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Principes allogene SCT =
iImmuuntherapie

Donor selectie:

HLA 10/10 of 9/10

CMV status patiént/donor
— Geslacht

e 1S Leeftijd

Stamcellen perifeer via aferese / beenmerg oogsting
(navelstrengbloed, haploidentiek)

Voorbehandeling patiént (conditionering)
myeloablatief / non-myeloablatief

Profylaxe tegen Graft-versus-Host disease

Pancytopene fase: transfusie-afhankelijk
Tijd tot engraftment (neutrods
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Table 1: Oversight of ABO-mismatches

ABO-mismatch Definition ABO-blood type Potential adverse

type (Donor-> recipient) | consequences

Major Recipient produces | A. B, AB 2> O e Acute haemolysis
isohemagglutinins | AB2>A e Delayed RBC
against donor AB—->B engraftment
RBC’s e Pure red cell aplasia

(PRCA)

Minor Donor produces 0—-2A e Acute haemolysis
isohemagglutinins | O—>B e Delayed haemolysis as
against recipient O, A.B2>AB a consequence of
RBC’s passenger lymphocyte

syndrome (PLS)

Bidirectional Combination of A=B e Adverse consequences
major and minor B2>A of both major and

mismatch

minor mismatch
possible

RBC=Red blood cell
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Table 2: Oversight of preventive measures used in ABO-mismatched transplants

ABO-mismatch type

Potential preventive measures

Major

e  Graft split in two parts, infusion on two consecutive days with
prophylactic medication.
e RBC reduction of the stem cell product

e Recipient therapeutic plasma exchange to reduce
isohemagglutinin titers (rarely used)

Minor

Plasma reduction of the stem cell product

Close clinical and laboratory observation after transplant to
detect PLS

Bidirectional

¢ Combination of major and minor preventive measures
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Figure 1: unrelated donors versus related donors at MUMC+ through the years

ABO mismatching in relation to MUD-transplants
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Literatuuronderzoek

1. Patiénten populaties; verschillende soorten stamcellen; conditionerings regime;
profylaxe GvHD en infecties

2. Repopulatie: definities neutrobds, tr
3. Complicaties: GVHD, PRCA, infecties

4. Behandeluitkomsten: OS, RRM, NRRM, EFS
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Allogeneic peripheral blood stem cell transplantation using
reduced-intensity conditioning in an outpatient setting in
ABO-incompatible patients: are survival and graft-versus-host
disease different?

Cesar Homero Gutiérrez-Aguirre, Andrés Gomez-De-Leon, Julio Alatorre-Ricardo,
Olga Graciela Cantu-Rodriguez, Oscar Gonzdlez-Llano, José Carlos Jaime-Pérez,
Consuelo Mancias-Guerra, Juan Antonio Flores-Jiménez, and David Gémez-Almaguer

TRANSFUSION 2014;54:1269-1277.
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TABLE 5. Studies regarding ABO incompatibility with RIC regimens showing important outcome measures

Study Number Design Donor SC source aGVHD cGVHD NRM Survival
Present study 121 R MRD PBSC ND ND ND ND
Worel et al., 2003* 40 R MRD + MURD* PBSC ND ND Higher in mismatchedt ND
Canals etal., 2004 77 R MRD PBSC ND ND ND ND
Worel et al., 2007% 112 R MRD + MURD* PBSC + BM Higher in mismatchedt
Worel et al., 2007+% 80 PC MRD + MURD* PBSC + BM ND ND ND ND

32 ND ND Higher in minor and Lower in minor

bidirectional
Michallet et al., 2008* 1108 R MRD + MURD PBSC + BM + UCB Higher in minor Lower in minor
Remberger et al., 2008§* 11 R MURD* PBSC + BM Higher in
bidirectional

Resnick et al., 2008¥ 221 R MRD + MURD* PBSC +BM ND ND Higher in minor and major ND
Wang et al., 20091* 503 R MRD + MURD PBSC + BM ND ND ND ND
Marenchino et al., 201197 19 R MRD PBSC ND ND ND

* Includes one or two HLA antigen mismatched unrelated donors.

1 Mismatched patients were considered as a single group.

1 Prospective and comparative trial with historical control group (n = 32) and prophylactic RBC exchange group (n = 80) for bidirectional and minor incompatibility patients.

§ Included outpatient management in some cases.

Il RIC cases shown.

1 Patients diagnosed with multiple myeloma exclusively were included in this study.

BM = bone marrow; MRD = matched related donor; MURD = matched unrelated donor; ND = no difference between ABO compatibility groups; PC = prospective and comparative;
R = retrospective; SC = stem cell; UCB = umbilical cord blood.

TRANSFUSION 2014;54:1269-1277.
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TABLE 1. Important features of 121 patients receiving a PBSC transplant according to ABO compatibility*
Feature Major Minor Identical Total p value
Age (years) 34 (12-65) 35 (1-60) 36 (3-71) 36 (1-71) 0.77
Sex

Women 5(38.5) 7 (35) 36 (40.9) 48 (39.7) 0.88
Men 8 (61.5) 13 (65) 52 (59.1) 73 (60.3)

Sex mismatch 9 (69.2) 7 (35) 42 (47.7) 58 (47.9) 0.16

Diagnosis
ALL 3(23.1) 2 (10) 15 (17) 20 (16.5) 0.7
AML 2(15.4) 3(15) 15 (17) 20 (16.5)

CML 3(15) 15 (17) 18 (14.9)
AA 4 (30.8) 2 (10) 7 (8) 13 (10.7)
NHL 1(7.7) 3(15) 10 (11.4) 14 (11.6)
Miscellaneoust 1(7.7) 1(5) 6 (6.8) 8 (6.6)
MDS 1(5) 9(10.2) 10 (8.3)
MM 1(7.7) 3(15) 6 (6.8) 10 (8.3)
HL 1(7.7) 2 (10) 5(5.7) 8 (6.6)

Chimerismt
100% 6 (54.5) 11 (61.1) 42 (59.2) 59 (59) 0.94
Mixed 5 (45.5) 7 (38.9) 29 (40.8) 41 (41)

CD34+ cells infused (x10%kg) 6 (4.1-13.6) 4.65 (3.2-11) 534 (1.2-13.2) 5.37 (1.2-13.6) 0.04

Days to neutrophil engraftment 15 (10-21) 15.5 (8-24) 15 (10-41) 15 (8-41) 0.73

Days to PLT engraftment 13 (7-16) 14 (8-26) 14 (9-45) 13 (7-45) 0.54

Total 13 (10.7) 20 (16.5) 88 (72.7) 121 (100)

* Data are reported as number (%) or median (range).

1 Miscellaneous diagnoses include the following: ABO-identical group—iwo cases of biphenotypic leukemia, one case of chronic lymphocytic
leukemia (CLL), one case of myelofibrosis, one case of seminoma, and one patient with thalassemia major. Major mismatched patients—
one case of CLL; minor mismatch group—one case of paroxysmal nocturnal hemoglobinuria.

1 Chimerism was only performed in 100 cases due to economic reasons or death.

AA = aplastic anemia; ALL = acute lymphoblastic leukemia; AML = acute myelogenous leukemia; CML = chronic myelogenous leukemia;

HL = Hodgkin’s lymphoma; MDS = myelodysplastic syndrome; MM = multiple myeloma; NHL = non-Hodgkin's lymphoma.

TRANSFUSION 2014;54:1269-1277.
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TRANSFUSION 2014;54:1269-1277.

Conclusies

Minor ABO MM allo-SCT: mogelijk meer aGvHD en cGvHD;
betere overleving

Major ABO MM allo-SCT: minder GvHD;
minder overleving
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Evaluatie MUMC: effect van ABO MM allogene SCT
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Table 9: Summary multivariate analyses

HR 95% Cl P
0S (1 yr)
Identical 1.00 reference
Major mismatch 1.40 .81-2.41 .233
Minor mismatch 1.25 .79-1.96 .345
RRM (1 yr)
Identical 1.00 reference
Major mismatch .54 .12-2.40 467
Minor mismatch 2.41 1.14-5.08 .021
NRRM (1 yr)
Identical 1.00 reference
Major mismatch 1.83 .95-3.56 .073
Minor mismatch .69 .35-1.36 281
GVHD RM (1 yr)
Identical 1.00 reference
Major mismatch 2.09 .84-5.19 114
Minor mismatch g7 .32-1.86 557
Neutrophil engraftment
Identical 1.00 reference
Major mismatch .79 .40-1.54 482
Minor mismatch 1.41 .86-2.32 172

Maastricht UMC+




Evaluatie allo-SCT MUMC: Transfusiebehoefte

Eerste allo-SCT

Alleen PBSCT

Alleen niet-myeloablatieve conditionering
Tussen januari 2004 en januari 2015

Aantal = 204

Exclusie van ptn: < 90 dagen overleving;
Instabiele/overleden ptn tussen 90-120 dagen
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