s AR 1LV 2 2% ks 2019 4
e 358 J Clin Hematol (China) 32& 5

R-ATG A FE 5 AR I A M E —Z05T
1 2 - A I 19T 2
LA < 26 . [ R PE R 5

Rk AEY Frooa XAEFED KA FwmAE AR FE
FRA' tEF FaP REE BLR BHE KRALE

HEE] BP0 IR 20 M 00 2 5K 3 1 (R-ATG) 2 75 38 T i 1 4% 48 35 3 780 7 2 e A 3 1fi ( TD-
NSAA) G M HIAYT o ik MU 23 TD-NSAA B & R Wi — 2R RATG KA R E ACsA 5
CsA B A TR IR YT WO ML 22 v M AR AR B Ol . 85 R 1109 I TD-NSAA ¥, 31 il — £k 3% R-ATG Haé/—\
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Retrospective single center study comparing the combination of
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Abstract Objective: To evaluate whether rabbit ATG (R-ATG) is suitable for immunosuppressive therapy of
transfusion-dependent non-severe aplastic anemia (TD-NSAA). Method: The data of patients with TD-NSAA were
retrospectively analyzed. The hematological reactions and survival of patients treated with R-ATG combined with
CsA and CsA combined with androgen for first-line treatment were compared. Result: Among 109 patients with
TD-NSAA, 31 cases received R-ATG combined with CsA for first-line treatment and 78 cases received CsA com-
bined with androgen for first-line treatment. After three months treatment, the overall hematological response rate
was 67.7% and 46.2% (P=0.042),the good hematological response rate was 22. 6% and 11. 5% (P=0. 142).
After six months treatment, the overall hematological response rate was 83. 9% and 56. 4% (P=0. 007),the good
hematological response rate was 41. 9% and 23.1% (P=0. 049) ,respectively. The expected 5-year overall survival
rate of R-ATG combined with CsA group was similar to that of CsA combined with androgen group (94. 1% vs
97. 4% ,P=0. 387) ,while the event-free survival rate was significantly higher in R-ATG combined with CsA group
than that in CsA combined with androgen group (78. 6% vs 35.1% , P=0.003). Conclusion: The first-line applica-
tion of R-ATG combined with CsA in the treatment of TD-NSAA is safe and effective. The combination of ATG
and CsA should be used in the first-line immunosuppressive therapy treatment of TD-NSAA.

Key words rabbit anti-human thymocyte globulin; blood transfusion-dependence;aplastic anemia; immunosup-

pressive therapy
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IST ¥7 8% W A0 S PE B gE g 2>, Y2 A4 2 01 i s
PEXTREBF ST MR 1 T TD-NSAA % — 435 IST
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0. 5>10° /L [R) s 2T 40 Jf g F1 KM 5 1 (4.6 %) . H:
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KA R, D ATG 5 R-ATG £ VSAA/SAA
SR 25 S 1k 5 SR O AN SR b 3E T TD-NSAA
BIT . FATTE TD-NSAA k] R-ATG Bt 4 CsA
BT L TCR PR T R EL A M AR A5 R ATG i
FHESE 1L RONABEH. BT R I AMAEHAE
10X 107 /L 2247 - MK B2 J5 e s LI 27 SR 0L 97 480 R
U B 7R FE A 6 B A 1 L4 2 19 TD-NSAA R A
R-ATG BT L& AR AR NI P, Jiang
MR R-ATG A CsA MM &G y7 )L &
NSAA B, I % /N %36 83. 3%, B i & F
CsA BEA MES ZRIT 4Ly 41. 7% (P=0. 006) , Jf
H 58 4 0l 2% RO % 5 (27, 8% ¢ 8. 3%, [H]
SAA BB HFE LT D (P=0.021), 5AK8%5 TD-
NSAA R R-ATG Bt A CsA #47 IST K45 5 4f
I et S

TR T SR AA BB 3 I 20 o e T O P
Vol 2% St 7 246 et A K AT i s R K B L A2 O S T
B B 165 101 B R A Il An K B A AR A T
AR X 5 22 9 NSAA HresesE 40 & i 40 i 3 %5 g
Al REMETE K SCmk R M R IR T AA B
ST RREE W 22 3K, BOARER 432 4 I W 9 Bk 5 A i
FIRYT IFAS B 384 o 98 2 s g R i A
G323 SCRE N M 3R O IV 2 O R AR,
Bacigalupo %" 45 5 ) 2% B i ) e 3 2 R IR
WENREREM AR HTEG AA BFH ATG AR
ST R LI 27 S W 2R (56 % = 40 %, P=0. 04) , fE L& 1
T ANC=C0. 5X 107 /L Ay B th R BT 28 1
TE AR TD-NSAA #2451 ANC=>0.5X10°/L

B, ATG G 7 HE Al L e 38 3R I R 4 oK i

W5 S R 2055 (6496 ¢ 6100, P=0.10). fEF

[, AN 22 FOR R A R B S ME R IR YT TD-NSAA

ERAES ATG M 2, I RATH ATG 8%

7 CsA 5 CsA B & HE#CR WA 7 &6 97 TD-

NSAA AT AL R R ATG BG CsA 7 &l

ARAT T = 00 IR o SN AR B TG LR A S

Joi i,

NSAA JRITHY B 19 35 22 A8 K A A7 1 ol s8
AW R, APPSR A R B BOR, RATG B &
CsA —Z3AJT TD-NSAA i # 54 OS R 5 CsA
A B IR T & 0T TC W R TR 1B Il R 2 R
SRR I RN R LA K 5 AR EFS SR LURT# 7
ZhHE. R-ATG B4 CsA /97 TD-NSAA Ifil i
SFRONEAR (83, 900) EAFR (94 100 I R 5 R
O ATG BRG CsA MRS (74, 0%0) VEAF %
(93. 00 W& R 582 —3

ABFTE 45 B E W], R-ATG & Hl T TD-NSAA
AT IST 4 4 F & TD-NSAA — 4097 R H
ATG B4 CsA 5 BI7 R AL TR CsA Be 5
MEVR IT %8 . A6 CsA IR YT REA b 15 FH B 98 3% O F
ARERE TD-NSAA [ —2k IST 4R il 7 58 B ik
H ATG BEE CsA X —3L4H,

S % 3Lk

[1] Marsh J,Schrezenmeier H, Marin P, et al. Prospective
randomized multicenter study comparing cyclosporin
alone versus the combination of antithymocyte globu-
lin and cyclosporin for treatment of patients with non-
severe aplastic anemia: a report from the European
Blood and Marrow Transplant (EBMT) Severe Aplas-
tic Anaemia Working Party [ J]. Blood, 1999, 93
2191—2195.

[2] Frickhofen N, Kaltwasser JP, Schrezenmeier H, et al.
Treatment of aplastic anemia with antilymphocyte
globulin and methylprednisolone with or without cy-
closporine. The German Aplastic Anemia Study Group
[J]. N Engl J] Med,1991,324:1297 —1304.

[3] Camitta BM, Thomas ED. Severe aplastic anaemia: a
prospective study of the effect of androgens or trans-
plantation on haematological recovery and survival
[J]. Clin Haematol,1978.7:587—595.

[4] British Committee for Standards in Haematology,
Blood Transfusion Task Force. Guidelines for the use
of platelet transfusions[ J]. Br ] Haematol,2003,122;
10—23.

[5] Scheinberg P, Townsley D, Dumitriu B, et al. Horse
antithymocyte globulin as salvage therapy after rabbit
antithymocyte globulin for severe aplastic anemial ] ].
Am ] Hematol,2014,89:467—469.

[6] Jiang S,Wang Y,Shi W,et al. The benefit of ATG in
immunosuppressive therapy of children with moderate
aplastic anemia[ ] |. Pediatr Hematol Oncol, 2009, 26
313—320.

(T # % 366 )



+ 366 -

4
b
et
#
o

R Y el R Wi B ot 2 5 4 ) EZH2 )5 miR-138 i3
J3E 3 35 AWl i 245 240 i T 245 ) E R Aok o T s
EZH2 1] LAIRER MM 40 & o Myc (335 T 5
A B miRNA FRIkKF BIEY . EZH2 M
il 7 W DZNep,GSK126 ,UNC199 T 2% i N i | %
R AR LW O AE R AE MM g ) iz B
FECL VAT g MM H3 BER B
ABFFE K VAU EZH2 HH Rk BT

RIT A &4l EZH2 mRNA FIE (£ 34 B E T

i e PR FHB T A R0 235 FE K EZH2 mRNA 3£

KA HIMAEAKFREAMAL, XT EZH2 1Y

WHIE AT ML T — AT MM B3 7E A, H

R AT RE R IR ST MM RGBT B 1) 25 ) . AT

A EZH2 5005 A DNAF 3Lk 4 il 7510 A2 0 ¢

PR BF T LA S AR TS 24 P L 05 7 A% R AR AT K 3

W5 Tl AT FRAT ik — 2D AR ST

5% ik

[1] Cardoso C, Mignon C, Hetet G, et al. The human
EZH2 gene: genomic organisation and revised map-
ping in 7g35 within the critical region for malignant
myeloid disorders[ J]. Eur J] Hum Genet, 2000, 8:
174—180.

[2] Sauvageau M, Sauvageau G. Polycomb group proteins:
multi-faceted regulators of somatic stem cells and
cancer[ J . Cell Stem Cell,2010,7:299—313.

(3] ZRWIBkBRSCH. IMWG £ % Pk 1 8698 12 W57 b o it 132
L. 1 PR 1 ¥ 2% 2% 7, 2017, 30(7) : 507 — 509.

[4] AbdiJ.Chen G,Chang H. Drug resistance in multiple
myeloma: latest findings and new concepts on molecu-
lar mechanisms[ J]. Oncotarget,2013,4:2186—2207.

[5] [, B, L. EZH2 S R0 BiR
W 2 2= 7 ,2012,39(3) ;182 — 186.

(6] ZRVL, Jofk A, B4 L, 55, EZH2 7EHT 5 I b i R ik
FH S R B R L) ], A B R 2 2k ik, 2010,
16(2).123—128.

[7] Zhan F,Tian E,Bumm K. et al. Gene expression profi-
ling of human plasma cell differentiation and classifi-
cation of multiple myeloma based on similarities to

distinct stages of late-stage B-cell development[]].

Blood,2003,101:1128 —1140.

[8] Zeng D, Liu M, Pan J. Blocking EZH2 methylation
transferase activity by GSK126 decreases stem cell-
like myeloma cells[ J]. Oncotarget, 2017, 8: 3396 —
3411.

[9] Alzrigat M, Parraga AA, Agarwal P.et al. EZH2 inhi-
bition in multiple myeloma downregulates myeloma
associated oncogenes and upregulates microRNAs
with potential tumor suppressor functions[ J]. Onco-
target,2017,8:10213—10224.

[10] Wu C,Ruan T,Liu W.et al. Effect and mechanism of
curcumin on EZH2-miR-101 regulatory feedback loop
in multiple myelomal[ J]. Curr Pharm Des, 2018, 24 .
564—3575.

[11] Stamato MA, Juli G, Romeo E, et al. Inhibition of
EZH2 triggers the tumor suppressive miR-29b net-
work in multiple myeloma[]J]. Oncotarget, 2017, 8
106527—106537.

[12] Atrash S, Robinson M, Slaughter D, et al. Evolving
changes in M-protein and hemoglobin as predictors
for progression of smoldering multiple myelomal JJ.
Blood Cancer J,2018,8:107.

(13] JEIMEE #1418 1 K X £ v R TS
PR A ). 11 R R S 48 BR A4 2R L 2008, 7 (4) : 39 —
41.

[14] Sasaki M. Current treatment of refractory and relapsed
multiple myeloma [ J]. Rinsho Ketsueki, 2016, 57
2084 —2095.

(15] R, BER. £ KMo 5 296 7 BERELT ] I
PRI 2 2% 75 . 2017, 30(7) ;572 —576.

[16] Rastgoo N.Pourabdollah M, Abdi J,et al. Dysregula-
tion of EZH2/miR-138 axis contributes to drug re-
sistance in multiple myeloma by downregulating RB-
PMS[]]. Leukemia,2018,32:2471—2482.

[17] Yinjun L, Jie J, Yungui W. Triptolide inhibits tran-
scription factor NF-kappaB and induces apoptosis of
multiple myeloma cells[J]. Leuk Res,2005,29:99—
105.

Ok A% 8 #7.2019-03-21D)

(EHF 362 )

[7] Calado RT, Yewdell WT, Wilkerson KL, et al. Sex
hormones.acting on the TERT gene, increase telom-
erase activity in human primary hematopoietic cells
[17. Blood,2009,114 ;2236 —2243.

[8] Howard SC, Naidu PE, Hu X]J. et al. Natural history
of moderate aplastic anemia in children[J]. Pediatr
Blood Cancer,2004,43:545—551.

[9] Champlin RE, Ho WG, Feig SA, et al. Do androgens
enhance the response to antithymocyte globulin in pa-

tients with aplastic anemia? A prospective randomized

trial[J]. Blood,1985,66:184—188.

[10] Young N, Griffith P, Brittain E, et al. A multicenter
trial of antithymocyte globulin in aplastic anemia and
related diseases[ ] ]. Blood,1988,72.:1861—1869.

[11] Bacigalupo A, Chaple M, Hows J, et al. Treatment of
aplastic anaemia (AA) with antilymphocyte globulin
(ALG) and methylprednisolone ( MPred) with or
without androgens: a randomized trial from the EB-
MT SAA working party[]]. Br ] Haematol,1993,83:
145—151.

kA% B #7.:2019-03-21)



