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[FE] B8 ik eE A& A E A B 20 (V/SAA) R — 2 S pe i filia )T (IST) 3R A Ul
T R RAE , BETHER T VISAA R ZRIGIT I G AR I B — 468232 IST 11 533 4]
V/SAA BFIRIR TR, 2 SLIST JG 6 /1 H RIS IR 2% 57 S g s 2N, 52 L 6~12 4 H ARAF I A
N A IR R R, WSS IR & B N & AR e I R 2 S it S R 2 . S5 R S33 R L 45441
(8.44%) ARAFR K R, (5 ARG B 1 H ARSEHz 32 A0 R ATRYT B H 19 29.03%(45/155) . IST
Ja 124 7 B BE V5 25 AR 3R & 5 N 21 00 2 5 g I 4 341 45 1 I s g A1 (57=62.616, P < 0.001 Flly'=
6.299,P=0.043) . RK S VSAA 3 Ll & 1 2 4l (57.8%% 38.3%, P=0.013) , ANl i 21
21 4HME(ARC) b  ARC TR A S ANC ARG, Z2 IR 73 i /R IBYT T ARC<10x10°/L [ 35 3RA L s
BN BIHLZ: I S0 [ OR=3.641(95% CI 1.1718~7.719) , P=0.001 | ; & & B ~7 50 IST Ji= 6 4~ H Josk
BEDAFR K MEF RN EZE . 64 ARAR MG RN B 5B EAERE R 76.50%(95% CI 71.6%~
81.4%) G TEFR K 29.10%(95% CT 25.2%~33.0% ) , 14 i A T 107 INF 52 7 2H 58 5 19 97.6% (95%
CI96.6%~98.6%) .84.0%(95% CI 81.1%~86.9%) (PE#] <0.001), £5if V/SAA BE ISTHRAFRZ ML
A RS XE LTI , LA /IN 7 OB REAR X 8022 o METAME VISAA BB R TR A TR A B
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Delayed hematologic response to immunosuppressive therapy in severe aplastic anemia Yang Yang,
Yang Wenrui, Wu Zhijie, Zhao Xin, Zhang Li, Jing Liping, Zhou Kang, Li Yuan, Peng Guangxin, Li Yang, Li
Jianping, Song Lin, Ye Lei, Fan Huihui, Zhang Fengkui. Institute of Hematology and Blood Disease
Hospital, CAMS & PUMC, Tianjin 300020, China
Corresponding author: Zhang Fengkui, Email:zhfk@hotmail.com

[Abstract] Objective To explore the characteristics of delayed hematologic response in very/
severe aplastic anemia (V/SAA) patients who were treated with immunosuppressive treatment (IST) as
first- line approach, and investigate the rationality of early salvage treatment in refractory patients.
Methods The data of V/SAA patients front-line treated with IST were retrospectively analyzed. Delayed
response was defined as acquiring hematologic response between 6 and 12 months after 1 course of IST.
The clinical as well as hematologic characteristics of the delayed responded patients were investigated.
Results  Of the 533 patients, 45(8.44%, 45/533) were delayed hematologic responders, which accounted
for 29.03% (45/155) of the whole non- responders at 6 months. The quality of response in delayed
responders analyzed at 12 months (’=62.616, P <0.001) and at the end of follow-up (¥’=6.299, P=0.043)
was significantly worse than that of robust response group. There were more VSAA patients in delayed
response group compared with robust response group (57.8% vs 38.3%, P=0.013), and all the baseline
absolute reticulocyte (ARC) count, ARC proportion and absolute neutrophil count (ANC) were much
lower than that in delayed response group. Multivariate analysis about the above 2 groups showed that the
baseline ARC count <10x 10°/L significanty reduced the chance of hematologic response within 6 months
[OR=3.641(95% CI 1.718-7.719) ,P=0.001 ], and not any factor was found to predict delayed hematologic
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response in non-responders at 6 months. The 5-year overall survival of 76.50% (95% CI 71.6%—81.4% )
and event free survival of 29.10%(95% CI 25.2%-33.0%) in non-responders at 6 months, both were worse
than 97.6% (95% CI 96.6%—-98.6% ) and 84.0% (95% CI 81.1%—-86.9% ) (P <0.001) of robust response
group. Conclusion The incidence of delayed hematologic response in V/SAA patients by IST is low. The

quality of delayed response is not satisfactory and there is no effective means to predict the delayed
response. It is reasonable to carry out salvage treatment as early as possible.

[Key words] Anemia, aplastic; Immunosuppression;
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PoMa B AN I ER 1 (ATG) B A 41 K A(CsA)
() 98 S0 1 ¥4 T7 (IST) Sy B 78 B AR s 15 4 93 il
(SAAMPRE—ZIRIT TR o SAABREZLEIST )G
41 PN IR R L A a0 RS e e
By LKA Marsh A Kulasekararai™'5€ X 6 P H &
FRMLTR A SN B MG TE SAA . I RIS # LA IST J5
4~6 A R AT T AL R AT AR 3R i v
2F N AT v LT 40 MRS A (HSCT ) 3 — ik
ISTS SR, SAA H % IST J5 iR & I 27 v 3
AW IST S5 6~12 4 H U6 H 0 A0 27 B g o
10%~20%"* . BEFE SAA —Z% IST J& LK 2% S v 31
25T 2 45T 20 22 oK, H AR HERR ATG .CsA
PAZTIRYT R LR & M 2 B g R fiE AR 40
WFST , W] RESZMAARE IST L7 SAA E —IKIBIT
M MR . AT T, FRATT FR B — S AT
ATGEEA CsATBYT I SAA HH #4747, 18
PR &M A4 R FRAE , B 7E N —4RIST J5 6 T~ H
AFR ML SN R8T T AR 1) e R R

w57 %

1. 5 4] < D JBPE 23 B 3% B 2002 4F 28 2013 4F 3%
SEIE I —ZRATHRIE IST A SAA HE 533 49, 3 304
], 2 229 5, FPALAERS 21 (3~73) % . AAZIKIS IR
Brokr 20 i /> 5 AAWFGT 4L 1987 4FpRifE™ | ™
TR 431 2 IR Camitta 55 1976 A5 1" Fl Bacigalupo
S5 1988 AF b . Hirh 247 i b B EE B AA
(VSAA), 40 % DI B H 75 B kg 22 3
HEXRE UHER T e 2. B B AT B e
21 Y € (ARG A AN A T 11 40 37 X 40 A A e
B ARG A i RS AE S50 2R B IE (MDS) S B & 1
B HR 1 1M 21 2 1 JRAE (PNH) o 40 ABIFSE 1Y R 1
JC HLA A& A f 4t 3 s R 38+ — 4432 S 3L
HSCT, H¥JCEZ k48 E I RE R o

20T TR IST I BN RPN ATG (1-ATG, 3
& Genzyme 2 7] 77 i )3.00~3.75 mg - kg™ - d ' B EPT

IR L4 R 2 11 (p-ALG , ZIUAE W6 5 e 7= i)
20 mg-kg ' -d”, FRBKIEE S d; RS TR E
P 1 mg-kg '+ d B RP 20N K ALY 99 S0
2 JE R JERA T bR, 3 SR 2 . BRI e s I
st 25T S Ak nT S 100 me/d BBk . HBE
1E ATG/ALG iy 73 45 W )5 55 1 K IF 46 1 ik CsA
DL 3 mg-kg™ - d" PR T ARAES 4R, 1 5 A I 1l 24
B, PR CsA 2 LA VR BEAE 200~400 pg/L, ik F|
e M4 RV R S Eda e 24034 H eI
Rk, A 3 H Z0dE 1 mg-kg'-d ' AN
Ifi. ANC < 0.5x10°/L B3> G-CSF 300 pg/d 2 F 5T ;
HGB < 60 g/L .PLT < 10x 10°/L i 25 T 2L 41 g . 1fiL /)N
Mt 3 SCARHRTT

3. PR S BE T - T7 RO SR P I
PRUEZE 53 SR ™ I 1E i R 458 43 )2 v (GPR)
D5E4 KW (CR) : HGB > 100 g/L .PLT > 100x 10°/L
H ANC > 1.5x10°/L, @ R 45843 0 (GPR) « i 25
I &% vE , HGB > 80 g/L . PLT > 50x10°/L . ANC >
1.0x10°/L 2= /D250 2 P, BF43 SW (PR) : it 25
I S, SR IS EOSGE AN AT G SAABRE,
{H ARGk GPRARHE . @I « 35 A B 1L )
B, MBCAAR AT AT A SAARRME . RIS A IR
7B, FR R SR 2 DA 2 YR LR R, IF T IST )R 3.
6.9 X 124 AT E BEAN B 5% 4t 33k 14 = e Ak
JEL I 240 L PNH SEREAS I . ASWF5E E CIST J& 124
H PR MR 2F S W AR YT KON 5 IST J& 6 1~ H
PUARAG SN SR 7 S S, 6~12 A4 H R4S I I iR &
JNE 5 AT KA TT AR ML R # ATH R TE3k, AN
THAGR & S 4 80 B S R o A LV 2 SN S
SRR E PEAY ) (6] 253545 PR, GPR 1 CR Z Fll 5 G
RUE LR R A B[] 5097 5P A T B g i o At
T3 5 B B IR T7 8P E A B 8] s 2 BT R U, 58 i
7RI B TR A9 L 2 B 0 R 2R DR e fe 1 AT
BEUTTT 3K . BAAE (OS) E S IR IST 2 Bl 1
Uk HISBET- I . JEH A7 (BFS) a2 S
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CsA ol et 32 72 v I8 Mg A 4 BE 1 B, i i it CsA
Je 4 RS bR AR B Z BRSNS R k.
ATGIRITHE 1 RGYALES , BE DT E] R 2015 4F
2H1H,

4. GE it b B R SPSS 21.0 4834 4y
Mo THECFORHA ] F AR FHA T8¢ R e 5 T 5ok
L[] U3 - A5 A IE A AR BRI R 00, NP5
TEZS A3 A B (5 PR RN RS 36 5 38 & SR 20 5 g s
TSIy 21 £ IR 2 S I s ) BRI g 21 5 A A T
e ROH T IO B 1 22 R 3R 4B K Logistic [1]
155 R Kaplan-Meier IR 2 il A A7 28, A AR HUER
K H] Log-rank 546 , P<0.05 2= F A Gt #75 X .

s R

1. 38 K I 25 R A 338 S FE LR FRAE < 533 14
HBE L IST JG 64~ H 295 1911 (55.35% ) 3 i B S i
238141 (44.65%) oI it , Horbr 31 18T, 2 B4 7 B1 i
BRI IGTT , 50 455 1) Cs A L B Al G 3 49 ) 350
P, A% 155 0 J & 4k Sk CsA R YT, 45 1911 (29.03% )
PAFIR K o ARBAFIR K 110 6] 85
10 352 HSCT 847 2 R IST, 26 (AL T, 74 1] JC )2

oo IST J& 12 A4~ H B I 2% R 63.79%
(340/533) . R Kk K W 4 4 &8 B E 1Y 8.44%
(45/533) , 5 3K 153 1ML W 2 N R E Y 13.24%
(45/340) . 3R K I B 5 WA s B IS T Al
PREFAE e L 1,

2. ML 2 B o o i L3S - IST s 124~ H L 45 4
R KW H#E CR 6 6 (13.33% ) , GPR 16
(35.56%) , PR 23 {41 (51.11%) , Tfii 295 41| 17 I+ 52 )37 F
FHCR 151 41(51.19%) , GPR 119 1] (40.34%) , PR
251611 (8.47% ) , WA AH A1 44 B 25 A3 e it 22 3 L (=
62.616,P<0.001) . iR K& & BRI BV B
ARAT I fre AR I 27 SR CR 20 4 (51.28% ) .GPR
17 41 (43.59% ) \PR 2 4 (5.13% ) , I s 52 o B 5 hy
CR 149 %1 (71.63% ) , GPR 53 141 (25.48% ) , PR 6 4|
(2.89%) , W EH [A]AA B 22 S A e 27 8 L (o(=6.299 ,
P=0.043) . #—L Ak CRIGM , I8 &
N4 CR R &g I T B B R 40 (4=6.296, P=
0.012),

IYZOHT 291 B4R <40 % H IR RN 4
IST J5 12 4~ H CR 6 4] (15.38% ) , GPR 13 f§i
(33.34%) , PR 20 141 (51.28% ) ; Juj i} 52 v 4H CR 135
i (53.57% ) , GPR 98 f4i (38.89% ) , PR 19 f
(7.54%) , 41 1A 49 B 22 5 A3 Be 122 2 L (0=58.655,
P<0.001), ZARKBEVII, BRPAFBAE M-
MR & R 41 CR 18 il (51.43% ) , GPR 14 i
(40.00% ) , PR 3 il (8.57% ) , Juj Fisf )z i 2H CR 129 14
(75.88%) ,GPR 3714](21.77%) , PR 415](2.35%) , P
2H [a] 44 Bl 25 A St L (°=9.587, P=0.008) .

K1 FERIPERAEDTL (SAA) FE PATI K SN 55 WIS W S i35 7 (IST) il PRAFAE LA

ES IR AL (45 41]) IS N2 (295 131 ) P/ AE/HE PlE
PEBILB(%) ] 0.748 0.387
Hk 29(64.44) 170(57.63)
pogis 16(35.56) 125(42.37)
PR FAL (%) ] 6.128 0.013
SAA 19(42.22) 182(61.69)
VSAA 26(57.78) 113(38.31)
ATG P[] (%) ] 1.281 0.258
p-ALG 12(26.67) 104(35.25)
-ATG 33(73.33) 191(64.75)
SRR d, MGFER) | 30(10~3 285) 30(2~4 308) -0.594 0.552
AERE[ 2, MGIERD ] 19(6~54) 21(4~69) -0.171 0.864
HGB[ g/L, MGGEF) ] 60(69~76) 60(28~105) -1.370 0.172
PLT[x10°/L, M(FEH) ] 9(2~20) 10(1~42) -0.556 0.578
ANC[x10°/L, M5 [H) ] 0.15(0.01~0.78) 0.26(0.01~1.48) -2.738 0.006
ARC [ x10°/L , M(FEH) ] 6.5(1.1~32.5) 11.7(1.6~58.8) -3.879 <0.001
ARC H B[ %, M(FER) | 0.23(0.04~1.41) 0.47(0.04~2.46) -3.864 <0.001
R AL XHE < 10°/L, MG | 1.00(0.15~2.74) 1.09(0.01~3.60) -0.544 0.587
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HE—25 A BT AL ARAS CRAG DL, 3R & 2 i 41 CR R B
SR AG TR S S 2 (°=8.555 , P=0.003 ) .
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