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Efficacy and safety of histone deacetylase inhibitors for relapsed/refractory multiple myeloma: A
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Abstract: Objective To evaluate the efficacy and safety of histone deacetylase inhibitors (HDACis) for relapsed/
refractory multiple myeloma (RRMM). Methods Literature retrieval was performed in relevant literature databases according
the established inclusion and exclusion criteria, and a meta-analysis was conducted on the clinical studies on the treatment of
RRMM patients with HDACis that met the inclusion criteria, quality of the literature, overall response rate (ORR), Grade 3/4
adverse events (AEs), publication bias and sensitivity. Results A total of 28 studies were included in the analysis, covering
2 579 RRMM patients. The results suggested that HDACis had a good overall efficacy and tolerance in RRMM patients. The
ORR of panobinostat for RRMM patients was 53% (95% confidence interval (CI): 0.42-0.64, P<0.05), which was significantly
higher than that of other HDACis, and it had no significant difference in Grade 3/4 AEs compared with other drugs. Subgroup
analysis showed that HDACis showed better efficacy in RRMM patients with lenalidomide resistance, age<65 years, and
median number of prior therapeutic regimens<4. Conclusion HDAC:s has a good overall efficacy and safety in the treatment
of RRMM.
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Richardson, 2013 S| 55 1 61 4 20 34.5 [13]
San-Miguel, 2014  2:[H 387 2 63/63 11 20 60.7 [14]
Manasanch, 2020 2&[H 47 1 63 4 15/20 37.0 [15]
Berdeja, 2021 | 33 1 63 2 20/30 84.4 [16]
Laubach, 2021 B 248 1 66.5 2 10/20 60.9 [17]
Suzuki, 2021 A 31 1 68 2 20 80.6 [18]
Offidani, 2012 BRA 31 2 73/65 NA 10/15 38.7 [23]
Wolf, 2012 EH 38 1 61 5 20 NA [25]
San-Miguel, 2013 2&[H 62 1 62 2 10/20/25/30 51.6 [27]
Berenson, 2014 EqE| 40 1 65 4 10/15/20 7.5 [28]
Berdeja, 2015 FH 44 1 66 5 20/30 67.0 [29]
Popat, 2016 W [ 46 1 61 1 10/15/20 91.0 [31]
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Baertsch, 2017 T2 24 1 67 5 20 32.0 [33]
Chari, 2017 B 27 1 64 3 20 41.0 [34]
Hansen, 2018 £ 39 1 70 4 20 56.0 [38]
Isoda, 2018 H A 10 1 66 3.5 10/15/20 60.0 [39]
Offidani, 2018 BRA 31 2 73/65 NA 15 68.0 [40]
Kaufman, 2019 EH 30 1 66 4 15/20 57.0% [42]
Laubach, 2021 e 20 1 63 4 10/15 44.0 [43]
vorinostat
Badros, 2009 B 23 1 54 7 100/200/400/500 42.0 [22]
Weber, 2012 B 34 1 61 4 200/300/400 27.0 [24]
Dimopoulos, 2013 FE[H 317 2 61/63 22 400 56.2% [26]
Vesole, 2015 FH 17 1 61 4 300/400 53.0 [30]
Sanchez, 2017 EH 25 1 65 NA 400 24.0 [35]
Voorhees, 2017 eS| 32 1 61 2 200/300/400 65.0 [37]
Waldschmidt,2018  f# ] 33 1 62 3 1200~3600 67.0 [41]
ricolinostat
Yee, 2016 S 38 1 63 2 40/80/160/240 55.0 [32]
Vogl, 2017 B 116 4 70/67/65/65 4/5/5/7 40/80/160/240/360 29.0 [36]

* MBI NA: CEBAEA 3K San-Miguel, 2014 FDimopoulos, 2013 BT Hilfi AR08 A HE S 56 20 Bds

A B
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B2 &4 B HDACIS f)JORR



5 43 2

1, % A 2 CIAREEI SR 2 e R 2 BB BB 197N % 2P meta 7387

399

3 & ZHORR Xt H

HAbd, WA 4.

K fa o3t (Begg’ s Kr58) $2738 AR L & 3 A
fay, DLIE 5. BUBHE BT B0, 3B —HERR & TR 55 Y

SR TSR e e BRI, WL 6.

3 it

9T # W], HDACis % RRMM 3 24 %011,
HLiif 5% ¥ R 4. panobinostat 7 R 55 — 3R 1 2

Yy, SERE T HA B HDACIs, 22477 1 G i 2%
S AR, RUTIE A IR, lenalidomide M 25 . AL AE S
<65 % . BEEIRIT 7 F 5 <4 (I RRMM 5 1l PR3

TER = G, panobiostat X RRMM A #E RS 4L

Behf, AR IS I ORR 225240 K . Wolf 45 f1y
— 35 11 9k PR X 56 vh 5 fi ] panobinostat (20 mg
BR300 A 1 NIRBERIr i, iz 2 B

2.5 K ARG Fe BB AT B 2. 53 /b — T KT panobinostat BX &
R®3 3AHAEs —W 1] (%)

WFFE 2 PR St ] JEi5 Wl Z7] kA s> B MR 275 30k

panobinostat
Richardson, 2013 11(20.0) 3(5.5) 11(20.0) 8(14.5) 8(14.5) 35(63.6) [13]
San-Miguel, 2014 10(16.1) 1(1.6) 7(11.3) 37(59.7) 11(17.7) 50(80.6) [14]
Berdeja, 2021 3(9.1) 2(6.1) 6(18.2) 3(9.1) 4(12.1) 20(60.6) [16]
Laubach, 2021 0 0 1(5.0) 9(45.0) 5(25.0) 5(25.0) [43]
Manasanch, 2020 34(72.0) NA 8(17.0) 19(40.0) 25(53.0) 29(62.0) [15]
Suzuki, 2021 7(22.6) 2(6.5) 8(25.8) 7(22.6) 6(19.4) 7(22.6) [18]
Offidani, 2012 NA NA NA 22(71.0) 4(13.0) 11(35.0) [23]
Wolf, 2012 1(2.6) 1(2.6) 2(5.3) 12(31.6) 7(18.4) 10(26.3) [25]
San-Miguel, 2013 10(16.1) 1(1.6) 7(11.3) 37(59.7) 11(17.7) 50(80.6) [27]
Berenson, 2014 0 0 1(2.5) 6(15.0) 6(15.0) 13(32.5) [28]
Berdeja, 2015 3(7.0) 2(5.0) 5(11.0) 9(21.0) 4(9.0) 17(38.0) [29]
Popat, 2016 4(7.0) 0 2(4.0) 15(26.0) 3(5.0) 8(14.0) [31]
Baertsch, 2017 0 NA 0 NA NA 17(85.0) [33]
Kaufman, 2019 2(6.0) 2(7.0) 5(17.0) 6(20.0) 9(30.0) 6(47.0) [42]
Isoda, 2018 2(20.0) 1(10.0) 2(20.0) NA NA NA [39]
Offidani, 2018 3(9.7) NA NA 23(74.2) NA 11(35.5) [40]
Chari, 2017 3(9.4) NA 4(12.5) 19(59.0) 2(5.0) 10(31.0) [34]
Hansen, 2018 7(18.0) 4(10.0) 12(31.0) 6(15.0) 6(15.0) 21(54.0) [38]
Laubach, 2021 146(60.6) 72(29.9) 77(32.0) 50(20.7) 78(32.4) 106(44.0) [17]

vorinostat
Badros, 2009 NA NA NA NA NA NA [22]
Weber, 2012 3(9.0) 3(9.0) 7(21.0) 3(9.0) 0 14(41.0) [24]
Dimopoulos, 2013 52(16.0) 24(8.0) 54(17.0) 89(28.0) 53(17.0) 143(45.0) [26]
Vesole, 2015 0 NA 1(6.0) 9(53.0) 7(41.0) 9(53.0) [30]
Waldschmidt, 2018 NA 1(3.0) 1(3.0) 2(6.0) 9(27.0) 8(24.0) [41]
Voorhees, 2017 6(19.0) 3(9.0) 5(16.0) 12(37.0) 0 15(47.0) [37]
Sanchez, 2017 1(4.0) 1(4.0) 2(8.0) 12(48.0) 5(20.0) 8(32.0) [35]

ricolinostat
Yee, 2016 2(5.0) 1(3.0) 7(18.0) 13(34.0) 2(5.0) 2(5.0) [32]
Vogl, 2017 6(5.0) 2(2.0) 7(6.0) 5(4.0) 21(18.0) 40(34.0) [36]

NA: JeEdi ] 3 HL
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Begg’ s funnel plot with pseudo 95% confidence limits
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Effect of orthokeratology and 0.01% atropine eye drops on myopic correction and tear

inflammatory cytokines in adolescents with low to moderate myopia

LI Wen-ting, HUANG Yu-yin, YE Qin-ying, HUANG Xiao-yan (Department of Ophthalmology, Second Affiliated
Hospital of Guangdong Medical University, Zhanjiang 524003, China)

Abstract: Objective To observe the effect of orthokeratology and 0.01% atropine eye drops on myopic correction,

and tear inflammatory cytokines in adolescents with low to moderate myopia. Methods Ninety adolescents (180 eyes) with
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