2022 4 e PR 1L ¥ 2 2 7
35 4% 5 #i J Clin Hematol (China) e 369

PRl B IR YT I E A TE A YIS £ A s
2R meta 5781
R WAL A B E4

(HE] BM:ZSFEN TR EEMEREREDPE BROAIT Mm% ett, A& 45l R
PubMed.,Embase.Cochrane 354 & Clinical Trials. gov 3£ SCE 88 e . b B ) 7] 4 SCHUHE 13 (CNKD L 483 #1707 77
Bl KRR E H W 2020 4 8 . MR AR 5T A SN A0 A B ST HEAT IR B IE A S R A R BOMF BEAT SR 0
GER ERAYIA 21 FSCHK 3L 609 Bl . Meta 045 R WoR . A B R IR IT MBI YR A W B s B R
HIARF(ORRY K 79% (9546 CT 72% ~85%)  SE &L fif B (CR) N 29 % (95 % CI 19 % ~42%) . ¥ 41 2& i % (PR)
M 46%(95%CI 37% ~56%) ., H, A MEBHYPLE EMRA ORR A 76 % (95% CI 67%~82%),CR N 33%
(95%CI 24% ~45%), PRl 42% (95% CI 34% ~49%) ;@B MY Hi 75 EHR A ORR N 81% (95% CI
70%~89%),CR FHJ 26 %4 (95%CI 11%~49%) PR F K 51%(95%CI 34% ~67%), FE% 475w, @ H 2
AR JR a0 L E A M B P R A b R A O R R, I AR s 2 B AR RS 17 %6 (95 % CT
10% ~28%) , B 40 ML 75 RIS RN 21 % (95 % CT 15% ~29 %) , Hifth J& e & 2 RN 18 %5 (95 % CT 9% ~33%),
Lt R R T R A GVHD R Pk GVHD B B3R I6 7 0T 3R A5 50 8 10 A 800 L 75 26 78 8 8 10 i
FUEGe 1 & A

[EgA] P el e 5 N i T 40 M B AL s B A W P s 200 s B0 ROPE IR 97 s meta 207

DOI:10. 13201/j. issn. 1004-2806. 2022. 05. 014

[(FESHES] R457.7 [XEIRERB] A

Efficacy and safety of ruxolitinib in the treatment of steroid-refractory

graft-versus-host disease: a meta-analysis
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Abstract Objective: To systematically evaluate the efficacy and safety of ruxolitinib in patients with steroid-
refractory graft-versus-host disease (SR-GVHD). Methods: The database including PubMed, Embase, Cochrane
Library, ClinicalTrials. gov in English, CNKI, CBM, VIP and Wanfang were searched, and the references of the
included studies were retrieved manually, with the retrieval time from inception to August 2020. The quality eval-
uation of included criteria based on the characteristics of the literature was evaluated, and the meta-analysis was
conducted by using R version3. 5 software. Results: A total of 21 studies involving 609 patients were included.
The results of meta-analysis showed that the overall response rate(ORR), complete remission(CR) rate and par-
tial remission(PR) rate of ruxolitinib in the treatment of SR-GVHD were 79% (95% CI 72%-85%), 29% (95%
CI 19%-42%), 46%(95%CI 37%-56%) . respectively. For patients with SR-aGVHD, the ORR, CR rate and
PR rate were 76 % (95%CI 67%-82%), 33% (95%CI 24%-45%) and 42% (95% CI 34%-49%), while for pa-
tients with SR-cGVHD. the ORR. CR rate and PR rate were 81% (95% CI 70%-89%), 26% (95% CI 11%-
49%) and 51% (95%CI 34%-67%). In terms of safety, the adverse events of myelosuppression. cytomegalovir-
us reactivation and other infections increased after the use of ruxolitinib. The incidence of hemocytopenia was 17 %
(95%CI 10%-28%) , and the reactivation rate of cytomegalovirus was 21% (95%CI 15%-29%), while the inci-
dence of other infections was 18% (95 %CI 9%-33%). Conclusion: Ruxolitinib can obtain high effective rate in the
salvage treatment of adult patients with aGVHD and cGVHD. Attention should be paid to the occurrence of bone
marrow suppression and infection.

Key words ruxolitinib; allogeneic hematopoietic cell transplantation; graft-versus-host disease; salvage ther-
apy; meta-analysis
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Study Events Total Proportion 95%-Cl Weight
subgroup = aGVHD

*R 2018 3 3 ——————= 1.00 [0.29;1.00] 1.4%
Bonmann 2017 1 19 —_— 0.58 [0.33;0.80] 5.4%
Ecsedi 2015 4 4 e 1.00 [0.40;1.00] 1.4%
Gomez 2020 15 22 —_— 0.68 [0.45,0.86] 5.4%
TeauRl 2019 10 1 — 0.91 [0.59;1.00] 24%
B/HE 2019 18 19 —“—= 0.95 [0.74;1.00] 25%
Niittyvuopio 2017 4 p—————=——— 067 [0.22,0.96] 3.1%
Spoerl 2014 10 14 — s 071 [0.42,0.92] 45%
Syed Abd Kadir 2016 4 4 — 1.00 [0.40;1.00] 1.4%
Zeiser 2015 44 54 —— 081 [0.69;0.91] 6.2%
Zeiser 2015 27 32 —— 0.84 [0.67,0.95] 52%
B3 2020 12 20 —— 060 [0.36,0.81] 54%
Random effects model 208 - 0.76 [0.67;0.82] 44.3%
Heterogeneity: P = 24%, ©* = 0.1164, p= 0.21

subgroup = cGVHD

#*R 2018 i ¢ e p— 1.00 [0.59;1.00] 15%
Ferreira 2018 15 20 — 075 [0.51,0.91] 5.0%
Gomez 2020 33 57 —a— 058 [0.44;0.71] 6.8%
TLa 2019 13 15 — 0.87 [0.60;0.98] 3.6%
/) 2019 40 42 — 0.95 [0.84;0.99] 37%
EWHE 2019 17 19 — 0.89 [0.67,0.99] 36%
Hurabielle 2017 7' 8 —_— 0.88 [0.47,1.00] 2.3%
B 2020 a9 47 - 0.87 [0.74;0.95] 56%
Khoury 2018 19 19 — 1.00 [0.82;1.00] 15%
Modi 2019 20 46 —F— 0.43 [0.29;0.59] 6.6%
Zeiser 2015 3B 41 —— 085 [0.71,0.94] 55%
Zeiser 2015 16 20 — 0.80 [0.56;0.94] 4.7%
23 2020 16 22 — 073 [0.50;0.89] 5.3%
Random effects model 363 e 0.81[0.70; 0.89] 55.7%
Heterogeneity: = 76%, = 0.8023, p < 0.01

Random effects model 571 <> 0.79 [0.72;0.85] 100.0%

Heterogeneity: I = 63%, ' = 0.4917, p < 0.01
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Study Events Total Proportion 95%-CI Weight
subgroup = aGVHD

KR 2018 1 3 —iF— 0.33 [0.01;0.91] 32%
Bonmann 2017 6 19 —F— 032 [0.13,057] 6.2%
Ecsedi 2015 3 4 D s 0.75 [0.19;0.99] 3.4%
Gomez 2020 4 22 88— 0.18 [0.05;0.40] 6.0%
Spoerl 2014 3 14 —&— 0.21 [0.05;0.51] 55%
Syed Abd Kadir 2016 3 4 —_— 0.75 [0.19;0.99] 3.4%
Zeiser 2015 25 54 — 0.46 [0.33;0.60] 7.2%
Zeiser 2015 10 32 — 0.31 [0.16;0.50] 6.7%
EE 2020 4 20 —&+— 0.20 [0.06;0.44] 59%
Random effects model 172 <o 0.33 [0.24;0.45] 47.6%
Heterogeneity: I = 40%, ' = 0.189, p = 0.10

subgroup = cGVHD

XR2018 6 7 —_— 0.86 [0.42;1.00] 3.7%
Ferreira 2018 4 20 —@ T 0.20 [0.06;0.44] 59%
Gomez 2020 3 57 #&— 0.05 [0.01;0.15] 58%
Hurabielle 2017 4 8 —_— 0.50 [0.16;0.84] 52%
EBF 2020 30 47 e 0.64 [0.49,0.77] 7.0%
Khoury 2018 1 19 &— 0.05 [0.00;0.26] 3.9%
Modi 2019 6 46 —F— 0.13 [0.05;0.26] 6.5%
Syed Abd Kadir 2016 5 6 -_— 0.83 [0.36;1.00] 3.6%
Zeiser 2015 3 41— 0.07 [0.02,0.20] 57%
#EE 2020 2 28— 0.09 [0.01;0.29) 5.1%
Random effects model 273 = 0.26 [0.11;0.49] 52.4%
Heterogeneity: = 87%, ©'= 2.324, p < 0.01

Random effects model 445 P 0.29 [0.19; 0.42] 100.0%

Heterogeneity: I = 78%, ©'= 1.081, p< 0.01
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Study Events Total Proportion 95%-Cl Weight
subgroup = aGVHD

#*R 2018 2 i3 ———— 067 [0.09,099] 21%
Bonmann 2017 5 19 —%— 0.26 [0.09;051] 58%
Ecsedi 2015 1 4 —— 0.25 [0.01;0.81] 23%
Gomez 2020 1 22 — 050 [0.28;0.72] 6.7%
Spoerl 2014 75 14 — 050 [0.23;0.77] 57%
Syed Abd Kadir 2016 1 §—— 0.25 [0.01;0.81] 23%
Zeiser 2015 19 54 —— 0.35 [0.23;049] 8.1%
Zeiser 2015 17, <32 —— 053 [0.35,0.71] 7.4%
#U3E 2020 8 20 — 0.40 [0.19;0.64] 6.4%
Random effects model 172 oy 0.42[0.34;0.49] 46.8%
Heterogeneity: = 0%, ©'= 0, p=0.53

subgroup = cGVHD

*R2018 1 7 0.14 [0.00;0.58] 25%
Ferreira 2018 1 20 — 055 [0.32,0.77] 65%
Gomez 2020 30 57 — 053 [0.39;0.66] 8.3%
Hurabielle 2017 3 § —&i—— 0.38 [0.09,0.76] 4.2%
BT 2020 1 4 —=— 0.23 [0.12;0.38] 7.5%
Khoury 2018 18 19 — 0.95 [0.74;1.00] 27%
Modi 2019 14 46 —— 0.30 [0.18;0.46] 7.8%
Zeiser 2015 2 4 —— 078 [0.62,0.89] 7.2%
R 2020 14 22 —“— 064 [0.41;083] 6.6%
Random effects model 267 — 0.51[0.34;0.67) 53.2%
Heterogeneity: = 81%, ©°= 0.7841, p < 0.01

Random effects model 439 e
Heterogeneity: = 67%, r'= 0.4051, p < 0.01

0.46 [0.37;0.56] 100.0%
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Study Events Total Proportion 95%-Cl Weight
subgroup = aGVHD

Zeiser 2015 18 54 — 0.33 [0.21;0.47] 21.1%
#IE 2020 6 20 —_—e 0.30 [0.12;0.54] 16.3%
Random effects model 74 — 0.32 [0.23;0.44] 37.3%
Heterogeneity: = 0%, ©'= 0, p=0.79

subgroup = cGVHD

Ferreira 2018 2 20—8—/——— 0.10 [0.01;0.32] 11.1%
Vi 2019 8 42 — 0.19 [0.09;0.34] 18.6%
Modi 2019 0 46— 0.00 [0.00;0.08] 4.5%
Zeiser 2015 3 44— 0.07 [0.02;0.20] 13.8%
#3E 2020 4 122 T 0.18 [0.05;0.40] 14.8%
Random effects model 171 === 0.12 [0.06;0.22] 62.7%
Heterogeneity: F= 39%, ©'=0.2415, p = 0.16 H

Random effects model 245 — 0.17 [0.10; 0.28] 100.0%

Heterogeneity: = 63%, r'= 0.4385, p=0.01
0 01 02 03 04 05

Study Events Total Proportion 95%-Cl Weight
subgroup = aGVHD
Gomez 2020 12 22 — 055 [0.32;0.76] 8.1%
Niittyvuopio 2017 3 6 S 0.50 [0.12;0.88] 4.4%
Zeiser 2015 18 54 — 0.33 [0.21;0.47] 9.8%
Zeiser 2015 1 32 T 0.34 [0.19;0.53] 8.8%
3E 2020 6 20 o 0 o 0.30 [0.12:0.54] 7.4%
Random effects model 134 _-—r 0.37 [0.30;0.46] 38.5%

Heterogeneity: /= 0%, ' = 00009, p = 0.40
subgroup = cGVHD

Ferreira 2018 1 20i-8——*i 0.05 [0.00;0.25] 3.2%
Gomez 2020 11 57 - 0.19 [0.10;0.32] 9.2%
TEE 2019 1 156-—-=—— 0.07 [0.00;0.32] 3.2%
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Modi 2019 4 46 ®— 0.09 [0.02;0.21] 7.0%
Zeiser 2015 6 41 —— 0.15 [0.06;0.29] 7.9%
Zeiser 2015 3 20 —&%— 0.15 [0.03;0.38] 5.9%
#3E 2020 3 2 —r— 0.14 [0.03;0.35] 6.0%
Random effects model 329 <> 0.15 [0.11;0.21] 61.5%
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Random effects model 463 b _d 0.2
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Heterogeneity: F = 63%, ' = 0.3878, p < 0.01
0

[0.15;0.29] 100.0%
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