Japanese Journal of Transfusion and Cell Therapy, Vol. 65. No.3  65(3) : 600—605, 2019

— [ERIERES]

KIGEIC KDY SY LY TFHDEHS : e TDORBEEAFICERUK
‘B BEREAES]

ML EF A AP
BB W AT
il R

Case Report—

HIIVNRERHRER"  BEAREET PR IWA'
EE: U 3 R 7 S S 1 7

759 A< T71L CD38 % ik 3 % IgGlx &/ 7 U —F VHURTH ), F5s/HnE 0L B F B SR OnHRE L
LCHEENSHIMLTWAD, M7 7)) VilBRICBI AETHBICEL T, ¥ v a~7&kEhikkd
6 7 AR ERHET 2 TRtk d 5. S Fk 2, WSO ARHIBUAZ I LEELZ#ED L D, URETHF T Y
AR TEGRENEN 72D 2 B L7248, Mibe TOREMZmEAT & K (00Imol/I DTT) 2L Y IV A= T
DM AEND THTH 5 Z & 2R TEIEB 2 HMET 5.

BEIZ 60, HARAZLMEDL MG RS T, Mz ToOBRELRD O M-SR H 1 T Y Bk & 25 72,
ABEREOABHNGUER 7 ) — = Z 3BTRS TH 0, BEERE R L7205 YTy T A= THG5E
Fahofe, EHICEBHROPEIIED L L, MBRICTRRER Y 7V A= 70353 TB Y, #5HIE»HH
3HAREBL TG Z ERVH L7z, 55 02505 L7 KRBGE CRET L7/ R, BRERRICH T8k EEz 6N
HKIZ Y T Y A= T2 X AMIIMBAENDO THTH S 2 & ZHERNR. KIERHBET, ¥ Y L 7O THOMR

HELLTHHTHL EER LN,

F—O—R:¥Iva<7, KBk 00Imol/I DTT

IEC &I

2V RENE N, 5 Bl O R A SR 4 (2 3 g
THEWRETHY, ZRMEHEMICB VT CD
BIFFEIEHLTWDE. —T, IEFRY YRERB I UOE
BEAIIE Tl CD38 DFEBA IR <, CD38 #3558k
BHEOERICB VW TEN G TENICEEEEZD
A" EE CD38 23 Ak MEIgGlk €/ 7 10—
FNVPUR, 5 &< 7 (daratumumab, ¥ v &> 77—
<R &, R T RS BEEOE
gL LTHATIZ 2017 42 9 H, KEITIX 2015 4F 11
KR INTB Y, ENEHREEDVR S Tn 57,

L2 L 228 b iR A o Blri A 5 1%, CD38 AR IMER
BEEIZE<SHEILTBY, ¥9 Y A< 7 0RMERICE
BRA LAHNPUAR 7 ) —= v 7 B X O E# AR
B EolEpis e 7)) Vil TAT) I2BW TR
ISTEDBEILE 72520, KRELMEE 5T
W5 (57 Y L TIEBEIRENDTH)". 57
Y AR T OO T2 EET 5 ke LT,
fili 2 DIFEDRIE E T W B DS, 0.2mol/] Dithiothrei-

tol (DTT) Z&HWw7-ARMEROWAIE, CD38 O = khik
RS HIETY IV AR TICE B T2 YT
DAL LTHRICBW T ShTws (U
T AABB#)Y. L2 L%A&M5, 02mol/IDTT X%
WA D RO EN 2720, ZOEAIZRLTE
BTG, RAIZY IV LA TOTHZHMINETS X

D ffEZ )72 LT, 001lmol/I DTT & H B EkpE
FEE AW (BUTRBGE) 2872 IcBs LR
L7z,

Al ASHHAIGUARRAE CREBEBEDUR ISR 3 2 Pk
TR S N BEERE BN R L TR Z D 5 B, MbE
TOF TV A< THRGENEN O %2 2 L7225,
FIBEIC CRIAER 5 5 Y A= 705 S hTnwiZ &
AL, 0.01mol/I DTT % M\ 72 KBS THRET L
ToAEA, BEHEPURICH T A PUAE 2 S Tnizht
W5 TV A= T X BMRENDTHTHL I L
% WERR R 7B 2 FEBR L 72, KIRE DR D & o3t
HT 5.

1) KB EA PR 245 B g B i 11 5
2) KPR AR AE B R FE R - s P RL
(ZfFH 1201941 A 23 H, %¥H :20194£2 A 22 H)



HAIMAI B SaE e5% 49375

601

37°C 30%
> incubate
. O 1EFn
3% IMBRTZMEIR 21 0.01 mol/1 DTT 13§
(#9100u1) (#150pl)
_— COEEREICHE
\@
1 KB (001mol/I DTT /) (<& % DTT B EkiE 4 )ik
1. pH7.3 PBS % JH\T 001lmol/I DTT % {F#
2. 3~ 5% ARIMERFEEE 2 3 (9 100n)) % AP C 3 mabd (H By sk g Ok 2 i)
3. 00lmol/I DTT i 134 (%5000 %A%
4. 37C, 30 Ffmi
5. ARPRAIEWC 3 MYEE (H By BRGE w0 2 )
6. pack cell Z DTT ALERIMER & L CfliH

E Bl
60 2k, O B RhD Bk, S V), dIRED 1 .
20X X SEZ S iNE & T S L, MBEIC T 2 EEOH
CURAY MM A Al & FEHti 3 % & T & 72, MR
BEREAIGEAT H 9 T Y BRI ABE L 72 5 72,

B &

1) ARAGHSRE

AHAPUEAR 7 ) == FAEIZA 27 ) —= v 7l
B (A2 ) =4 bDIE, A4 R) BAWT, AR
W & PEG M#Ebi7 u 7)) VB (PEG-indirect
antiglobulin test : PEGIAT) % %ML 7-.

AHAPUAF EMAE TR SR VILER () VLT 7848
WA, F—=V) EHVCTERLZ.

2) KBR% (0.01mol/I DIT /) % AV /- DIT LB
MERDOER

TIZKBREOMEZ RS, PBS (pH7.3) T
DTT % 0.0lmol/I {ZFR#. SEREC 3~5% FRILERIFE
W 23 (B 100pl) T L, HB)MERDEG .08 (hi-
mac MC450, Hitachi Koki Co., Ltd.Tokyo, Japan) %
FIWCAEMAIERICT 3 Mykie#k, Y L 72 packed
cell 12 0.0Imol/I DTT & % 1% (% 50ul) iz, 37C
T30 5MA v FaxX—=b L7 2ok, HIEMERDEG
O E VTR IS T 3 |dkE L, packed cell
ZZ0F F DTT MBEImERE L CRAEICH W -

#w R

1) ABREOBRET -4

BEDOABGEORAE T — % 2 £ 1IRT. KWMLK
AT TIE Hb 84g/dl, Plt 3.9x10"/ul & &K OVIfi/ MK
BOKT 2780, BLFRATIE IgA OFEW RN &
IgG, IgM OFEWHLRBIH D LNz, M EHIZ IgA-
kW THo7-.

2) ARBFORHRATIFIRE

A AL L PEG MBS v 7)) v ilkBk (PEG-
indirect antiglobulin test : PEG-IAT) TABLRAIPI 4K
TEEBL7-E A, EMAEBPERYE PEGIAT
TIRATOMERT w+~1+ DFEZE D, HOa kI
BT D, EHETRICNT 2Pk %2 5k & o
72, PEGIAT TOMEREZF2ITIRT.

3) BHIER

B B B C AR REREAE T OFERI T, UFETO
7T NI TG o T

AHHPUAREOREZ D OO, & HITHEENH
DI D D LHIFRICTY 5 Y A 70581 T
W EAIH L 72, RBiBE TR YT Y A< THRPAE
WP s, UBENABET 28 3 7 ARk GKT &
o Tz,

4) ABREIC & % DTT AIBMER % AV A-AHRRHRR
E (k2

KB (1) (TP L 72 DTT MBI ER %2 v T
AHBIPUAMA 2 21§ % &, PEGIAT TOHEILNY



602 Japanese Journal of Transfusion and Cell Therapy, Vol. 65. No. 3

F1  ABehRr ORI R

A I Ca 89 mg/d!
WBC 3430 /ul P 4.0 mg/dl
Seg 76 % Mg 2.3 mg/dl
Eo 0 % BUN 12 mg/dl
Ba 0 % UA 4.6 mg/dl
St 0 % Cr 0.75 mg/dl
Lym 14 % 52 GFR 60.6 m//min/1.73m?
Mo 10 % T-Bil 0.5 mg/dl
RBC 267 %101 /u D-Bil 0.1 mg/dl
Hb 84 g/di I-Bil 0.4 mg/dl
Ht 26.5 % CRP 3.33 mg/dl
MCV 99.3 fl TP 82 g/di
MCH 315 pg Alb 2.3 g/di
MCHC 317 % ML 2 1551
Plt 39x10* /i Alb 36.1 %
HALE: o-globulin 59 %
AST 17 U/1 oz-globulin 9.8 %
ALT 27 U/1 B-globulin 449 %
YGTP 47 U/1 Y-globulin 33 %
ALP 288 U/1 IgG 150 mg/d!
LD 142 U/1 IgA 2,861 mg/dl
LAP 95 U/I IgM 27 mg/dl
ChE 191 U/1 k% FLC 9.2 mg/I
CK 17 U/1 AR FLC 0.6 mg/I
Amylase 57 U/1 B2MG 5.3 pg/ml
Glucose 107 mg/dl
Na 140 meq/I
K 3.8 meq/I
Cl 102 meq/I

F 2  ABERFOABHIBUARAE

swmmzx  DTLAUEI
Cel# D C E ¢ e K k Fy* Fy" Jk* Jkb Xg® Le* Le® S s M N P
PEG/  IgG PEG/ IgG
IAT eIk IAT J&FEMmER
1 + + 0 0 + 0 + 4+ + + 4+ + 0 0 0 + + + 0 1+ n.t 0 +
2 + + 0 0 + 0 + 4+ 0 0 + + + 0 + + 0 + + 1+ nt 0 +
3 + 0 + + 0 0 + + 0 + + 0 0 + + 0 + 0 0 W+ n.t 0 +
4 + 0 0 + + 0 + 0 O + 4+ + 0 O 0 + + + + W+ n.t 0 +
5 o + 0 + + 0 + + + 4+ + + 0 + 0 + 0 + + 1+ n.t 0 +
6 o 0 + + + 0 + 0 + 0 + 4+ 0 + + + + 0 +s 1+ n.t 0 +
7 0 0 0 + + + + 0 + + + + 0 0 0 + + 0 0 1+ n.t 0 +
8 0 0 0 + + 0 + + 0 0 + + + 0 + 0 + + 0 1+ n.t 0 +
9 0 0 0 + + 0 + 0 + 0 + + 0 + + 0 + 0 + 1+ n.t 0 +
10 o o o0 + + O + O + 4+ 0 O O 0 o0 + 0 + 0 1+ n.t 0 +
11 + + 0 0 + + + 0 + + 0 + 0 + 0 + 0 + + 1+ nt 0 +
Auto 0 + 0 +

cell
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* n.t @ not tested
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OSAKA METHOD (0.01 mol/I DTT) EFFECTIVELY NEGATES DARATUMUMAB
INTERFERENCE: A PATIENT WITH MULTIPLE MYELOMA AND
DIFFICULT-TO-OBTAIN PREVIOUS MEDICAL HISTORY

Mika Hosokawa", Hirokazu Kashiwagi®, Kotarosumitomo Nakayama", Mikiko Sakuragi",

Mayumi Nakao", Tamayo Morikawa", Tomoko Kiyokawa", Hiroshi Aochi", Keisuke Nagamine",

Hirohiko Shibayama® and Yoshiaki Tomiyama""”
"Department of Blood Transfusion, Osaka University Hospital

*Department of Hematology and Oncology, Osaka University Graduate School of Medicine

Abstract:

There is increasing demand for daratumumab (DARA), a humanized IgG1lx monoclonal antibody to CD38 ap-
proved for the treatment of relapsed and/or refractory multiple myeloma (MM). However, DARA interference in in-
direct antiglobulin tests (IATs) may persist for up to 6 months after discontinuation of DARA. Here, we describe a
patient with MM with pan-reactive antibody in an antibody screening test and no history of DARA administration
at Osaka University Hospital. We confirmed that the suspected pan-reactive antibody was due to DARA interference
based on her medical history of DARA administration in a previous hospital and negated the positive reaction in IATs
using the Osaka method (0.01 mol/I DTT).

The patient was a 60-year-old Japanese female who had been suffering from MM. She was referred to Osaka Uni-
versity Hospital for allogeneic bone marrow transplantation following relapse despite treatment at a previous hospi-
tal. The antibody screening test performed at admission was positive and pan-reactive. However, there was no indica-
tion of any history of DARA administration at our hospital. We tried to obtain her medical history in the previous hos-
pital further and noted that DARA had been administered for 6 months, and that 3 months had elapsed since the dis-
continuation of DARA. By employing the newly developed Osaka method, we confirmed that the suspected pan-
reactive reaction was due to DARA interference. This case report suggests that the Osaka method is easy to perform

and effective for negating DARA interference.

Keywords:
daratumumab, Osaka method, 0.01 mol/I DTT
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