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EEAER D 2 MR TR 5 B & FIRICHTE 2
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T4 %y 22RO EE R, CT TP %0, FDG-PET T3 & & B EROTHEZ 072, S itidar
KT CD20+, CD5+, CDI0—, k§f+, bcl2+ DML ZE K 60% 1287z, Db S, CAD IC X M rEA
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Table 1 W@ RRART R

WBC 5,500 /ul 1gG 858 mg/dl
Myel 2.0 % IgA 141 mg/dl
Band 11.0 % IgM 944 mg/d!
Seg 430 % B K IgM-x
Eosin 0.0 % 3% Coombs (+)

Bas 1.0 % [8]#% Coombs (-)
Lymph 39.0 % NThNrae s <10 mg/d!
Mon 40 % JEI R R 32,768 1

RBC 153 % 10* /ui Rk 149 mm

Hb 51 g/di CHso <100 U/ml

Ht 154 % sIL-2R 6,054 U/ml

MCV 100.7 fI <A 37T X Hukl (=)

MCH 333 pg syt raTy v (-)

MCHC 33.1 g/dl

Ret 9.3x10* /pl [R#A]

Plt 12.2x10* /ul pH 55

UN 15 mg/dl I 1.049

Cr 0.95 mg/dl EH ()

UA 10.5 mg/dl i (-)

TP 6.9 g/di T 1M (-)

T-Bil 6.4 mg/dl vavy )y (+-)

D-Bil 18mg/dl | EULEY (=)

I-Bil 4.6 mg/dl

AST 20 1U/1 [GegiEa )|

ALT 11 11 ARG R 336x10* /ul

LD 280 TU/I1 [EREES & 34 /ul

ALP 337 1U/1 IER 04 %

Y-GT 51 TU/1 AVPASS 46.6 %

M/E 0.96

Bedp V). BHERCIAMPIREE, (OHEE BRI, R

XHDY YIERE 46%

RO 7z A RIERT S Rl R

EEH, BT, AR TS 3AHRICE L S
RO FRUCEHEZ L. FAEY Vo fiidfilime3.
EHTEICE D) .

A BERER A T L

MM (Table 1) @ & O EERME £ % 780, #EIR
ARIMEREHGIN L T 7z, A bR i, MY
YIVE VBN OEY VY VEfEB L OTLD B, NT B
7 uU LT & 7. SEENRA T TgM I3
L, fEREELAKE T IgMx o M &\ %7,
FEHBERIIREEM T, 25C TilitEE R L2 Hil
YUk, H3%E Coombs #B#FEVE, 3 Coombs FER
BETH o7 PIBIERB LU~ A 275 X< Pk,
sVF a7y FE%T, MEES vy —af F o
225 (SIL-2R) DEfE%EFED 7.

W AR A (Fig. 1) @ @5 CT M CIIIMIEZ 26 7278
M IEIEEIRZE 2B R h o 7. BRIRE» S Y V3
SRlESS & W Li4T L7z FDG-PET Mgt <, i & 15
HMERIC FDG O%ER (SUVmax 56) ##AD72.

A 5 RG] I BRI & [FIRE LS Bl AR I L
727z, WLH RPN U 72 2% & MR L % 47 - 72.
FEANEEL 33.6 J5/ul, M/E I 096 THRIFERZ DM
B tE ) B EEHTH Y, BMEELATHRRK

RIEHERO O F AR % 89 (Fig. 2A, B), HREH
RALS=R9121E CD20 Batt, bel-2 Bk, CD10 B, cy-
clin D1 B, bel-6 Btk «$HBME A SHFEME, Mib-1
index 1ZEHHNLD 10% 121k % 7% L 72. Flowcytome-
try Tl&, CDI19 Bk, CD20 B, Smilg-x BatE, CD5
Ptk CDI0 K&k, CD23 Btk /NN % 7B 72
(Fig. 2C).

VLl X 0, CAD #2589 L AR FE B Hill
VURIEEBMI L. ) SO E D72
figdi il &2 R E) L7228, CAD BE X RMING, AR il kkst
AL D G ERMELZ T ZRITY A7 2D 5
HBLY, BEPLOFEENME LN NI &2 5 Pl
Fii3AT o9, T L ORI 2 MHRZ T IZ T E Lo
7z.

ABetaaE (Fig. 3) @ &IIcxd LC, Wiy A
7 AT 37C Wi U 72 2% & AR ML ER 0L % 47 - 72, &
MOBENIFRD TH ML E 213 5, e b 72
Dot B VOB T AL E LTR-
CHOP # (rituximab 750mg/m?* cyclophosphamide
750mg/m’, doxorubicin 50mg/m’, vincristine 1.4mg/
m’, prednisolone 100mg/body) % 1T - 7=. {LZF#EEIC
X D EIMOYGE, EEEEZOIT (2048 £5), MliEo
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Fig. 1 ABEWRCHifT L7z FDG-PET MAE T, JEK L7z & 5811 SUVmax 5.6 OERi%

A, HMREIREO o7 (A) &H1E,

fii/lN, SIL-2R DT (452U0/ml) #3788, 6 2— AT
IRE R CHEE ) & B O IR AL 5 FE i & FIWT L 7.
LI rituximab AN X B HEEEE (375mg/m’, 8
HZE) 2L TS,

z =

CAD BT G EEFRT, 1T A LD IgM PUET
IgMk B0 M & IS S, T & 7203 1 i A4 sk
T, IR CAR MBI A 1 & BUG 3 5. U 56 =2 H AT,
BT VIREDSTAYS & IgM Uk R IMERICHE S L,
PREEFBIZIR - C 37C FHEICTHINR S L5 & ARIERD 5
fRdES 5. AR T (C3b) dREAELTBD, H
RIZFSRIBIZE - T O ARMERBE I KE S LT % 720,
BARIMERZ C3b ZHAEZ oM RMILICHRE S
MR, mmMEAImE AL T 5. CAD OBFEERDTE
BLUCIE, EEEEFEOIME L D B VTR i A
PALREAEETH D, —MICEGEHEIT 4T TRAN
PEARTA, AL T2 R S 2 UK I
ST, BIKRANE THIEE R R T ESRERIT

609

(B) #iMrR.

I THIM LU WIEMIAEE AL L) 5. RBITIE,
FEE BT OIIMIL 32,768 £ & BLR EE T, VEFEE
W 25C THMEEZRL, EFICO D S TRVEIFE
fEx A U7z

CAD i3Fi e e TH 5 720 KHMEIF e o1 s
TWwWwas, Berentsen 512 & % CAD JEfl 86 Bk
YT, BRI N2 66 B0 B 50 BT, B
TEEEIY & 72 3SR AR 20912 B Mg Y > N Eo R L a2
¥, 9B 33 41T lymphoplasmacytic lymphoma, 5
¢ marginal zone lymphoma, 4% Csmall lymphocytic
lymphoma/chronic lymphocytic leukemia & 80% %M
YRR YOoSIEE BTSN &, CAD &) VSR
i & DREANEN CEHERE SN Tw b, RIETIE,
YY) »o8JEE CAD &GPk L 72 a5 13 <, sk L7z
P TIE 1971 4EA 5 2015 4FE F T T 20 B TH - 72 (Ta-
ble 2)”~7. KIRTOHEAA A VEEKF & LTS 2
TRVAS, BCRIZIER CAD OB W2 & %2, CAD
BWIRE I X EDS L & SNTW A IREN: b &
ALND. IhTTHEM LSS TS CAD O
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Fig. 2 F#i4M D Hematoxylin-Eosin (HE) Jefafiil. BAEIODH 51 ¥ 8Bk F APEICHGE
LCw5. A:HE#f 40 1% B: HE %t 400 1%, C : Flowcytometry.

Zh, BIEMNEMEY VN EDSEAES B W BB E 2
L, FRECE R 2 &S0 RN LELE XS,
CAD LB U ESBEOBFEICOWTIE, U V8
MBS FEG B R X AT B LRIBENT VSR, &
TX ) oNER THINEY v o8IE 7 & BRI >3
VSO GBS s S, TR D ICETERE A & s
EYEE CEA, I -ZoBINEED Sk v (Ta-
ble 2).

W E LTI, 59581 CAD OB TIEsE
WM RICSD 5 Z EDEET, HRTOSHEL
BWAIZATOA FR7 IV F LI X 5 Gl
FEEDSEE SN L7, il ATHA & eRZo Kotk
EL, MoREbZ L wE SN EY, T4, CADIC

X595 rituximab HAFREHHI & R A & D RR)E
45~83% & WM BIF i Hk e LTl s Tds
D90 KBTI rituximab % & e bR TR RS
bhz.

stk CAD OREFRIZIIIEMEBOBRFENSEETH 1),
TEVENEBS e TS % W B (NI 0 W BUS PE AN i
BMOFHZPET S, Lo L CAD (AP L7228 M )
YSJETI, R-CHOP #i:7 & OREHE R iEH KUk
ERTIELDHDLEOMEDLH VY, SEON X HRER
MLELEZ LND.

ARENZ 15 ERT2 S CAD LB s TR Y, KENH
BEDIENEY) ¥ /5JEAS CAD B4l S A L Tzl
BEMEIZ A 72 . sIL-2R %% R-CHOP #EEAFIMIIE T L,
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Table 2 AFDOIEGEAEFIE & B >0 & 5fE B

Cold agglutinin Paraprotein

Case Age Sex titers type Specificity Histology Phenotype Author Year Regimen Rituximab
1 61 M >2,048 IgG, M, A Hodgkin Yamaguchi 1971 CPA, PSL -
2 60 M 512 IgG, M anti-I, i Poorly differentiated B B Kondo 1980 VEMP -
3 60 M 65536 IgM(®)  antil lefufjnljyprﬁg&g?{f"ma' Nakajima 1981 VEP -
4 76 F 1,024 IgM (k) anti-I Lymphoblastic T Tsuchihashi® 1982 VEMP -
5 78 F 51,200 IgM (x) anti-I Diffuse mixed Sudo 1983 PSL -
6 66 F 16,384 IgM (x) anti-I  Diffuse large, plepmorphic T Hayashi® 1984 Cvp -
7 58 M 1,024 IgM (x) anti-I IBL-like T T Hido 1986 CHOP -
8§ 63 M >32,768 IgM (k) anti-I Diffuse mixed B Chosa 1986
9 37 M >3,048 IgM (k) Diffuse medium B Fujise? 1990 CHOP, CVP -

10 53 M 128 IgM (k) anti-Pr2 Diffuse large B Takai® 1992 PSL pulse, CLB -
11 38 M 32,768 IgM (x) anti-I Diffuse medium T Niitsu? 1997  COP- BLAM III -
12 68 F 51,200 IgM (x) anti-I Follicular mixed B Niitsu? 1997 Biweekly COP-BLAM -
13 8 F 1,024 IgM (x) anti- IBL-like T T Takayanagil® 1998 ETP, PSL -
14 71 F 16,384 IgM () anti-I Diffuse large B Sugai'? 1999 THP-COPE -
15 60 M 65,536 IgM (x) anti-I MCL B Sato!? 2002 CHOP -
16 54 F 1,024 LPL B Tanaka'® 2012 Rituximab +
17 89 F 128 DLBCL B Shigeoka!¥ 2013 PSL -
18 81 F >2,048 SMZL B Yasuyama'® 2014 Rituximab +
19 70 F >8,192 DLBCL B Kosugi'® 2014 R-CHOP +
20 77 M 512 SLL B Kuno'” 2015  Rituximab — RB +
21 55 M 32,768 IgM (k) anti-I B cell lymphoma B N R-CHOP +

IBL: immunoblastic lymphoadenopathy; MCL: mantle cell lymphoma; LPL: lymphoplasmacytic lymphoma; DLBCL: diffuse large B-cell lymphoma;
SMZL: splenic marginal zone lymphoma; SLL: small lymphocytic lymphoma; CPA: cyclophosphamide; PSL: prednisolone; ETP: etoposide; VEMP:
vincristine, CPA, 6-mercaptopurine and PSL; VEP: vindesine, ETP and PSL; CVP: CPA, vincristine and PSL; CHOP: CPA, doxorubicin, vinsristine
and PSL; CVP: CPA, vinsristine and PSL; COP-BLAM: CPA, vinblastine, epirubicin, bleomycin, procarbazine and vincristine; RB: rituximab and
bendamustine
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B-CELL LYMPHOMA COMPLICATED BY COLD AGGLUTININ DISEASE
EFFECTIVELY MANAGED WITH R-CHOP
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Abstract:

We present the case of a 55-year-old Japanese male patient with rare malignant lymphoma and cold agglutinin
disease (CAD). CAD was diagnosed 15 years previously. He had no specific symptoms other than mild Raynaud’s phe-
nomenon during the winter. He was referred to our hospital with respiratory discomfort, jaundice, splenomegaly, pro-
gressive hemolytic anemia, and elevated levels of soluble interleukin-2 receptor. Computed tomography revealed
splenomegaly, and FDG-PET of the spleen and bone marrow were positive. Bone marrow examination showed hyper-
cellularity and infiltration of about 60% atypical lymphoid cells (CD20 +, CD5 +, CD10—, CD23 —, x-chain +, bcl-2 +).
He was diagnosed with B-cell lymphoma complicated with severe CAD and was treated with six courses of R-CHOP
chemotherapy, which resulted in a partial response and improved the hemolytic anemia. He has subsequently been
maintained on rituximab on a two-year plan. CAD associated with malignant lymphoma has seldom been reported in

Japan. Several recent reports suggest that rituximab is effective for treating CAD.

Keywords:
cold agglutinin disease, B-cell lymphoma, R-CHOP, rituximab maintenance therapy
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