il REFRIRIMAEEE, FIROKRHBRIREZTERL LRSREFRED 1461

A4 BlE s

1) Rtk
2) PEERmbE

B T U e

a5 —
I AR

® B
REBI720, Bk ESBEIEKE B TXEIZNZ,

MR Bz BE,  RA I AR IMER B 15 % 520,

B2 — L AHE

R IZ R & 2 ) G BERFIE L BT SNz ) YEO NIRRT, e RATRREEEE TV F=vn RS TR

PEL 7278, I &) AT DA A Bz,

+ 14F 4 A T RGEHIRIMARAE & Wiigete & J86E. + 2 42 3 A2 6 971%

BoROh, THRoBHARZHE L %3 L7, Hbb54g/dl, T-bil 47mg/dl, LDH 638IU/L & AL % 585, sIL-
2R 1882U/ml, B 70 —4 A b 2 M) —TBHIFLD k SHEMOR Y 2580, FEGEEREE) v S BENE 2 5
N7z, VX IRT R T AAT VEEREN LR A ICEMITEGEE, 155 5 1] I38HH % 5 L 7272 © Wism TR % iifT
L7z, ESHBREFEICBW TIRIMRERIIEDIERILT Y A7 PEVI PG SN TBY, HRICH7-> THEETN

L&z o,

o EARETE, RSRE, I, RS

iECBHIC

FE B R X PRI & A H O R ik
BIMMTH 5. BRERICITEIIZ X 2D 0L KRG
REEICL2ERYD Y, TOFBIITETEER
DI & D b R R ARG YL RE SN T
HbH. EBHEGBRERELEZONDEHIZBW
Ty roswE MR A (cold agglutinin-associated
lymphoproliferative disease) ANEET 2560 H 5
CEMHE SN TYDY L F ROl TIRIMAR SR O
FIED LT D S B ShTwna? .

iE Bl

B OEF % BN

x BF: EREYIN, FiRo@iz(t

BREERE © 62m5Hy JRER A, TOMES SR EEFRIE, 71
PR R AR IR AR AE, I IR B AR iE

BWRE  XFEICHIERo BN L Bino 720 4k %

MRIrseis. DB HIREEHE, KA IR M BR e 4 1% &
R, EIE T — A AR I (IgG-,

VOL28 NO.1 MARCH 2023

C3+) L VEFEETIELZIM L. ZOHROKE
FTIEY 2N O BEES O BFHIRRD o
7o EBBEAEEEL, T F=vo 5 ok
L7228, WMEIC L) FBRT2EmSALNZ. B
W IZHE G 5 7% E BB A 2 AT\ FE i i R (0] ok
28D T2y, X+ 1A 4 TR IRImARAE, il
MEFERIEZFRE L7z, X + 248 3 A2 55RO &,
Un, FRRoBEOFEILZE, HBE - IEED
W ABEL 7z

SR « HK158cm, fAH64.3kg, BMI=25.8kg/
m®, IMHF132/76mmHg, MR¥I105/%, 1KiE37.0C,
SpO, 97% (room air) , H=akiEH, HRIGHEBE M
HY, REEREREERS ), WRE F, 05
AE,ONEER BRI, dk, R L, W TR0
W7/ —XH 0, 55K OEIE, W Tk
MR BEH ) (B11) .

BEE  EWREFEICHLTTL F=v 1 r30-
15mg/day# 5., HEEHLZED R L 26 4RkI2T
74 U= STz X+ VRISTREIR R E, il
MeZEREZ R LRKEORRZM 228K T 5. T
WL R 2 ok LR ARE, SREERE @& #2CT C il M i B)

REPEFIRIARAE, T-He D RMIEBRE 2k L7z

SR BRI THED 1] 63



MR AN & TE T B IR 12 Mg % R 72
PN X BEFE G L T,

WREMR  FELBREERLE1ITRT. Hb 54g/
dLE ZIMAFEA L, T-bil 4.3mg/dL, LDH 1459U/L
EHEMOMELRD -, FREIEZ 2, CRPHEEIC
DOWTIHIRREHORELE 2 b/, WHMEIL-2
L+t 7% —131882U/mL, 7V F VEixilr:.
B2 — 2 ZARERIIC3b, C3dIckutET, EHEEER
flitx 1 1024LN L& EETH o 72, BEREEE TIE
IgM-k BIM % » %7 b7z, BHTIIEE ORI
KB RO, AR HA SN (M3) . 4

J)N—1u &

AR o, WS CHEMREZRET S 2 & IXWE
THolzh, 7u—H A hx Y —TBHIKLD « $81E
MEOfmY (>35) % id, FEGEERME) o/ BhE
FEDSE 2 7z,

BRPRARE © BRR M A X 41289, EH & mEE L
IR T ARImEkEGm, 1L F=vo %5 (30mg/
day) ZBHIA L7, T ONKEBIHEI L2205, &
MR MIEEEICZ L WIRES w2, Yy F o

TWTAR T NAF U REALES A, 4
CEMOLE LR,
VI AT & fE T L7z,

A 5 FRBUH I LTI

1 AHSIEREIRE & TR OMIKES
X+2F3AICARR U B D S APTR

2 FhmAeZEASAE, TRAF IR MASESERFDERCT

X+H1FARICHBME S W BRICHRT L 1

PREPEIRIMASEE, THa0 KA E 23k L 72

64 emEp o 16

CT. B2 ZASE, T IRAFARMASTE £ 58 7.

Tokushima Red Cross Hospital Medical Journal



Ht 16.4 % P 28.8 sec 1gG 945 mg/dl

Hb 5.4 g/dL APTT 25.6 sec IgA 95 mg/dl IgM-k & M protein
RBC 166 x10*/ul  Fbg 388 mg/dl IeM 314 mg/dl
WBC 13400 /ql D-Dimer 8.0 pg/ml sIL-2R 1882 U/ml
PLT 20.4 x10%pl  ATIL 116 % Ferritin 13172 ng/ml <+ @8 8
HELLR AR i BR 12.4 % protein C 200 % ___
IPF 2.0 % protein S 190 % ANA <1:40 —
CH50 5 U/ml - - - -
Erythroblast ~ 37.0 / 100W  AST 86 U/L c3 77 mg/dl (=
blast 0.0 % ALT 29 U/L c4 1.9 mg/dl BP 6 A Mok 4
promyelo 3.0 ALP 81 U/L
myelo 6.0 y-GT 65 U/L Haptoglobin 2.0 mg/dl
metamyelo 5.0 LDH 1459 U/L 2VF a7 (=)
stab 4.0 T-bil. 4.3 mg/dl EEr—hA: +
seg 60.0 D-bil. 0.6 mg/dl (HilgG -, $1C3b,C3d+)
lymph 11.0 CK 23 U/L By — AR+
mono 11.0 TP 6.7 g/dl H R R AT >1:1024
eosino 0.0 BUN 19 mg/dl AN~
baso 0.0 Cr 0.95 mg/dl
aty-lymph 0.0 CRP 8.13 mg/dl

®1 RERHRERRR
X+2F3RICHEFDBYIN EFROBRARZBRE UKL S W 2RO MRIREFR R

NCC = 6.9x10'/pl
Mgk. = 47/pnl

M/E = 0.32

AR RS HRR

7R . BRGEL:

IR 65.5%
FIRLER R 21.0%
YroonER 10.0%
HAER 3.5%
PICR Sy

16, XY [20]

3 BHAmR
X+2F3A DABRKFCHETT U - BRERE DR

REPEFIRIARAE, T-He D RMIEBRE 2k L7z

VOL28 NO.1 MARCH 2023 SELEEERED 1 ]



000G 0y

Rituximab (6oomg)
Bendamustine (130mg x 2d)

) 0 g

1o

c13¢mg | = T

Prednisolone

RCC transfusion OOOOO00C00
ransfusion stumnp-plasty[]
IgM 314 37 152 54
siL-2R 507 1882 336 245
acrocyanosis o CAs  >1:2024
livedo reticularis e
dyspnea on exertion e

37 28 30
223 425 639

1512 1:1024

15
Hb (g/dl)
4 M
5
0+ T T T T
o 20 40 &0 BD 100 120 140 160 180 200
[
T-bil. tmg‘ld“ 3 1 —\“M\_‘—-——\__.___
2 T e
0 T T T T T T T T T T
a 20 a0 &0 BOD 100 130 140 160 180 200
LDH (Ufl) 2000
1000
0+ - . . ; - - : = : =
0 20 40 B0 80 100 120 140 160 180 200
K4 FRERZEER

EGIDMEZ D SRIEICES £ TOFBX

Grade 1 FHOF 7/ —F DI

Grade 2 HHAEIGICEZEEE/2T 1A/ —FRIER.

Grade 3 B9H, F7/-1Xig5.

Clinical phenotype b e

Type Definition n %

1 fEERZFEREEOELEE 146 69.5
Gradel /=130

2 ERIEREZ VA M 44 21.0
Grade2-3

3 REMERS M A LR BR SHE R 20 9.5

210 100

XRBE

®2 EABRERECHIIRAMBRESONE (XH 2 £V —HHE)
Mk 2 »551H - Bk L =2 5ER

66 PREDEIRIMARE, THROARMIEERIEE 2R L 72
FGERFIED 1 6]

Tokushima Red Cross Hospital Medical Journal



z =

Berentsen 512 & V) G B FIEIZ BT % RIEIEER
BEEICIE, BWFT/—ErS LA —RER,
HICEZ 7 L—F (£2) PMREESRTW2Y . K
127 L — F 3, clinical phenotype 2 1Z& 72 5 IREE &
ZZ bz, F72, MREDOEHRHZ12.9%DER] TR
D6, BRI O G A EIRINEE L ) $ % it
HENTWz, RIFIZBWTH, CADEHIZBITA
MRFEDSEREITT Y b — VLR TEEILE
(34.9% vs. 179%, P<00001) , ZPECMEZE, 3
R IMAe e, MAEZE, Bl COHENEH VI &
DG SN TW2Y | ERREFEOBREIIBNT
3, ESBEONEPREILTH L0, EWiHEL
THBIEEE—FERUC) Y F I TRV T ARATF Vi
B, BRI BAR I YU AR PURR AT &
N, A704 FiEERS N

FAEGNE, GEBEPAMEORGREFETH ), &
W E AP L ERI Th o7, VY F UV
THRY T LAF VERFEIEH L b EEZ LMD
A5, Bl &fw S MRS B L, M6 2 GHE - 3R
BiiEAT ) LESHDHLEZ NS,

BbHI(Z
FERZME DR L, EEERIEE, WEeBLO
BRHEIE % e L 72 RIS T 98 1 B R E O — B % R B
L7z, EBSERERIEDTEIZH 2> LB IEDE
BRICEETALENH L EEZ BN,
FZEAE R
ASCIZB LT, FIRTREFGMI R L
X @
1) JIARE—E - B EmEE OB &G
R TEIC oW TE 2 A—. i 2020 ; 61 :
1089-97

2) Berentsen S, Barcellini W, D'Sa S, et al:
Cold agglutinin disease revisited: a multinational,

VOL28 NO.1 MARCH 2023

observational study of 232 patients. Blood
2020 ; 136 : 480-8

3) HARBEIRY 42 Bl 2848 0E 35 & OVEEBERIR I
FEDZW, 6F, THIZETL04 N7 42 (2017
EUQETH)  linternet] . https://js-phlebology.jp/
wp/wp-content/uploads/2019/03/JCS2017_ito_
hppdf [accessed 2022-11-25]

4) Kamesaki T, Nishimura J, Wada H, et al:
Demographic characteristics, thromboembolism
risk, and treatment patterns for patients with
cold agglutinin disease in Japan. Int J] Hematol
2020 ; 112 : 307-15

5) Jager U, Barcellini W, B Catherine, et
al : Diagnosis and treatment of autoimmune
hemolytic anemia in adults: Recommendations
from the First International Consensus Meeting.
Blood Rev 2020 ; 41 : 100648

REPEFIRIARAE, T-He D RMIEBRE 2k L7z

SR BRI THED 1] 67



A case of cold agglutinin disease causing deep vein thrombosis and
peripheral circulatory disorders of the fingers

Risa TANANO"  Hirofumi BEKKU? Tomoko HARA? Keiji OZAKI?

1) Post-graduate Education Center, Tokushima Red Cross Hospital
2 ) Division of Hematology, Tokushima Red Cross Hospital

The patient was a 72-year-old man who presented with general malaise and anemia in X. Livedo reticula-
ris, erythrocyte aggregation in peripheral blood, and a positive direct Coombs test for complement component
confirmed the diagnosis of cold agglutinin disease. He had no complications of lymphoma, and his symptoms
improved with avoidance of cold exposure and administration of prednisolone ; however, there was a tenden-
cy to relapse with dose reduction. The patient developed left lower extremity venous thrombosis and pulmo-
nary embolism 13 months later and returned to the hospital 11 months later because of shortness of breath
on exertion and color irregularity in his fingers. Blood tests showed Hb, T-bil, LDH, and sIL-2R levels of
54g/dL, 4.7mg/dL, 638IU/L, and 1,882U/mL, respectively, and exacerbation of hemolysis. Flow cytometry
of bone marrow showed a predominance of kappa chain of B cells, suggesting cold agglutinin disease-related
lymphoproliferation. Rituximab combined with bendamustine therapy was introduced, and the patient's anemia
gradually improved. His right little finger remained gangrenous ; therefore, a stump-plasty was performed.
Since cold agglutinin disease is associated with a high risk of thromboembolism and death, caution should be

exercised in the treatment of this disease.
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