne zaman olusur?

Comparison of Anti-HLA Antibody Production According to
Gestational Periods in Pregnant Women

B. Cerci Gurbuz™"*, M. Soyoz™", D. Ozkale Okyay®, T. Kilicaslan Ayna®®, and 1. Pirim®"

*zmir Katip Celebi University Faculty of Medicine, Department of Medical Biology and Genetics, lzmir, Turkey; "University of Hes
Science Tepecik Training and Resesarch Hospital, Tissue Typing Laboratory, lzmir, Turkey; and “University of Health Science Tep
Training and Research Hospital, Clinic of Gynecology, lzmir, Turkey

ABSTRACT

Background. To evaluate paternal anti-HLA antibody profiles, sera samples were
collected from pregnant women in different trimesters and the panel-reactive antibody
(PRA) specificities were identified.

Methods. From 2013 to 2015, serum samples were obtained from 41 pregnant women
who had registered at the Izmir Tepecik Education and Research Hospital Gynecology
Clinic. Anti-HLA antibodies were screened by using the panel reactive antibody screening
and identification tests. Sera samples were obtained at the first, second, and third tri-
mesters. The primary outcome was to determine the anti-HLA antibody production term
during pregnancy; the secondary outcome was identification of anti-HLA antibodies.

Results. None of the women had a sensitization history except during pregnancy. We
observed that 54% of the women produced paternal antibodies, either class I or I1. Class I
PRA positivity of the women who had a first or second pregnancy was the same in all 3
trimesters, whereas class II positivity was increased in the third trimester. Class II and both
class I and II positivity increased in the third trimester; class 1 positivity was decreased in
the third trimester. PRA positivity could be affected by the history of pregnancy and could
be raised, but no impact was observed from the history of abortion and miscarriage (odds
ratios, 1.9, 0.4, and 0.5 [95% confidence intervals, 0.5-7.8, 0.1-2.0, and 0.3-0.7], respec-
tively; P > .05). The most frequently detected antibodies were A2, B7, DR7, DR4, DR11,
DR13. DO2. and DOS.



Gebelik sayisinin anti-HLA antikor olusumuna etkisi’
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Dogum ve sonrasi anti-HLA antikorlari

Characteristics of anti-HLA immunization.

Immunized women sample p value
analysis (n =160)

CDC detection (n,%)
IgM alone
lgG +1gM
IeG alone

Luminex detection (IgG) (n, %)

Anti- class [ alone
Anti-class II alone
Anti-class [ +11

At delivery
52 (17.7%)
4

1

47

131 (44.5%)
59

17

35

Second sample

62 (21%) 0.03

3

4

55

159 (54.1%) <0.001
60

22

77

CDC, complement-dependent cytotoxycity; 1gG, Immunoglobulin G; IgM, Immu-

noglobulin M.

Incidence of immunization for women with only one pregnancy (n =94), depending
on their [L-6 gene promoter genotype.

Immunized Non p value
immunized
IL-6 gene promoter genotype 0.02
(n,%)*
WT 25 (62.5%) 15 (37.5%)
M 21 (38.9%) 33 (61.1%)

* IL-6 gene promoter polymorphism: WT=G/G genotype in position —174;
M= nr CIC cenntune 111 nacition 174

* 0=0,0001
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Masson E, Vidal C, Deschamps M, et al. Incidence anc
risk
factors of anti-HLA immunization after pregnancy. Hum



Gebelikte anti-HLA antikorlarin omru?

Anne yasi : 47,6+13,1 PRA tarama: % 49,3 pozitif PRA tarama: % 40,5 borderline
Gebelik sayisi : 3,4 £1,4 HLA sinifl :% 52,9 HLA sinifl :% 60,7
Cocuk sayisi :2,9 £1,5 HLA sinifll :% 61,7 HLA sinifll : % 39,2
Son dogum sdhrasi siire: 14,6+12,8 B
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Fig 1. Comparative analysis of the mean of MFI values for the 3 groups established once positive antigens were removed. Maternal
self-antigens are HLA antigens present in the mother; paternal alloantigens are HLA antigens mismatched with the mother and present
in the children; neutral alloantigens are mismatched antigens not present in any of the children. The results represent the mean of MFlIs

and confidence intervals at 95%. The significance values (P) were obtained with the use of the Mann-Whitney test. (A) Comparative
analysis of class | and class Il antibodies. (B) Analysis based on HLA class.

Analysis of Pregnancy-Induced Anti-HLA Antibodies Using Luminex Platform-T
nror 201R



Cesarean Section Is a Risk Factor That Prevents Organ

Transplantation by Increasing the Development of
Anti-HLA Antibodies in Women

Gokhan Akviiz | Hasan Dogan
TABLE 2 | PRA positivity analysis by birth method.
Cesarean Normal Control Control
section delivery group Total delivery group
PRA (+) (n =42) (n=44) (n = 40) p= Post-hoc (n = 86) (n = 40) p=
Class I(+) 7 (%16.6) 1(%2.3) 2 (%5) 0.034* Ces-Norm, 8 (%93) 2 (%5) 0.633
Ces-Cont **

Class II (+) 11 (%26) 2 (%4.5) 1(%2.5) 0.001* Ces-Norm, 13 (%15.1) 1(%2.5) 0.037*
Ces-Cont

Class I+1I (+) 4 (%9.5) 0 (%0) 0 (%0) 0.02% Ces-Norm, 4 (%4.6) 0(%0) 0.306
Ces-Cont

Total (+) 14 (%32.5) 3(%8) 3(%7.5) 0.001* Ces-Norm, 17 (%19.8) 3(%7.5) 0.079
Ces-Cont

Clinical Transplantation, 2024; 38:e70005.



TABLE 4 | The distribution of MFI values, the % PRA of single antibodies, and the Class I and Class IT antibedies.

Birth method MFI (PRA % PRA CI antibodies CII antibodies
Pregnant no Norm./Ces. screening) (SAB) (SAB) (SAB)
1 Norm. CI: 1830 Cl: 4 A*3], 33, B*35
CIIL: - CII: -
2 MNorm. CI: - CI: - DRE1*07
CII: 1130 CII: 1
3 Norm. CI: - CI: - DREB1*01, 02, 03, 08, 09,
CII: 12 300 CII: 27 11, 12, 13,
DOBI*02
4 Ces. CI: 1590 CI: 1 B*15
CIIL: - CII: -
5 Ces. CI: 1320 CI: 3 A3, B*35
CIIL: - CII: -
6 Ces. CI: 2540 CI: 13 A*02, 68, 69, B*15, 45, 50,
CII: - CII: - 57
7 Ces. CI: 7a00 Cl: 6 A*23, 24, 325,32 DREBI1*08, 11, 13,
CII: 4100 CII: 26 B*49, 57, 58 DOQAL*03, DQBI*03
B Ces. CI: 8040 CL3 A*03, B*27, 35 DRBI*01, 04, DQAI*03,
CII: 10200 CII: 17 DQBI*03
9 Ces. CI: 1450 CI: 3 A®02, 11, 33 DEEBI*07, 09, DOBI*02
CII: 5650 CII: 7
10 Ces. CI: 1330 CIL: 3 A*02, 29 69 DOBI*06
CII: 1100 CII: 1
11 Ces. CI: - CI: - DREEI*07, 09, DOB1*02
CII: 1280 CIL: &
12 Ces. CI: - CI: - DEREB1*04, 07, 09,
CII: 1150 CII: 11 DOAL#02, DOBI*02, 04
13 Ces. CI: - CI: - DEB1*04, DOAT*03,
CII: 2630 CII: 5 DOBI*03
14 Ces. CI: - CI: - DREBI*03, 04, 09, 10, 11,
CII: 1680 CII: 29 13, 14, DQE1*05
15 Ces. CI: - CI: - DE*01, 02, 08, 11,12, 13, 14,
CII: 6700 CII: 46 DQAT*0L, DOBI*05, 06
16 Ces. CI: - CI: - DRBI*01, 03, 07,11, 13, 14
CII: 4650 CII: 14

7 Ces. o o T osme  Clinical Transplantation, 2024; 38:e70005.




1985-2006

Graft sagkalimi

1 yillik (%) 3 yillik (%) 5 yillik (%)
Donor: Erkek (n:10) 83 /8 76
Donor: Kadin (n:71) 93 90 83

Results of Kidney Transplantation Between Spouses: A
Single-Center Experience

F. Karakayali, G. Moray, T. Colak, F. Boyvat, and M. Haberal



Table 1 Clinical characteristics of transplants from spousal
donors and living-related donors

Table 2 (continued)

SD group (n:53) LRgroup(n:116) P value

median median
Recipient age (years) 4973 31.45 <007
Donor age (years) 44.36 56.14 <007
Follow-up pericd 59.18 71.12 ns
(month)
Recipients' BMI (kg/m?) 27.12 28.96 <007
HLA mismatches 5.06 3.08 <.001
Pre-tx dialysis period 2417 10.91 <007
(month)
Acute rejection 0 1(0.9%) ns
DGF 3(5.6%) 5(4.3%) ns
Patient death (cumula-  2(3.7%) 3(2.5%) ns
tive)
Graft loss (cumulative)  2(3.7%) 11(9.4%) <007
Patient death (first 0 0 ns
3 years)
Graft loss (first 3 years)  1(1.8%) 2(1.8%) ns

SD spousal donor, LR living related

Donor Kinship status Relationship
degree
50. SA Father 1
51. EK Mother 1
52. HP Father 1
53. SC Mother 1
54. HG Mother 1
55. UA Sister 2
56. ET Mother 1
57. FY Mother 1
58. HG Mother 1
59. PK Mother 1
60. Ol Sister 2
61. HC Mother 1
62. IG Father 1
63. YT Father 1
64. O Son 1
65. 1S Father 1
66. MH Mother 1
67. SO Mother 1
68. MV Father 1
69. OC Brother 2
70. EC Son 1
71. HC Mother 1
72. MA, Cousin 4
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Table 1. Retrospective clinical studies assessing the correlation between pregnancy and allograft outcome

Author No. of transplants Outcome

Terasaki et al. Husband-to-mother: n = 368 Comparable allograft survival between spousal donor and unrelated living donor. Pregnancy is a risk
(1995) Child-to-mother: n = 1,411 factor for loss of a[l.oﬁraft

Mahanty et al. Offspring-to-mother: n = 874 Fetal tolerance did not translate to a superior allograft survival from offspring donors. Multiple
(2001) pregnancy trended towards poor allograft survival

Unrelated living donor to
mother: n = 310

Cohen et al. Offspring-to-parent: n = 3,370  Comparable death censored 5-yr allograft survival in offspring-to-parent compared to unrelated living

(2003) Unrelated living donor: n = 8,351 donor

Deceased donor: nm = 44,792

Miles et al Offspring to mother: n = 3,124  Comparable and poor allograft survival in offspring-to-parent and parent-to-offspring transplants
(2008) —

Parent to offspring: n = 6,076

Ghafari (2008)  Offspring-to-mother: n = 12 Unrelated living donor allografts survival was significantly higher compared to offspring and husband
donor allografts

Husband-to-mother: n =9

Unrelated living donor: n = 150

Choi et al. (2012) Offspring-to-mother: n = 49 Comparable 5- and 10-yr kidney graft survival between offspring-to-mother and offspring-to-father

Parent-to-offspring: n = 146 transplant. Mother-to-child had worse outcome

Redfield et al. Highly sensitized: n = 7,145 Increased Eraft loss I:uz 23% among women with a history of pregnancy and transfusion compared to
(2016) non-sensitize

Mon-sensitized: n = 100,147

Cohen et al. Offspring-to-mother: n = 1,332  Comparable allograft survival between offspring and unrelated living donor transplant to mother
(2018) Unrelated living donor: n = 1,435

Dagan et al. Offspring-to-mother: n = 148  Offspring donor allograft survival lower compared to unrelated living donor

(2020) =

Unrelated living donor: n = 93 Male offspring donor resulted in poorer survival cumpared to female offspring donor

Senn et al. (2021) Husband-to-mother: n = 25 Poor allograft survival among mothers who received allograft from spouse compared to urrelated living
donor or deceased donor

Unrelated living donor: n = 52 Toward an understanding of allogeneic

Deceased donor: n = 120 conflict in pregnancy and transplantation-
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