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Efficacy and adverse effect of lenalidomide in relapsed/refractory chronic lymphocytic leukemia patient: a

meta-analysis

LIANG Liang, ZHAO Ming, ZHU Yuan-chao, HU Xin, YANG Li-ping*

( Department of Pharmacy, Beijing Hospital National Cewter of Gerontology, Assessment of Clinical Drugs Risk and Individual Application Key
Laboratory, Beijing 100730, China )

[ Abstract] Objective: Efficacy and adverse effect of lenalidomide monotherapy or in combination with anti-CD20 monoclonal
antibody (mAbs) in relapsed/refractory chronic lymphocytic leukemia was evaluated. Methods: We conducted a literature search using
the PubMed/Medline and Embase database, as well as Chinese language databases, including the Chinese Biomedical Literature Database,
and Wanfang. We also searched the Cochrane Library for any recent systematic review on the subject, the ClinicalTrials.gov database, the
websites of European Medicines Agency (EMA) and US Food and Drug Administration (FDA). R software and was used for all statistical
analyses. Results: 17 cohort studies were included in the final analyses. Pooled estimates of cumulative prevalence of total ORR was
42.10% (95%C1:32.41%-52.43%). The pooled ORR in regimen with lenalidomide plus anti-CD20 antibody and lenalidomide mono-therapy
are 60.01% (95% C1, :53.86%-65.86%) and 24.31%(95% C7:16.34%-34.67%) respectively.Cumulative prevalence of neutropenia was
61.98%(95% C1, 54.01%-69.35%). For thrombocytopenia and anemia, cumulative prevalence were 21.33%(95% C7:14.15%-30.84%)and
11.32%(95% CI:8.46%-14.98%) respectively. Moreover, cumulative prevalence of infection rate was33.52% (95% C7:28.99%-38.38%).
Other adverse effect included tumor flare, deep vein thrombosis and fatigue.Conclusion: Lenalidomide is a considerable regimen for
relapsed/refractory CLL patient.
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P (VIP) | #E8pg,  rp ) A 4 B 2 SOk B0 122
(CBM) ; K% ClinicalTrials.gov. &[5z i
B R ( FDA ) FIRK YN 25 5 45 B R EMA ) Il
[F) ) 4T Mesh Fl i i) 6 2 S5 i E A R 94
AbrifE: OPFFEXS R HMANRE (FEB > 18 % );
QT 95 S MR S 25 A8 P VA T8 4 L 1 L 50/
EL A LIk 2R 5 IR 5 58 R A TR E i B2 17
TR B e +CD20 FFEREHUAR ; DWLE AR Ry B A

% (ORR) M R (IMLRF B G A
“PRIAAER” SERIBEE R WA RN ) 3 GF—
AT, AN A BT AT TR 45 5 o HEBR bR
OMFRNANE < 10 N5 QKI5 AL y7 259
s HA Y SR A (JE CD20 Bt ) BeA 4
% QM THMBAREE K EE ., S5
JE ARG BRI RS Ry i 28 2016 4F- 3 A .

1.2 77 %

1210 K &7k il SCEREIE SR SR, R 2 R AfFsR
0 ST DR S SCHR A H R L, HEBR TC SRS, 1
T2 4 S X T A STk R A T R O 1 I 4R EUAH 6 %
o PRI EENFRE: WAL N — B TTRE
KRBy PRI BERE . BEER . A
I A A 2097 R GG B o 2 AL X H AL
Pt 2 DA [R) B 3 e A = AN i — 3K
1.2.2 HEFRHE A0 5 AL 2= R AR th 454 11q A
(5% ) 17p A Pk Itk EL 40 At 1 i i i fE R R P, 4
W2 AR S . IR A STk )
Bl o, 4 R AR L 2 E R T R H
1.2.3 Gt Hr SR R B0 U X 32 OB A7
Meta 53 4T. SRH y * K 505 98 A 9 1] B4 S Jo 1 st
TPPRAs, 5 P>0.1, DIR[0 A AR, e 22
T FABEALRN BT g 9 2 I i 270 i AR 45 SR
KT RS2 (RRR ) MY BAHXH G (RR) 3%
JREENE, XA TR 95% BAE X E] ( 95%CT )",
W B T U E T o

2 H#R
2.1 Xkt R 4R

WA RAFHN 1 501 SChk, P g1 1575,
344 5, EBRERTE, FR 1368 5. it
[5e] 152 SR P A AN 2 5 A B 1 293 R TG SCHiR o
Pl 4% 75 Fe SCHk & S0 , HEBRZE AR SCER 5
ZHHRGE 78, SRIEFHFE ST 16 7, 1A
P EARF 1R, AR/ CREH < 10 L)
115, PR R 3 5. 45 RTen A 3 5D
K Z EEAFE 2 0. BIGAASTIREC R 17 4,
S B SR
2.2 PN WK B AR BoAn T ik R E IR

FIRAN AT 17 T SCHR by SRR B e B 24 B8 ke R
e +CD20 FAFTIG T METER 2 & 18 P bk 8 248 B 1 i s
(AN ST o $RERAN A SCHER 0 K R ARy . 2 E A

- 26 -



R, A5 R R VAT ME TR 52 Jh 1 IR T AR LT RO A RS meta S HT

B R TR MIRYTIENL (PR TR ) U
B Rt 2 2R 485 BRI VE R AR, A STk i gk
AAEE I 1, QAR 17 55 SCHR A0 BE 2R VO RHE B
AR, SCHERBTERPEM Y >5 4y, SCHRT AT .
2.3 Meta 44 &

2.3.1 K RmE KA Egger K50 X4 A 17 5 3C
BRIEAT & R AR K. 08, 17 5 ke p i
4 0.235 8, JLRFMMAAETE.

2.3.2 BABCE EAR 17 5 SCEk T,

R 1A LE BSEARRE

B AL

HST3N, W IR NI HZS (L), RIB
JE Rz + B2 H BPT (L+R ) FRAR B B + Bk K
YL (L+O) o ZRG 17 fe SCHRI AT 45 51, RIS
JEREIRIT B R (R + W) H
42.10% (95%CT: 32.41%~52.43% ) , SR E
(’=791%) , HAKRGERILE 1,

2.3.3 WAL HT K 17 598 A SRR 45 2505 AN
(L HL 24 5 L+CD20 141 ) #4174 4 #ro K

1E& KFWSE] WA SRR IR R FOAPIERZ /% ZRPEENAITITRE AT RE AR mEmE T /1%

Chanan-Khan™ 2006 B 64(42~57) L+R 51 3(1-10) 6 45 44

Ferrajoli" 2008 B 64(49~86) L 27 5 (1-15) > 6 44 59

Ferrajoli, A™ 2009 BAF 59(44~83) L+R 24 2(1-9) 6 37 51

Maddocks, K" 2009 B 57(37~73) L / 4.5(1-9) BiiZa 14 /

Witzig, T. E!'” 2009 A% / L / / / 18 /

Aue, G.I"Y 2010 B 64(36~78) L 30 3(1-7) 2~8 31 58

Badoux, X" 2010 B 62(45~82) L+O / / >3 16 50

Costa, L. J.* 2012 B 65(51~80) L+O 76 2(1-4) / 16 50

Ferrajoli, A. " 2012 BB 64(34~82) L+O 38 2(1-8) / 34 38

Wendtner, C. M™ 2012 BB 65(37~80) L 54 4(1-14) 3~ 52 48

Choi, M. Y. 2013 B 67(53~83) L+R / 2.5(1-7) >7 20 25

Xavier C. Badoux™ 2013 B 62(42~82) L+R 20 2(1-9) 6/15 59 53

Piris-Villaespesa, M.**) 2013 B / L+R 16.7 3(1-5) / 18 87

RossanaMaffei™! 2013 A% 70(45~83) L / 3(1-6) 4 27 33

Maddocks, K.*”! 2014 B 61(31~79) L / 2.5(1-11) / 23 53

Costa, L. J?¥ 2015 B 63(43~80) L+O 67 2(1-4) / 21 62

Wendtner, C*! 2016 B 64.5(32~81) L 41 3(1-11) / 104 49
Study Events Total . Proportion 95%~Cl W(fixed) W(random)
therapy = Combined with anti-CD20 antibody ;
Chanan-Khan{2006) 21 45 ——-— 0.4667 [0.3166; 0.6213] 9.4% 6.9%
Costa, L. J{2015) 10 il — 0.47862 [0.2571; 0.7022] 4.4% 6.0%
Kavier C. Badoux(2013) 39 59 - 0.6610 [D.5261; 0.7792] 11.2% T.1%
Ferrajoli, A.{2012) 23 34 P — 0.6765 [0.4947; 0.8261] 6.3% 6.5%
Chaoi, M. ¥.(2013) 14 20 —_— 0.7000 [0.4572; 0.6811] 3.5% 5.6%
Ferrajoli, A(2009) 25 37 | —— 0.6757 [0.5021; 0.8199] 6.8% 6.6%
Costa, L. J.(2012) G 14 —_— 0.4286 [D.1766; 0.7114] 2.9% 5.3%
Piris=Villaespesa, M.(2013) 11 18 e — 0.6111 [0.3575; 0.8270] 3.6% 5.7%
Badoux, X(2010) 10 16 —_— 0.6250 [0.3543; 0.8480] 3.2% 5.4%
Fixed effect model 264 HE 0.6001 [0.5386; 0.6586] 51.3% -
Random effects model - 0.5994 [0.5302; 0.6648] == 54.9%
Heterogeneity: I-squared=17.5%, tau-squared=0.0322, p=0.2874 !
therapy = Mono-therapy
Ferrajoli(2008) 14 44 —— 0.3182 [0.1861; 0.4758] 8.1% 6.7%
Witzig, T. E{2009) 4 18 —*—-— 0.2222 [0.0641; 0.4764] 2.6% 5.1%
Rossana Maffei(2013) 10 27 — 0.3704 [D.1940; 0.5763] 5.3% 6.2%
Wendtner, C. M.(2012) & 52 — 0.1154 [0.0435; 0.2344] 4.5% 6.0%
Maddocks, K.(2014) 4 23 —_— 0.1739 [0.0495; 0.3878] 2.8% 5.2%
Aue, G.(2010) 5 k| — h 0.1613 [0.0545; 0.3373] 3.5% 5.6%
Maddocks, K.({2008) 1 10 —'—-' 0.1000 [0.0025; 0.4450] 0.8% 2.7%
Wendtrer, C. M{2018) 42 104 —a— 0.4038 [D.3087; 0.5046] 211% 7.5%
Fixed effect model 309 p— 0.2992 [0.2480; 0.3559] 48.7% -
Random effects model - 0.2431 [0.1634; 0.3457] == 45.1%
Heferogeneify: I-squared=65%, fav-squared=0.2989, p=0.0056 :
Fixed effect model 573 4 ; 0.4487 [0.4047; 0.4935] 100% -
Random effects model _ 0.4210 [0.3241; 0.5243] - 100%
Heterogeneity: I-squared=79.1%, tau-squared=0.5635, p<0.0001 o
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ML BZ5EI7 T Z 5 8 5 309 BB #, K
I L+CD20 BLH0iG 97 7 R IL 9 i 264 4 A&
Fo MWE 1AL, SR L+CD20 B HiG 97 7 £ 1
3 E K 60.01% (95% CI:53.88%~65.86% )
MR LB 253697 TR INARCE N 24.31% (95%
CI:16.34%~34.67% ) . M FREEH AL, L+CD20
MYRIT T EWEBIMTLRAGRIT R RH
Altman™" (1) 7 1 6} WA V20 1) 245 W0 3 R dE AT EE
B, XTI E N 2.47 (95% CI:1.67~3.64)
2.3.4 ARV AT SCHRFRE HOR R e i) 75 i PR
TP AS BB N 32 BEATFE M 2 AN R SO, S o i
BRIAAE R . 9% 55 RO A S5 L sl ™ B AN R
N7 1 R A AR 2 W (AR T 2 R v i B AR AR .
I, FRATTRE SRR B B = AN R g i & A AT T

TR, AR K 2~ K 8.

1 (17; 8o Qe S o Va2 Vi /5 A N | (1WA R
I 208 P REAR ) A SR TR 32 i f 8 DL AN B S
XF 13 Fs g A SCHR T At 459 6] 8 BEA T T IR F
FEMEMI G, o, 3~4 vk 0 B e 0 i R R
H N 61.98% (& 3, 95% CI:54.01%~69.35% ) ,
3~4 Gl /R 1 e AR 21.33% (& 4, 95%
CI:14.15%~0.84% ) , 3~4 2% If1 21 % [\ AL 9 & A=
R 11.32% (E5, 95% CI:8.46%~14.98% )

R e {1 Al 2 SR TR B Mg ) ) e BRI AN R R
N Z—o 11 ka9 A SCHERIRGE T 81 411 ] 3 p
3~4 PUB RN R A%, H 33.52% (&6, 95%
CI:28.99%~38.38% ) .

“PRIEAVER”  (tumor flare ) J2& T B 1 19 4

Study Events Total Proportion 95%~Cl Wifixed) W({random)
therapy = Combined with anti-CD20 antibody i
Chanan-Khan(2006) 28 45 —— 0.6222 [0.4654; 0.7623] 10.8% 9.4%
Costa, L. J(2015) 10 21 —'—1'— 0.4762 [0.2571; 0.7022] 5.3% T.1%
Kavier C. Badoux(2013) 43 59 —— 0.7288 [0.5973; 0.8364) 11.9% 89.7%
Farrajoli, A.{2012) 16 34 —_— 0.4706 [0.2978; 0.6487] 8.6% B.7%
Chaoi, M. ¥.(2013) 15 21 "—'— 0.7143 [0.4782; 0.6872] 4.4% 65.4%
Ferrajoli, A(2009) 16 a7 0.4324 [0.2710; 0.6051] 9.2% 9.0%
Costa, L. J.(2012) 11 14 T—'— 0.7857 [0.4920; 0.9534] 2.4% 4.5%
Piris—Villaespesa, M_(2013) 12 24 —_— 0.5000 [0.2912; 0.7088] 6.1% 7.6%
Badoux, X(2010) 8 16 1'— 0.5000 [0.2465; 0.7535] 4. 1% 6.2%
Fixed effect model 27 - 0.5797 [0.5180; 0.6390] 62.8% -
Random effects model 1'- 0.5784 [0.4877; 0.6641] - 68.6%
' geneity: I-sq .2%, tau—sg) 1509, p=0.0414 H
therapy = Mono-therapy '
Wendtner, C. M.(2012) 34 52 1 _— 0.6538 [0.5091; 0.7803] 12.0% 9.7%
Maddocks, K.(2014) 18 23 e 0.7826 [0.5630; 0.9254] 4,0% 6.1%
Maddocks, K.(2009) 5 10 4'—1'— 0.5000 [0.1871: 0.8129] 2.5% 4.6%
Wendtner, C. M(2018) 78 103 | — 0.7670 [0.6734; 0.8446) 18.7% 10.9%
Fixed effect model 188 e 0.7193 [0.6495; 0.7799] 37.2% -
Random effects model ~-:$=- 0.7088 [0.6060; 0.7939] - 31.4%
[ geneity: I-sq 39%, tau-sgq 0834, p=0.1781 !
Fixed effect model 459 <= 0.6346  [0.5877; 0.6792] 100% -
Random effects model ‘=ﬂ‘-"‘ 0.6198 [0.5401; 0.6935] - 100%
Het, ity: I-sq 7%, tau-squared=0.2021, p=0.003 i
| — T 1
0203040506 07 08089
e V=t . 23
& 2 i AR BE e Fe o 3~4 G P 4 sk ) & A2 2R
Study Events Total Proportion 95%—ClI W(fixed) W(random)
therapy = Combined with anti-CD20 antibody :
Chanan-Khan(2008) 18 45 —_— 0.4000 [0.2570; 0.5567] 13.4% 11.1%
Costa, L. J{2015) 4 21 _ 0.1905 [0.0545; 0.4191] 4.0% 8.1%
Xavier C. Badoux(2013) 20 59 —_—— 0.3390 [0.2208; 0.4739] 16.4% 11.4%
Ferrajoli, A.(2012) 3 34 —_— : 0.0882 [0.0186; 0.2368] 3.4% 7.6%
Choi, M. ¥.{2013) 5 21 —_——r 0.2381 [0.0822: 0.4717] 4.7% 8.6%
Ferrajali, A(2009) 4 a7 e 0.1081 [0.0303; 0.2542] 4.4% 8.4%
Costa, L. J.(2012) 0 14 0.0000 [0.0000; 0.2316] 0.6% 2.5%
Piris-Villagspesa, M.(2013) 1 24 —_— 0.0417 [0.0011; 0.2112)] 1.2% 4.2%
Badoux, X(2010) 0 16 e : 0.0000 [0.0000; 0.2059] 0.6% 2.5%
Fixed effect model 27 *f-_..-"-"i 0.2529 [0.1985; 0.3163] 48.7% -
Random effects model —_— 01719 [0.0980; 0.2841] - 64.4%
Heterogeneity: I-squared=68.2%, tau—squared=0.5581, p=0.0015
therapy = Mono-therapy :
Wendtner, C. M.(2012) 17 52 i 0.3269 [0.2033: 0.4711] 14.2% 11.2%
Maddocks, K.(2014) 4 23 —_—— 0.1739 [0.0495; 0.3878] 4.1% 8.2%
Maddocks, K.(2009) 1 10 —_— 0.1000 [0.0025; 0.4450] 1.1% 4.0%
Wendtner, C. M(2016) 49 103 T — 0.4757 [0.3764; 0.5765] 31.9% 12.2%
Fixed effect model 188 —_— 0.3935 [0.3235; 0.4681] 51.3% -
Random effects model _— 0.3054 [0.1730; 0.4802] - 35.6%
Heterogeneity; I-squared=72 3%, tau=-squared=0.3576, p=0.0126 H
Fixed effect model 459 -<1|':3- 0.3209 [0.2753; 0.3702] 100% -
Random effects model -ﬂ:—: 0.2133 [0.1415; 0.3084] == 100%

Heterogeneity: I-squared=73%, fau-squared=0.4887, p<0.0007
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SRR . A7 HRIE O SR R i 5 A R
ARSI CBREAE T MG, EARDESE T, XN
A 12 FRSCHRIG 438 il 3 “RRBIAER R A%
HATIH R, d R WE 6 Fror. kA L+CD20 4
WIT TS “RRAVERT R A% 33.62% (95%
CI:24.58%~44.05% ), Ifii L L2387 Jr &2 “ BRI VE
) KA 12.91% (95% CT:8.72%~18.7% ) » *
FA Altman'™ {05 15 5 954 41 ) 25 90 A SR R
Fode, AEX XU RN 2.60 (95% CI:1.61~4.21) .
o 55 VA1 75 00 ) B i R A R e 2 48 o HR 2 1Y
MR FR R, TG K AR . A RS N RS AN E
UL, ABRA G A AN BB, 25 KA fr . ARFSE

L X7 d SCHR R 317 B4 R R B IR T Y R
DK A = Y e AR R T TR Wil 7 B,
57 FH R B2 B ¥ XE YR &2 & CLL S8 3 i K I 4 19 &
MM 5.94% (95% CT:3.69%~9.43% )

SHAMA R B AR, 9% 55 X8R, (H 3~4
P 55 W23 %) FB A AR T T il ™ A R e . 3~4
PN o7 B R AR ILE 8 (4N A 10 45 3Ciik, 343 4448
F), MN1519% (95% CI:11.59%~19.66% )

3 i1
BTK #5744 € J& F1l PIK3 4 5] 1delalisib
B I PR W R R B el % T MEYR &2 & CLL W Tl .

Study Events Total Proportion 95%—ClI Wifixed) Wirandom)
therapy = Combined with anti-CD20 antibody
Chanan-Khan(2008) 7 45 —— 01556 [0.0649; 0,2946] 16.0% 13.8%
Cosla, L. J(2015) 0 21 — 0.0000 [0.0000; 0.1611] 1.3% 1.9%
Xavier C. Badoux(2013) 9 59 —_—— 0.1525 [0.0722; 0.2699] 20.7% 15.9%
Ferrajoli, A.(2012) 2 34 —— 0.0588 [0.0072; 0.1968] 5.1% 6.2%
Choi, M. ¥.(2013) 3 21 B —— 0.1429 [0.0305; 0.3634] 7.0% 7.9%
Ferrajoli, A{2008) 0 37 — 0.0000 [0.0000; 0.0949] 1.3% 1.9%
Cosla, L. J.(2012) 0 14 — 0.0000 [0.0000; 0.2318] 1.3% 1.9%
Firis-Villagspesa, M.(2013) 2 24 —_— 0.0833 [0.0103; 0.2700] 5.0% 6.1%
Badouy, X(2010) 2 16 —_— 0.1250 [0.0155; 0.3835] 4.7% 5.9%
Fixed effect model 271 = 0.1182 [0.0818; 0.1678] 62.4% -
Random effects model - 0.1182 [0.0818; D.1678] - 61.5%
Heterogeneity: I-squared=0%, tau-squared=0, p=0.4553
therapy = Mono-therapy
Wendtner, C. M.(2012) 5 52 —a 0.0962 [0.0320; 0.2103] 12.2% 11.8%
Maddocks, K.(2014) 5 23 - 0.2174 [0.0746; 0.4370] 10.6% 10.7%
Maddocks, K.(2009) 2 10 : 0.2000 [0.0252; 0.5561] 4.3% 5.5%
Wendtner, C. M{2016) 4 103 -1 0.0388 [0.0107; 0.0965] 10.4% 10.6%
Fixed effect model 188 = 0.1053 [0.0650; 0.1661] 37.6% -
Random effects model -:?—.— 0.1105 [0.0483; 0.2332] = 38.5%
Heterogenelty: I-squared=63.6%, tau-squared=0.5208, p=0.0414 ,
Fixed effect model 459 -€I;> 0.1132 [0.0846; 0.1498] 100% -
Random effects model <-‘7=" 0.1078 [0.0751; 0.1523] == 100%
Heterogeneity: I-squared=25.7%, tav-squared=0.1281, p=0.184 s
I T T T T 1
0 01 02 03 04 05
& 4 (HFRAREE Hie R 3~4 S 2158 (AR & A R
Study Events Total Proportion 95%—Cl Wifixed) Wirandom)
therapy = Combined with anti-CD20 antibody :
Chanan—Khan(2008) 9 45 — 0.2000 [0.0958; 0.3460] 8.4% 10.1%
Xavier C. Badoux(2013) 18 59 —— 0.3051 [0.1919; 0.4387) 14.5% 13.5%
Ferrajoli, A.(2012) 14 34 — 04118 [0.2465; 0.5930] 9.6% 10.9%
Ferrajoli, A{2009) 9 37 — 0.2432 [0.1177: 0.4120] 7.9% DT%
Costa, L. J.(2012) 1 14 - 0.0714 [0.0018; 0.3387] 1.1% 2.0%
Piris—Villagspesa, M.(2013) i} 18 _— 0.3333 [0.1334; 0.5201] 4.7% 6.6%
Badoux, X(2010) 3 16 — 0.1875 [0.0405; 0.4565] 2.8% 4.6%
Fixed effect model 223 - 0.2805 [0.2238; 0.3453] 48.0% -
Random effects model - 0.2747 [0.2081; 0.3531] - 57.5%
Heterogeneity: I-squared=25.3%, tau-squared=0.06, p=0.2354
therapy = Mono-therapy
‘Wendtner, C. M.(2012) 22 52 - 0.4231 [0.2873; 0.5680] 14.8% 13.6%
Maddocks, K.(2014) 5 23 ——— 0.2174 [0.07486; 0.4370] 4.6% 6.7%
Maddocks, K.(2009) 4 10 —_——— 0.4000 [0.1218; 0.7376) 2.8% 4.5%
Wendtner, C. M{2016) 42 103 TR 0.4078 [0.3120; 0.5090] 28.9% AT.6%
Fixed effect model 188 — 0.3923 [0.3244; 0.4646] 51.0% -
Random effects model —_—— 0.3914 [0.3214; 0.4660] = 42.5%
Heterogeneity: I-squared=3.1%, tau-squared=0.0037, p=0.3772
Fixed effect model 411 - 0.3352 [0.2899; 0.3838] 100% -
Random effects model _ 0.3150 [0.2545; 0.3825] - 100%
' geneity: 1-sq .39.7%, tau-sq 0908, p=0.0838 i
| I S B B B R
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Study Events Total Proportion 95%~Cl Wifixed) W(random)

therapy = Combined with anti-CD20 antibody
Chanan-Khan({2006) 23 45 0.5111 [0.3577: 0.6630] 15.8% 10.5%
Costa, L. J(2015) 9 21 0.4286 [0.2182; 0.6598] 7.2% 8.9%
Xavier C. Badoux(2013) 16 59 0.2712 [0.1636; 0.4027) 16.3% 10.6%
Ferrajoli, A.(2012) 8 34 0.2353 [0.1075; 0.4117] 8.6% 9.3%
Ferrajoli, A(2012) 9 37 0.2432 [0.1177; 0.4120] 9.5% 9.6%
Costa, L. J.(2012) 8 14 _— 0.5714 [0.2886; 0.8234] 4.8% 7.8%
Piris-Villaespesa, M.(2013) 8 24 0.3333 [0.1563; 0.5532] 7.5% 9.0%
Badoux, %(2010) 2 16 0.1250 [0.0155; 0.3835] 2.5% 57%
Fixed effect model 250 0.3426 [0.2839; 0.4064] T2.1% -
Random effects model 0.3362 [0.2458; 0.4405] - 71.3%
Heterogeneity: I-sq 1%, tau-sq #=0.2237, p=0.0194

therapy = Mono-therapy

Wendtner, C. M.[2012) 5 52 0.0862 [0.0320; 0.2103] 6.3% 8.6%
Maddocks, K.(2014) 1 23 0.0435 [0.0011; 0.2195] 1.3% 4.0%
Maddocks, K.(2009) 2 10 0.2000 [0.0252; 0.5561] 2.2% 5.5%
Wendtner, C. M{2016) 15 103 0.1456 [0.0839; 0.2288] 18.0% 10.7%
Fixed effect model 188 0.1291 [0.0872; 0.1870] 27.9% -
Random effects model 0.1291 [0.0872; 0.1870] == 28.7%
Heterogeneity: I-squared=0%, tau-sq p=0.4715

Fixed effect model 438 0.2685 [0.2254; 0.3164] 100% -
Random effects model 0.2546 [0.1738; 0.3565] - 100%

ity: I-sq 3.8%, tau-sq 4913, p<0.0001
0.8
S i <P > 327
Bl 6 i ARARE B “WRRAE" Mk

Study Events Total Proportion 95%~-Cl Wifixed) W(random)

therapy = Combined with anti-CD20 antibody

Chanan-Khan(2006) 2 45 0.0444 [0.0054; 0.1515] 12.4% 12.4%

Costa, L. J(2015) 0 21 0.0000 [0.0000; 0.1611] 3.2% 32%

Xavier C. Badoux(2013) 1 59 0.0169 [0.0004; 0.0909] 6.4% 6.4%

Chaoi, M. Y.(2013) 3 21 0.1429 [0.0305; 0.3634] 16.7% 16.7%

Badoux, X(2010) 1 16 0.0625 [0.0016; 0.3023] 6.1% 6.1%

Fixed effect model 162 0.0610 [0.0299; 0.1206] 44.8% -

Random effects model 0.0577 [0.0259; 0.1237] - 44.8%

ity: I-sq 6%, tau-sq . 1455, p=0.3148

therapy = Mono-therapy

Wendtner, C. M.{2012) 3 52 0.0577 [0.0121; 0.1595) 18.4% 18.4%

Wendtner, C. M{2016) 6 103 0.0583 [0.0217; 0.1225] 36.8% 36.8%

Fixed effect model 155 0.0581 [0.0305; 0.1078] 55.2% —

Random effects model 0.0581 [0.0305; 0.1078] - 55.2%

Heteragenaity: I-sg  lal-5q , p=0.9888

Fixed effect model 7 0.0594 [0.0369; 0.0943] 100% -

Random effects model 0.0594 [0.0369; 0.0843] —-— 100%

Heterogeneity: I-squared=0%, tau-squared=0, p=0.5759

1
0 0.050.10150.20.250.30.35
D vz 3 R
B 7 PRI R e A6 e A T ) g
Study Events Total i Proportion 95%~—Cl Wifixed) W(random)
therapy = Combined with anti-CD20 antibody '

Chanan-Khan(2006) 4 45 —_— 0.0889 [0.0248; 0.2122] 9.3% 11.1%
Costa, L. J(2015) 0 21 L— 0.0000 [0.0000; 0,1611] 1.2% 1.9%
Xavier C. Badoux(2013) 8 59 —R— 0.1356 [0.0604; 0.2498] 17.6% 17.2%
Choi, M. Y.(2013) 1 21— 0.0476 [0.0012; 0.2382) 2.4% 3.6%
Ferrajoli, A(2012) [ 37 —— 0.1622 [0.0618; 0.3201] 12.8% 14.0%
Piris-Villagspesa, M.{2013) 8 24 — 0.3333 [0.1563; 0.5532] 13.5% 14.6%
Fixed effect model 207 _ 0.1549 [0.1080; 0.2172] 56.8% -
Random effects model _ 0.1385 [0.0764; 0.2380] - 62.4%
Heterogenelty: I-squared=53.2%, tau=-squared=0,3315, p=0.0578 3
therapy = Mono-therapy ;

Maddocks, K.(2014) 4 23 e EE— 0.1738 [0.0495; 0.3878] 8.4% 10.4%
Maddocks, K.(2009) 1 10 —_——— 0.1000 [0.0025; 0.4450] 2.3% 3.4%
Wendtner, C. M{2016) 15 103 - 0.1456 [0.0839; 0.2288] 32.5% 23.8%
Fixed effect model 136 - 0.1479 [0.0974; 0.2183] 43.2% —
Random effects model _ 0.1479 [0.0974; 0.2183] - 37.6%
Heterageneity: I-sq 0%, tau-squared=0, p=0.858 ;

Fixed effect model 343 ﬂ:} 0.1519 [0.1159; 0.1966] 100% -
Random effects model - 0.1485 [0.1049; 0.2061] - 100%

Heterogeneity: I-squared=27.5%, tau-squared=0.0947, p=0.2001
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BAEREIIER LR ER LT, MERE LR
CLL M8t = B 8 iR 97 F B RIREM + CD20
BBUAE A 2015 fZ NCCN $5 R #EFE (0 H T HEvR &=
& CLL WIIGYT 20, D& TR B B e 1y e DR 3 36 245
RAFTES 22 5 B JC & 1k AB B e F F XA
Z Kk CLL MKMW A RN, ABE5EH,
L+ CD20 F 4R J7 MEIR & & CLL 1 2 A 3F N
42.10% (95%CI: 32.41%~52.43%) , FHtEE R,
A I H AR 45 2505 %6 (L Hi2hs L+CD20 4t )
SRS, L+CD20 Sl 20 5 5 Pk B 55
ik, 10 L B2y SRt (1P=65%) o H bk
SR, 5 CD20 B4 A I H R, CD20 H4it
YRR IR TR 7 R e g PR R (L+CD20 H
P, r=17.5%) .

Fe B ANl 45 25 5 2 vl WL, >R A L+CD20 B4t
BT RNBAEUELEENT LOGIRIT %
(60.01% vs 24.31%, RR 2.47) . A » 85,
SR e AT LA 3t 390 CD20 B AR HT A 4
fiigE (ADCC ) 1 F M3 I CD20 HHT 97 34
X ZH GRS REZ —,

et 28 JLAE T, FDA i BTK 35 57 4K &
B e BY R PIK3 41l ¥ Idelalisib™ FF iR & &
CLL M—Z3Ay7, MoRIMEE T HUG . (HaX 22y
1E 7 T Ife 25 T 24 1) 8, X Idelalisib fif 24 /955 A Al
PAE ARG AT AR, 1T R 55 e T 245 11
BB Wk = A 800697 F- B . 7R IR E B e inyT
PR JE DA, B4 AR a5 A3 R R T B Y
I, X RRSE AP J0 7k AR A58 25 1) R ) f 3 Bt it
AT A, AR e i R R A
BT F B

SR TIS FEE iz (AN R g A X A, HLL R o PR A 2
AR FEE R 3-4 F Ml RG0SR R
Herp O DA s 20 B D e A R i - A SCHRARGE
5 CD20 HA50-G AT LA IR B e i 25300 AS R
NI VAT HE N o K SCHER PR R TS RSO 4%
KPR WA TR, B e
Ab, HAMR RN 7E AN 4 (8] 35 00 (B 3 1 22 5
Pinto %5 BN, BB O ORIR B M A6 T T &
JE B CRREAMERT 5T ROEM G, X AT BEtL R AE
K L+CD20 37 MM E R, “BUEIER"
Yk 2 E TR LSRG I R A JE A

EHETPWAFAEE —EWMREE, Bk ORR 4h,

BE MY JE WA e (it A, BE
S ) R PPO S8 Rk A B 2R bR . i TR
AR B — O R H W A A O, R TE ik
HORIREENE + CD20 FHT 7 A A Ar 8l . TR
I, SOk B fi R HAAR R 2 2550 &, Dk, ok
B S8 25 2550 i BRIy A RS T meta 20T AR,
15 L B2 A AR b, Bt ds
(1/=65% ) , I RIS 1 TR L e 23 245 59) 5t Ay 58
ZENGIERR, BT LT P ITiE .
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