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Effectiveness and Safety of Low-dose Decitabine for Intermediate- or High-risk Myelodys-
plastic Syndrome (MDS): A Systematic Review
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Abstract: Objective  To assess the clinical effectiveness and safety of low-dose decitabine compared with
best supportive care for intermediate- or high-risk myelodysplastic syndrome (MDS). Methods The re-
lated documents were searched on the PubMed, Embase, Cochrane Library, CNKI., and CBM databases
from 1995 to 2012. Randomized controlled trials (RCTs) about Low-dose decitabine alone or combined
with best supportive care for MDS were retrieved. The methodological quality of the included studies was
assessed according to the Cochrane Reviewers Handbook. Meta-analyses were performed using RevMan
5.0 software. Results Three RCTs involving 984 patients with MDS were included. Results of Meta-a-
nalysis showed that significant differences were found in overall response(OR)[OR = 22. 9,95 %CI(7. 51,
69. 85) , P<C0. 00001], partial response (PR)[OR =17. 23,95%CI(2. 27,130. 76) , P = 0. 006 |, hematol-
ogy improve(HD [OR = 3.21,95% CI(1.53,6.75), P = 0. 002], median survival time [13.5 wvs. 7.3
months, P<Z0.05 ], grade 3 or 4 febrile neutropenia [OR = 4. 85,95 %CI(2. 55,9. 21) , P<<0. 00001 ], but
not in complete remission(CR)[OR = 6. 39,95 % CI(0. 25,166. 49) , P =0. 26], grade 3 or 4 thrombocyto-
penia [OR = 2. 35,95 %CI(0. 63,8. 69) ,P=0. 2] between DEC and BSC regimen. Conclusion The low-
dose decitabine can improve overall response, partial response and Hematology improve; however, it also
increases grade 3 or 4 febrile neutropenia.
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Table 1 The characteristics and quality assessment of selected studies
A - Th tic schedul i
Study Country Patients B Foll'o i Crapeie S Quelity En d
DEC BSC time DEC BSC Grade points
Decitabine 15 mg/m?, Supportive care measures 000
Liibbert G ies 1 id, i ansfusi
ub}{e({ 9 countries include H9/114 6960-90) T0(6086) 2.5 years Tid, for 3days, repeated include Transfusion of re(% Grade B D00
2011 40 centers every 6 weeks, for 2 cy- cells,platelet and use of G )
cles. Also, given BSC or GM-CSF
Decitabine 20mg/m? , Qd, . .
5 Sportive care measures in-
Kantarjian o dhy (00 gt clude Transfusion of Red
7] America 115/376  64(37/89) 64(35/84) 10 years 10 days), repeated every . Grade B DO
2007 buecks. for 2 cveles, AL Cells, platelet and use of
weeks, for 2 cycles. G or GMLCSF
s0, given BSC
Decitabine 15 mg/m?,tid, Sportive care measures in-
Kantarjian . for 3days, repeated every clude Transfusion of Red 0eQ
i America 89/81  70(65/76) 70(62/74) 3 years Grade B @GE®
20065 6 weeks, for 2 cycles, Al-  Cells, platelet and use of )

50, givenBSC

G or GM-CSF

Note: Dcomplete remission; @partial response; @overall response; @hematology improve; ®median survival time; ©)grade [l or IV febrile neutropenia; Dgrade [l

or |V thrombocytopenia; @)nausea; @ diarrhea; DEC: decitabine; BSC: best supportive care
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DEC BSC Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Hagop 2006 9 89 0 81 30.3% 19.24 [1.10, 336.04] - =
Kantarjian 2007 50 115 196 376 39.2% 0.71 [0.46, 1.08]
Michael 2011 16 119 0 114 30.5% 36.51 [2.16, 616.18] - =
Total (95% CI) 323 571 100.0% 6.39[0.25, 166.49]
Total events 196
Heterogeneity: Tau*= 7.00; Ch12— 14.89, df =2 (P = 0.0006); I*= 87% hoos o1 i 1o 500

Test for overall effect: Z=1.12 (P =0. 26)

1 AMATEEBEER Meta 347
Figure 1 Meta analysis of CR between the two regimens

Favours BSC Favours DEC

DEC BSC Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hagop 2006 13 89 7 81 70.6% 1.8110.68, 4.78] i
Michael 2011 18 119 3 114 294%  6.59[1.89, 23.05] — =
Total (95% CI) 208 195 100.0% 3.21[1.53,6.75] -
Total events 31
Heterogeneity: Chi*=2.61, df =1 (P 0 11) P 62% o1 t d 100

Test for overall effect: Z = 3.08 (P=

2 WAMBKEFHER Meta 5547

Figure 2 Meta analysis of hematology improve between the two regimens

0.1 10
Favours experimental Favours control

DEC BSC . Odds Ratio Odds R
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, leed 95% Cl
6.1.1 Febrile neutropenia (Grade 3)
Hagop 2006 17 83 4 81 31.3% 4.96 [1.59, 15.47] =
Michael 2011 25 114 6 114 455% 5.06[1.99, 12.87] -
Subtotal (95% CI) 197 195  76.7%  5.02[2.44,10.33]
Total events 42 10
Heterogeneity: Chi*= 0.00, df =1 (P =0.98); /= 0%
Test for overall effect: Z =4.38 (P <0.0001)
6.1.2 Febrile neutropenia (Grade 4) 45% 13.67[0.76,246.77] T
Hagop 2006 6 83 0 81 5% . .76, 246. = —
Michael 2011 4 114 2 114 187% 2.04[0.37, 11.35]
Subtotal (95% CI) 197 195 233% 4.30[1.07,17.28]
Total events , 10 [' 2
Heterogeneity: Chi*=1.34, df = 1 (P =0.25); *=25%
Test for overall effect: Z = 2.06 (P = 0.04) -
Total (95% CI) 394 390 100.0%  4.85[2.55,921] ‘gor 07 100
Total events 52 12 BSC DEC
Heterogeneity: Chi>= 1.48, df =3 (P=0.69); ’=0
Test for overall effect: Z =4.83 (P <0.00001)
Test for subgroup differences: Not applicable
B3 FA/ VR AR AR B Meta 5347
Figure 3 Meta analysis of CR between the two regimens
DEC BSC . Odds Ratio QOdds R
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random 95% CI
6.2.1 Thrombocytopenia (Grade3)
Hagop 2006 81 22 83  26.4% 1.39[0.71, 2.71] =
Michael 2011 15 114 14 114 258% 1.08 [0.50, 2.36] _';
Subtotal (95% CI) 195 197  522% 1.25[0.75, 2.08]
Total events 42
Heterogeneity: Tau’= 0.00; Chi*= 0. 22 df =1 (P 0.64); =0
Test for overall effect: Z = 0.85 (P=0.39)
6.2.2 Thrombocytopenia (Grade 4) —-—
Hagop 2006 81 16 83  25.9% 14.66 [6.88, 31.22 I Il
Michael 2011 5 114 4 114 21.9% 1.26 (0.3 ,4.82 I
Subtotal (95% CI) 195 197  47.8% 4.59[0.41, 50.75
Total events 68 20
Heterogeneity: Tau’= 2.71; Chi’>= 9.77, df = 1 (P = 0.002); = 90%
Test for overall effect: Z = 1.24 P=0. 21 ) —~
Total (95% CI) 390 394 100.0% 2.35[0.63, 8.69] I L |
Total events 110 56 0.01 .1 1 10 100
Heterogeneity: Tau’= 1.57; Chi?= 29.46, df = 3 (P< 0.00001); 2= 90% DEC BSC
Test for overall effect: Z=1.28 (P =0.20)
B4 FAI/N R/ D Meta 5347
Figure 4 Meta analysis of Grade [[ or [V Thrombocytopenia between the two regimens
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