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Patient	case	2016-01:	recipient	information

Recipient	DOB:	 23-04-1949
Recipient	gender:				 female
Recipient	blood	group:	 A+

Recipient	HLA	type	:	 A9	A23	A19	A31	B21	B49	B27	Bw4	Cw7	DR4	
DR2	DR15	DR51	DR53	DQ1	DQ6	DQ3	DQ8

Immunizing	events:	 previous	transplant	(children	unknown)

HLA	type	of	previous	Tx: A2	A19 A31 B27	B40	B60	Bw4	Bw6	Cw2	Cw3	
DR4	DR6	DR13	DR52	DR53	DQ1	DQ6	DQ3	DQ8

HLA	type	of	husband: A1	B37	B5	B52	Bw4	Cw6	Cw12	DR5	DR11	DR6	
DR13	DR52	DQ3	DQ7

20-Mar-172 Patient-based	EPT



Patient	case	2016-01:	antibody	information

CDC	antibody	specificities:	 None
Luminex antibodies	>2000	baseline	MFI:
Current

Historical

20-Mar-173 Patient-based	EPT

Specificity B18 B8 B52 B67

Highest	MFI 2447 2442 2329 2328

Specificity B61 B18 B67 B52 B81 B39 B51 B8 B48 B78

Highest	MFI 3912 3597 3445 3327 3158 3144 3028 3017 2746 2726

Specificity B60 B57 B13 B55 B42 B59 B54 B63 B41 Cw15

Highest	MFI 2548 2547 2502 2347 2322 2253 2192 2132 2108 2022

Specificity DR13 DR11 DR8

Highest	MFI 2412 2310 2141



Patient	case	2016-01	:	donor	information

Donor	type: DBD
Donor	blood	group:	 A+

Donor	HLA	type:		 A2	A3	B15	B62	B35	Bw6	Cw3	Cw4	DR1	DR4	DR53	
DQ1	DQ5	DQ3	DQ8

CDC	crossmatch	results:

Flow	cross	match	results:	T	and	B	cells	negative

20-Mar-174 Patient-based	EPT

Unseparated T	cells B	cells Final	results

(-)	DTT (+)	DTT (-)	DTT (+)	DTT (-)	DTT (+)	DTT (-)	DTT (+)	DTT

Neg Neg - - - - Neg Neg



Patient	case	2016-01:	Histocompatibility

Patient:
A9	A23	A19	A31	B21	B49	B27	Bw4	Cw7	DR4	DR2	DR15	DR51	DR53	DQ1	DQ6	DQ3	
DQ8
CDC	Abs:	None

Luminex Abs:	A2	A9	A28	B17	DR3	DR4	DR5	DR6	DR7	DR9	DR10	DR52	DR53	DQ3	

Donor:
A2 A3	B15	B62	B35	Bw6 Cw3 Cw4 DR1 DR4 DR53 DQ1	DQ5	DQ3	DQ8

Green:	match
Blue:	mismatch	without	proven	antibodies
Black: mismatch	with	specificity	CDC	proven
Orange:	mismatch	with	specificity	Luminex proven
Underlined:	repeat	mismatch

20-Mar-175 Patient-based	EPT



Patient	case	2016-01:	Overview

• Mismatch:	2/2/1
• CDC	crossmatch:	(-)	DTT:	negative,		(+)	DTT:	negative
• Flow	crossmatch:	T	and	B	cells	negative	
• No	auto-crossmatch	performed

• No	CDC-proven	donor-reactive	Abs
• donor-reactive	Abs	in	historical	serum	MFI<1500
• Repeat	mismatches:	A2,	Bw6,	Cw3

20-Mar-176 Case	report	EPT



Patient	case	2016-01:	Results

20-Mar-177 Patient-based	EPT
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Patient	case	2016-01:	Additional	information	
required

• Information	about	the	first	graft:	Is	the	first	graft	still	in	situ/reason	and	
timing	of	graft	loss

• Is	the	recipient	still	receiving	immunosuppression?

• Donor	split	typing	Cw3

• Cross	match	results	with	separated	B	and	T	cells

20-Mar-178 Patient-based	EPT



Patient	case	2016-01:	Discussion

• What	to	do	in	case	of	repeat	mismatches	in	the	absence	of	CDC-proven	DSA	
and	Luminex DSA	MFI	<1500,	as	well	as	negative	crossmatch?

- HLA	class	I	vs.	HLA	class	II
- Relevance	of	low	level	Luminex antibodies

• Center	policies?

20-Mar-179 Patient-based	EPT



Patient	case	2016-01:	follow-up

Four	years	after	transplantation:

• Transplanted	January	2013
• No	rejection	episodes	
• Graft	is	still	functioning

20-Mar-1710 Patient-based	EPT



Patient	case	2016-02:	recipient	information

Recipient	DOB:	 25-07-1970
Recipient	gender:				 female
Recipient	blood	group:	 A+

Recipient	HLA	type	:	 A1	A3	B8	B18	Bw6	Cw7	Cw12	DR4	DR5	DR12	
DR52	DR53	DQ1DQ6	DQ3	DQ7	

Immunizing	events:	 unknown

Urgency	status: HU

20-Mar-1711 Patient-based	EPT



Patient	case	2016-02:	antibody	information

CDC	antibody	specificities:	 A2	DR7	(historical	also	A9	A28	B7	B27)
Luminex antibodies: HLA	class	I	(baseline	MFI)

20-Mar-1712 Patient-based	EPT

Specificity A2 B57 B58 B7 B81 B67 B42 B27 B56 B82

Highest	MFI 16454 15112 14580 13814 12476 11834 11569 11475 11036 10434

Specificity B55 B73 B60 B48 Cw5 B61 B54 B13 B49 A24

Highest	MFI 10379 9918 9213 8395 7937 7602 6772 6281 6160 6146

Specificity A23 A32 B52 B47 A68 A25 B13 B44 A69 B59

Highest	MFI 5687 5057 5012 4970 4970 4451 4315 4220 4205 4114

Specificity A66 B51 B38 B62 B63 B72 B77 B53 A29 B50

Highest	MFI 4090 3978 3963 3937 3918 3658 3651 3615 3235 3071

Specificity B71 B37 B76 B75

Highest	MFI 2998 2941 2051 1800



Patient	case	2016-02:	antibody	information

Luminex antibodies: HLA	class	II	(baseline	MFI)

20-Mar-1713 Patient-based	EPT

Specificity DR7 DR103 DR1 DR11 DR13 DR14 DR9 DR51 DR17 DQ2

Highest	MFI 19132 5423 5280 4754 4448 4091 3955 3674 3531 3154

Specificity DR18 DR10 DP3 DP18 DR8 DP4

Highest	MFI 2923 2569 2504 2314 2140 2038



Patient	case	2016-02	:	donor	information

Donor	type: DBD
Donor	blood	group:	 A+

Donor	HLA	type:		 A11	A19	A32	B35	B41	Bw6	Cw4	Cw17	DR3	DR17	DR8	
DR52	DQ2	DQ3	DQ7	

CDC	crossmatch	results:

20-Mar-1714 Patient-based	EPT

Unseparated T	cells B	cells Final	results

(-)	DTT (+)	DTT (-)	DTT (+)	DTT (-)	DTT (+)	DTT (-)	DTT (+)	DTT

Neg Neg - - - - Neg Neg



Patient	case	2016-02:	Histocompatibility

Patient:
A1	A3	B8	B18	Bw6	Cw7	Cw12	DR4	DR5	DR12	DR52	DR53	DQ1DQ6	DQ3	DQ7

CDC	Abs:	A2	DR7	(historical	also	A9	A28	B7	B27)

Luminex Abs:	many

Donor:
A11 (A19)A32 B35 B41 Bw6 Cw4	Cw17	DR3	DR17 DR8 DR52 DQ2 DQ3	DQ7

Green:	match
Blue:	mismatch	without	proven	antibodies
Black: mismatch	with	specificity	CDC	proven
Orange:	mismatch	with	specificity	Luminex proven
Underlined:	defined	as	acceptable	antigen

20-Mar-1715 Patient-based	EPT



Patient	case	2016-02:	donor-specific	Luminex Abs

20-Mar-1716 Patient-based	EPT

Donor	HLA Luminex raw	data	(allele	on	bead) Remarks

A11 1752 (A*11:01),	1504 (A*11:02) Defined	as	acceptable

A32(19) 6486 (A*32:01) Removed	from	unacceptables

B35 2231 (A*35:01) Defined	as	acceptable

B41 2481 (B*41:01)

Cw4 1472 (C*04:01)

Cw17 1228 (C*17:01)

DR17(3) 3627 (DRB1*03:01) Defined	as	acceptable

DR8 2373 (DRB1*08:01)

DR52 132 (DRB3*01:01),	387 (DRB3*02:02),	260 (DRB3*03:01)

DQ2 1471 (DQA1*02:01,	DQB1*02:01),	2063 (DQA1*03:01,	DQB1*02:01),	
1668 (DQA1*04:01,	DQB1*02:01),	3290 (DQA1*05:01, DQB1*02:01),	
1668 (DQA1*02:01, DQB1*02:02)

DQ7(3) 153 (DQA1*03:01, DQB1*03:01),	598 (DQA1*02:01,	DQB1*03:01),	104
(DQA1*05:03,	DQB1*03:01),	168 (DQA1*05:05,	DQB1*03:01),	57
(DQA1*06:01, DQB1*03:01)



Patient	case	2016-02:	Overview

• Mismatch:	2/2/2
• CDC	crossmatch:	(-)	DTT:	negative,		(+)	DTT:	negative
• Flow	crossmatch:	not	performed
• No	auto-crossmatch	performed

• No	CDC-proven	donor-reactive	Abs
• Luminex-proven	donor-reactive	Abs

• Patient	on	HU	status,	unacceptable	antigens	had	been	removed:

A25	A66	A29	A32 B52	B15	B70	B50	Bw4	DR11	DR6	DR9	DR10

20-Mar-1717 Case	report	EPT



Patient	case	2016-02:	Results

20-Mar-1718 Patient-based	EPT
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Patient	case	2016-02:	Additional	information	
required

• B	cell	CDC	crossmatch

• Flow	crossmatch

20-Mar-1719 Patient-based	EPT



Patient	case	2016-02:	Discussion

• Difficult	to	transplant	patient	/	HU	status:	would	you	remove	unacceptable	
antigens	to	increase	the	chance	of	an	organ	offer?

• Which	(MFI	of)	HLA	antibodies	would	be	eligible	for	removal?

20-Mar-1720 Patient-based	EPT



Patient	case	2016-02	follow-up

It	was	decided,	because	of	the	HU	status	of	the	patient,	to	proceed	to	
transplantation	in	March	2016

• Day	10:	humoral rejection	episode	
• Immunological	follow-up	A32	Abs

Organ	still	functioning	and	patient	is	doing	well

20-Mar-1721 Patient-based	EPT

Date: MFI	A32
August	2015 6486
TX	March	2016
3	days	post	tx 1832
10	days	post	tx 11114
15	days	post	tx 10911
18	days	post	tx 2730
25	days	post	tx 2634
32	days	post	tx 3064



Patient	case	2016-03:	recipient	information

Recipient	DOB:	 20-05-1954
Recipient	gender:				 female
Recipient	blood	group:	 A+

Recipient	HLA	type	:	 A1	A10	A34	B15	B75	B37	Bw4	Bw6	Cw4	Cw6	
DR2	DR15	DR51	DQ1	DQ6	

Immunizing	events:	 previous	transplant

HLA	type	of	previous	Tx: A2	A19	A32	B15	B62	B35	Bw6	Cw3	Cw10	Cw4	
DR4	DR5	DR11	DR52	DR53	DQ3	DQ7	DQ8	

Status: AM	waiting	list

20-Mar-1722 Patient-based	EPT



Patient	case	2016-03:	antibody	information
CDC	antibody	specificities:	 Historical:	A2	A28	DR4	DR5	DQ8
Luminex antibodies: 1	year	prior	to	organ	offer:

2,5	years	prior	to	organ	offer:

20-Mar-1723 Patient-based	EPT

Specificity A2 A69 A68 A24 B57 B58 A32 A23 A74 DR53 DQ4

Highest	MFI 10095 15896 12348 9459 5593 4151 3881 3077 2367 10770 9515

Specificity DR13 DR4 DR8 DR14 DR9 DR17 DR11 DR18 DR7 DQ7

Highest	MFI 5000 4979 4956 4441 4411 4145 3924 3894 2550 2112

Specificity A2 A69 A68 B57 A24 B58 A23 A32 A29 Cw9 Cw10

Highest	MFI 24270 22620 19575 15300 13352 11691 7432 6151 2761 2626 2426

Specificity A31 B62 A3 A74 B63 A25 DR53 DR4 DR9 DR13 DQ7

Highest	MFI 2384 2253 2231 2133 2118 2059 19689 17972 16399 13092 12535

Specificity DR14 DR7 DQ9 DQ8 DR11 DR17 DQ4 DR18 DR10 DR12 DR52

Highest	MFI 12075 11797 11651 11617 10599 10088 9216 8715 6955 6744 6573



Patient	case	2016-03	:	donor	information

Donor	type: DBD
Donor	blood	group:	 A+

Donor	HLA	type:		 A1	A10	A25	B5	B52	B18	Bw4	Bw6	Cw12	DR2	DR15	
DR51	DQ1	DQ6	

CDC	crossmatch	results:

20-Mar-1724 Patient-based	EPT

Unseparated T	cells B	cells Final	results

(-)	DTT (+)	DTT (-)	DTT (+)	DTT (-)	DTT (+)	DTT (-)	DTT (+)	DTT

Neg Neg - - - - Neg Neg



Patient	case	2016-01:	Histocompatibility

Patient:
A1	A10	A34	B15	B75	B37	Bw4	Bw6	Cw4	Cw6	DR2	DR15	DR51	DQ1	DQ6

CDC	Abs:	Historical:	A2	A28	DR4	DR5	DQ8

Luminex Abs:	many

Donor:
A1	A10	A25 B5 B52 B18 Bw4	Bw6	Cw12 DR2	DR15	DR51 DQ1	DQ6	

Green:	match
Blue:	mismatch	without	proven	antibodies
Black: mismatch	with	specificity	CDC	proven
Orange:	mismatch	with	specificity	Luminex proven
Underlined:	acceptable	mismatch

20-Mar-1725 Patient-based	EPT



Patient	case	2016-03:	Results

20-Mar-1726 Patient-based	EPT
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Patient	case	2016-03:	Discussion

• Offer	through	AM	program:	all	AM	offers	are	first	checked	by	the	ETRL	
immunologist	on	duty

- Checks	HLA	type	of	donor	and	recipient
- Checks	whether	unacceptable	antigens	are	present
- Minimal	match	criteria	are	adhered	to	when	chance	on	an	organ	>0.1%

• What	would	be	a	reason	to	decline	an	offer	through	the	AM	program?

20-Mar-1727 Patient-based	EPT



Thank	you	for	participating	in	the	patient	based	cases	EPT	

20-Mar-1728 Patient-based	EPT

The	ETRL	team:
Marian	Witvliet
Yvonne	Zoet
Geert	Haasnoot
Marissa	Linden-van	Oevelen
Petra	van	der	Kroef
Anouk de	Jong
Sebastiaan	Heidt
Frans Claas


