R MR 2585 20194 8 H 55 40455 8] Chin J Hematol, August 2019, Vol. 40, No. 8 <693

[9] Kinch A, Hallbéok H, Arvidson J, et al. Long-term outcome of
Epstein-Barr virus DNAemia and PTLD with the use of preemp-
tive rituximab following allogeneic HSCT[J]. Leuk Lymphoma,
2018, 59 (5): 1172- 1179. DOI: 10.1080/10428194.2017.
1365860.

[10] Bishnoi R, Bajwa R, Franke AJ, et al. Post-transplant lymphopro-
liferative disorder (PTLD): single institutional experience of
141 patients[ J]. Exp Hematol Oncol, 2017, 6: 26. DOI: 10.1186/
$40164-017-0087-0.

[11] Sakurai Y, Takeda T. Acquired hemophilia A: a frequently over-
looked autoimmune hemorrhagic disorder [J]. J Immunol Res,
2014, 2014: 320674. DOI: 10.1155/2014/320674.

[12] Knoebl P, Marco P, Baudo F, et al. Demographic and clinical
data in acquired hemophilia A: results from the European
Acquired Haemophilia Registry (EACH2) [J]. J Thromb
Haemost, 2012, 10 (4): 622-631. DOI: 10.1111/j.1538- 7836.
2012.04654.x.

[13] Darena G, Grandone E, Di Minno MN, et al. The anti-CD20
monoclonal antibody rituximab to treat acquired haemophilia A
[J]. Blood Transfus, 2016, 14 (2): 255- 261. DOI: 10.2450/
2015.0090-15.

[14] Napolitano M, Siragusa S, Mancuso S, et al. Acquired haemo-
philia in cancer: a systematic and critical literature review [J].
Haemophilia, 2018, 24(1): 43-56. DOI: 10.1111/hae.13355.

[15] Tiede A, Klamroth R, Scharf RE, et al. Prognostic factors for
remission of and survival in acquired hemophilia A (AHA):
results from the GTH-AH 01/2010 study [J]. Blood, 2015, 125
(7):1091-1097. DOI: 10.1182/blood-2014-07-587089.

[16] Yang Y, Xue F, Shi H, et al. Acquired hemophilia a: retrospec-
tive analysis of 49 cases from a single Chinese hemophilia center
[J]. Clin Appl Thromb Hemost, 2015, 21 (1): 35-40. DOLI:
10.1177/1076029613488937.

[17] AR B2 MR I 23 MU 5 1k 20, o A s 4.
FAFPE LA ASIE SR T KR ]. AR A
%, 2014, 35 (6): 575- 576. DOI: 10.3760/cma.j.issn.0253-
2727.2014.06.026.

[18] Kruse-Jarres R, St-Louis J, Greist A, et al. Efficacy and safety of
OBI-1, an antihaemophilic factor VIII (recombinant), porcine
sequence, in subjects with acquired haemophilia A[J]. Haemo-
philia, 2015, 21(2):162-170. DOI: 10.1111/hae.12627.

(ks H 191:2018-12-25)
(A SCGh e A% )

CD56 #1 (8 ) CD117 RIAFE A E LK A EM —ZKIETH
iz Rk EEREEERHNTEENX

A IME RER FPR URX HEHR OFER REE HF OKE
T BARERRA, AN KFARER 450003

@A 4E# . 7R B, Email : zhangyin1@126.com

AR B F A ARG R %) (201403154)
DOI:10.3760/cma.j.issn.0253-2727.2019.08.016

Prognostic significance of CD56 and CD117 expression in patients with newly diagnosed multiple
myeloma treated with bortezomib-based first-line therapy

Shi Jie, Sun Kai, Zhu Zunmin, Lei Pingchong, Liu Zhongwen, Chen Yuging, Guo Jianmin, Zang Yuzhu,
Yang Jing, Zhang Yin

Department of Hematology, Henan Provincial People’ s Hospital, People’ s Hospital of Zhengzhou
University, Zhengzhou 450003, China

Corresponding author: Zhang Yin, Email: zhangyinl@126.com

2 R E IR (MM 2 I TRCRE 55 D10 A s, Ll PR
FEI T A v BE B S T o AN M3 A A A A Tl I 40 2
B AR, del (17p) \t(14; 16) K t(14; 20) &2 [H Pr/s
NI RIS ARE™ o SR 2238 F A (FISH) #EH [

8 FH AR o I PR AR TP AT T AR o S A H AR RR
FE MR AR U B PEAS WU o AR 9T 38 5 X 108 9112 MM #&
Flfe R TR B ZE P CD56 I (a8 ) CD117 ik 5 MM i
IRIEFR TR B0 5, LSO A oK 2 75 ] LA e ik CD56



<694+ AR MR 2019 4E 8 A 40 555 8] Chin J Hematol, August 2019, Vol. 40, No. 8

FICDLL7 XA R BISE .
w5 TTE

1. R BIERE: 20104 1 H 2 20174 1 H i g 4 N RSB
ML FRHIR BIP12 MM B2 108 6. T A R 4454 2014
AF [ R BRI T AR (IMWG) 2 Wiks il , BT A iR 8 YR
IRR A KN AT %o

2. 4 e A 1 i U A AR (FCM) RS < 2R H 8t
PERRICES: FCM Al 558 K A il 2% 1 CD56 .CD117 i ik
T, BEHTF 235 I E =20 % 558 iz H R 2235 IHE

3 ALIT BRI AP #<65 0 Hab & A (R i T
Y MBS A, 45T PAD CHIVE 0 K + B 25 38 + Ml ZE K 8 ) 5
PCD (Bl 7 A+ I I i + My JE KA ) T R0 o 4F-I3=65
B ATES AR T A0, 45T PCD Jr £ BD Jy
S (B AR KA FERANS ) o 057 v e S0 2 R0 T 32 3 4 ik
W TSR TE 4 TR AT 4 U S e B 2 L M
JEIZTRTE I (2007 AFEAT) P HEA T PEAS o A0 R ™A i L 1
564 G2 it (SCR) | 5 & Z& it (CR) . AE & I 1Y 3 43 2% it
(VGPR) #4322/ (PR) /NG (MR) M 2 E (SD) |
PRI IE(PD) . ARUE PR XL L,

4. BV : BEDTER AT 2017 4E 6 A 30 H . H B
B[] 33(6 ~ 78) 4 A o 6 Bl 3 2k 17 , R Vs ) LA B J B
A I (A B, AR BE VAT & e R i a3 . Bk
A7 (OS) B A BfI2 2 H BT s YRt TR ]

5. Giit2pab B . 5% ] SPSS 19.0 #4785 322 40t
FFECF R R R 75 46 36 5 Fisher M A HE 2 322 1647 41 1) 1b
B, Kaplan-Meier {52 il 4E 17 145 , Log-rank £ 46 JH T4t 1
AR R AFFESR , ZH R0 R H Cox KRR AL,
P<0.05 N2 RAG =R XL,

s &R

1. — 7kl 108 9712 MM g3 | 53 6143, 4z 47 14,
TP AEY 65(41 ~85) % . CD56 PHT:R 4 64.8% ,CD117 FH
1 3 Sy 43.5% , CD56. CD117 X [H 1 % 4 32.3% ; CD56.,
CD117 XX FIME# Jy 24.6% .CD56*CD117 5% CD56 CD117* 14
Lotk 43.1% o JITR £8. 35 2848 52 LARI AR A2 K O BEl i Ak o7
EIE IO

2. 7R : CD56 4L AT 2% (ORR) B B i T CD56
#H (71.8% %} 30.0% , P =0.009) ; CD117 4 5 CD117 41 1}
ORR 227 JE45 iH#7%  (68.0% %1 58.6 % ,P = 0.477) .

3. L1743 B - CD56°2H 43 OS s i) B i 1< T° CD5672H
[36(95% Cl 10~78) 1 H X} 31(95% Cl 6 ~63) ™ H , *=
4577, P=0.0324] (& 1A) ., CD117 4 +F {ii OS i} 6] 5
CD117 4 2 R o gt it 2% 5 L [34(95% Cl 6 ~ 78) /> H X 34
(95%Cl6~77)1H ,x*=1.193,P=0.275] (¥ 1B), CD56"
CD117*41 (X PHE4H ) .CD56°CD117-/CD56"CD117*4H (2. [H
P20 ) .CD56 CD117 41 (AU FAEAL) (1) {37 OS i [i] 4331 47 38
(95%Cl1 9~78)1H .37(95%Cl 10~ 77) 1 A .30(95%Cl

6 ~63) 1 (,#=6.489,P =0.039) , B EFIZH 1Y OS 3 i F K T
WAL 2) 5

4. TG R R R 4307« SR R A A A R s 1SS T
1fi. L & > 176.8 pmol/L . B, f Bk 2 4 =55 mg/L. CD56 .
CD117J&52 M OS R R K (R 2) . it —24% IR E Yh
AZHZ 50T, 455 iR i JUEF > 176.8 pmol/L(HR = 5.107,
95% CI 1.286 ~ 20.471,P =0.021) ,CD56 (HR = 2.288, 95%
C11.092 ~ 4.130, P = 0.014) &5 M1 OS Al 37 fE e N 2K o

W

MM 2 I R B A 02 S o M AR i 1 — o ot Y e, LT
JES5ZMHEFEMK, 2013 4F [ bR B8R TAEH (IMWG) HE
TR FH R-1SS 43 WTPAl & UG o WFoT R IABIEAoK hy &2
BISARYT 7 28 0] L IR S M A R it e 27 S W R AN R
SEMR DRI 1SS 3 W) 3R GE e 2 R AN RBAR Sl Tt
BETE,

AR AR ST R, e R AT 5 A F MM B TS PF
i, CD56 MR N 2 4 M F 40T (NCAM) , J& T gs
BREE VBN, 1665% ~80% I MM £ 3 rh &5k F =7,
{H.CD56 Y MM & I A/ UL, Sahara %5 & B, 4 F 4%
G AbIT 7 SRIRIT I MM B35, CD56™ (8 & OS W& , T 5 1
PRSI , TS A R . FE 1) — DTt 7R CD56
PR SR B G, TS B 221 CD117 (c-kit) & —Fh ELAT BE
P AT T 1 1 2 i 2B 4 R P 2244, CDALT A IR 5 5 S 7E
T M AR AN Y e B A P A SRR IR R AN
AN F 35 CDLL7, 1 7 SR B (Y PR 5 [ 6 R Bk B A AE
(MGUS) iifi & # #2375 CD117, 24 MGUS [i1] MM %% 725 it 13 2
o, CD17T A EBAR kA, 2T kI T2 L 54k
ST ZEIRYT I MM H %, CD1L7 B F TS 5227 1657
T, BRSSP R BUSHCAEAEF I il
BEAfK R EBIRYT T 2 RB 5 i ik CD56 A1 CDAL7 X Tl Ji5 1
ENES A IO E o

AP Y &K MM BEBWEZ bRk T,
ST AT R B2 AR R 07 8 fE #, CD56 4 1Y
ORR I AT CD564H , Ifif CD117 4H A1 CD117°4H Y ORR 2%
SRGE R o PR BRI A K ER AT
CD56 & (AT I AN LI T CD56* (4 . 1iif CD117°
I CD117 B H IRY7 RV L 2 5 . Yoshida %7 %
PR CD56 Ay it B 223k n LA i MM 411 i 28 v 25 7 1A 41 il
FF T 00 P ST IO0 17 3 , 84 9 B 4 S 9 MM AR R T 5 1
CD56 1 # 1K 19 MM 41 g 52 B X R A/ A6 7 AS Uk o/
B AT A, T B S5 MM 4 5 e 5 B B p LA i MM 4
LT (ol ) S5 o 40 it A A B AR 1 B R B Akl
W EUR S A ., IR BERIFSE 45 AT 7T LA B FAl T g 2]
B IRILS

HEAF AT AT B 7 RS A2 0K AT i % CDALT | 33 AU R K 7
J& JHIEARRERE CD56 A A RS . FE e A BENGE
CD56 .CD117 AU A AR R TG o PR Bl 7 A= i



FAB MR 2552019458 HEE 40 %55 83 Chin J Hematol, August 2019, Vol. 40, No. 8 +695-

R1 108 HIHIL 2 AN BB (MM) BE Il RAEAE41(% ) ]

CD56 CD117
I RAEAE PHPEZ A 20 i ) B 20 lleEl - )
(704) (381) A PR 4781) erppy oo Pl
P51 1.981 0.159 0.324 0.569
5 43(61.4) 18(47.4) 28(59.6) 33(54.1)
i©@ 27(38.6) 20(52.6) 19(40.4) 28(45.9)
AR 0.014 0.907 2.765 0.096
=60% 45(64.3) 24(63.2) 25(53.2) 42(68.9)
<60 % 25(35.7) 14(36.8) 22(46.8) 19(31.1)
1SS 4318 2.095 0.148 0.67 0.413
I/103% 15(21.4) 13(34.2) 12(25.5) 20(32.8)
JIIB] 55(78.6) 25(65.8) 35(74.5) 41(67.2)
BHIIR 38(54.3) 15(39.5) 2.162 0.141 20(42.6) 33(54.1) 1.416 0.234
HGB 4.659 0.031 4,652 0.031
<100 g/L 48(68.6) 18(47.4) 28(59.6) 48(78.7)
=100 g/L 22(31.4) 20(52.6) 19(40.4) 13(21.3)
1M JULET 0.018 0.892 6.717 0.010
>176.8 pmo/L 23(32.8) 12(31.6) 13(27.7) 32(52.5)
<176.8 umo/L 47(67.2) 26(68.4) 34(72.3) 29(47.5)
I 75 55 0.104 0.356 0.551
> 2.75 mmol/L 15(21.4) 3(7.9) 10(21.3) 16(26.2)
<2.75 mmol/L 55(78.6) 35(92.1) 37(78.7) 45(73.8)
BBk AR 1] 1.981 0.159 1.591 0.207
> 55 mg/L 43(61.4) 18(47.4) 22(46.8) 36(59.0)
<55 mg/L 27(38.6) 20(52.6) 25(53.2) 25(41.0)
M & 2 0.002 0.690
IgG 7! 41(58.6) 8(21.1) 25(53.2) 24(39.3)
IgA &l 12(17.1) 10(26.3) 9(19.1) 13(21.3)
IgD %! 3(4.3) 4(10.5) 2(4.3) 5(8.2)
i 12(17.1) 15(39.5) 10(21.3) 17(27.9)
A5y Up 2(2.9) 1(2.6) 1(2.1) 2(3.3)
BB AN 1) 6.936 0.008 2.315 0.128
>30% 51(72.9) 18(47.4) 24(51.1) 40(65.6)
<30% 19(27.1) 20(52.6) 23(48.9) 21(34.4)
1SS A : bRl - R 4t
A 100 B 100
—
ﬁ = f ~ CDs6*41(704) ﬁ 0T ~ CDIT7* (476
gj e CD56~41( 3841 ) fj 25t pogars —— CDUT Hi(618)
0 0

20 40 60 80 100
AEAE (H)

20 40 60 80 100
AT ()

1 CDS56(A)15 CD117(B)FRIBXHRAZ MoK g F07 ST I 22 S M B R S0 S A A7 RS )

Kz BB R, CD56 .CDA17 USR5 2 MM
FHWE AR K ZE, CD56.CD117 Y3554 8 ik T 25 il
AP KT BRI T U A bR o

2 % Xk

[1] Chng WJ, Dispenzieri A, Chim CS, et al. IMWG consensus on

[2]

risk stratification in multiple myeloma[J]. Leukemia, 2014, 28
(2):269-277. DOI: 10.1038/leu.2013.247.

o R b2 MLVRRE BRI 2325, AR R A e U 2%, T
B P22 2 R PR R 25 51 2. i Bl 2 R MR R IZA
1819 (2017 4E211) (3] . AR FLZR R, 2017, 56 (11): 866-
870. DOI: 10.3760/cma.j.issn.0578-1426.2017.11.021.



+696-

& 2

x2

AR R A 2485 2019 4F 8 H 55404255 8] Chin J Hematol, August 2019, Vol. 40, No. 8

100
P=0.039
s Bt
¥ 5o}
ﬁ —— CD56°CD117*41( 35/ )
M ,5 | —— CD56'CD117-/CD56"CD117 4i( 465l )
—— CD56 CD117-4( 274 )
0 1 1 I ' 1

20 40 60 80 100
AAEEE ()

CD56 1 CD117 AN [R] 3 iR X B2 2 M A oK Sy 207 Bk v iy

W22 R R A S ARSI

S22 KM B (MM) B 5 BAEE I &
I3t

SN

HR 95% CI PIH

AEA=60%

Ftk

1SS M3y

I ALET > 176.8 umol/L
F B AL L A1) > 30 %
CD56

CcD1LT

1.036
1.380
1.189
5.107
2.780
2.227
8.000

0.549 ~ 1.954
0.759 ~ 2,511
0.642 ~2.203
1.246 ~ 19.011
0.679 ~9.315
1.150 ~ 4.290
1.010 ~ 62.500

0.913
0.291
0.028
0.023
0.162
0.017
0.047

(3]

(4]

TE 1SS 73] : PR B 7 2R 5t

Avet- Loiseau H, Leleu X, Roussel M, et al. Bortezomib plus
dexamethasone induction improves outcome of patients with t(4;
14) myeloma but not outcome of patients with del (17p)[J]. J
Clin Oncol, 2010, 28 (30): 4630- 4634. DOI: 10.1200/JCO.
2010.28.3945.

Jagannath S, Richardson PG, Sonneveld P, et al. Bortezomib
appears to overcome the poor prognosis conferred by
chromosome 13 deletion in phase 2 and 3 trials[J]. Leukemia,
2007, 21(1):151-157. DOI: 10.1038/sj.leu.2404442.

Kuroda J, Shimura Y, Ohta K, et al. Limited value of the interna-
tional staging system for predicting long-term outcome of trans-
plant-ineligible, newly diagnosed, symptomatic multiple myelo-
ma in the era of novel agents[J]. Int J Hematol, 2014, 99 (4):
441-449. DOI: 10.1007/s12185-014-1539-5.

Tan D, Kim K, Kim JS, et al. The impact of upfront versus
sequential use of bortezomib among patients with newly
diagnosed multiple myeloma (MM): a joint analysis of the
Singapore MM Study Group and the Korean MM Working Party
for the Asian myeloma network [J]. Leuk Res, 2013, 37 (9):
1070-1076. DOI: 10.1016/j.leukres.2013.06.008.

Mateo G, Montalban MA, Vidriales MB, et al. Prognostic value
of immunophenotyping in multiple myeloma: a study by the
PETHEMA/GEM cooperative study groups on patients uniform-
ly treated with high-dose therapy [J]. J Clin Oncol, 2008, 26

(8]

[11]

[12]

[13]

[14]

[15]

(16):2737-2744. DOI: 10.1200/3C0.2007.15.4120.
Robillard N, Wuilléme S, Lodé L, et al. CD33 is expressed on
plasma cells of a significant number of myeloma patients, and
may represent a therapeutic target[ J]. Leukemia, 2005, 19(11):
2021-2022. DOI: 10.1038/sj.leu.2403948.
Harrington AM, Hari P, Kroft SH. Utility of CD56 immunohisto-
chemical studies in follow-up of plasma cell myelomalJ]. Am J
Clin  Pathol, 2009, 132 (1):60- 66. DOI: 10.1309/
AJCPOP7TQ3VHHKPC.
Sahara N, Takeshita A. Prognostic significance of surface
markers expressed in multiple myeloma: CD56 and other
antigens[J . Leuk Lymphoma, 2004, 45(1):61-65.
Pan Y, Wang H, Tao Q, et al. Absence of both CD56 and CD117
expression on malignant plasma cells is related with a poor prog-
nosis in patients with newly diagnosed multiple myeloma[J].
Leuk Res, 2016, 40:77-82. DOI: 10.1016/j.leukres.2015.11.003.
Miettinen M, Lasota J. KIT (CD117): a review on expression in
normal and neoplastic tissues, and mutations and their clinico-
pathologic correlation [J]. Appl Immunohistochem Mol Mor-
phol, 2005, 13(3):205-220.
Bataille R, Pellat-Deceunynck C, Robillard N, et al. CD117 (c-
kit) is aberrantly expressed in a subset of MGUS and multiple
myeloma with unexpectedly good prognosis [J]. Leuk Res,
2008, 32(3):379-382. DOI: 10.1016/j.leukres.2007.07.016.
Mateo G, Montalbdn MA, Vidriales MB, et al. Prognostic value
of immunophenotyping in multiple myeloma: a study by the
PETHEMA/GEM cooperative study groups on patients uniform-
ly treated with high- dose therapy [J]. J Clin Oncol, 2008, 26
(16):2737-2744. DOI: 10.1200/JC0.2007.15.4120.
Ely SA, Knowles DM. Expression of CD56/neural cell adhesion
molecule correlates with the presence of lytic bone lesions in
multiple myeloma and distinguishes myeloma from monoclonal
gammopathy of undetermined significance and lymphomas with
plasmacytoid differentiation [J]. Am J Pathol, 2002, 160 (4):
1293-1299. DOI:10.1016/S0002-9440(10)62556-4.
Pellat- Deceunynck C, Barillé S, Jego G, et al. The absence of
CD56 (NCAM) on malignant plasma cells is a hallmark of
plasma cell leukemia and of a special subset of multiple
myelomalJ]. Leukemia, 1998, 12(12):1977-1982.
Bataille R, Pellat-Deceunynck C, Robillard N, et al. CD117 (c-
kit) is aberrantly expressed in a subset of MGUS and multiple
myeloma with unexpectedly good prognosis [J]. Leuk Res,
2008, 32(3):379-382. DOI: 10.1016/j.leukres.2007.07.016.
Yoshida T, Ri M, Kinoshita S, et al. Low expression of neural
cell adhesion molecule, CD56, is associated with low efficacy of
bortezomib plus dexamethasone therapy in multiple myeloma
[J]. PL0S One, 2018, 13(5):¢0196780. DOI: 10.1371/journal.
pone.0196780.

(ks H 17:2019-06-13)

(A3 X 98)



