Apremilast A [F] 24577 Z2 1697 5 8 9k < 19 R IV I7 88028 4 1 1)
RGP

ENF O BLARALBEE 2L Ra  TERV(LERERAFHEER G2H, I FN
646000;2. B R EA A% %, W) FN 646000;3. E X ERARERANA, K %8 402460;4.
HEEMAZNEERIEEEA, T EFN 646000

hE4%S  R751.05;R758.4" XEARERE A XEHS 1001-0408(2018)21-2985-07
DOI  10.6039/j.issn.1001-0408.2018.21.24

W B B ALIRN Apremilast RF A 25 F ES TR R AT LT A A g QIRTERRER ST EHNE L HR
B OFAR), ikt ANk T HE LR P BT A CSIEE P B A E S k4 &  PubMed . Embase . Ebsco #= Co-
chrane B 45 48 | “www.clinictrials.gov” % , # & B FR ¥ 4 FA¢ £ 2018 5F 3 A 27 B K% R F A 25 75 % 69 Apremilast (X 3440 ) 4F bt
B RE (L) 8 97 45 g 55 KT R [3X 3] £ B U 9% 5 4 (ACR) 3 AR /B BEA2 . =20% (ACR20) %9 % 3 b4 (ACR20 2
A Ak ARAE 17 B2 gk 45 2 (HAQ-DI) 3 4 | Fe 2 4ot (R BORURL & & &) 09 FE AU B X 35 (RCT) , 3T 4F & A NARE 69 16 R AT R
BT R BRI A A RIS , R A RevMan 5.3 43t 8 AR 34T Meta 5 4. 45 R HAAN 6 AT, A3t 2 443 4] B % . Meta 5 #7 4
REF,ANBAEA, LT AH 16 B K24 A, B HF 40 .60 mg & F 69 ACR20 & 4 F HAQ-DI 4 tbix, £ F ¥ Liit &L
(P>0.05); H #] % 40 mg %9 & # M B [OR=0.69,95% CI1(0.50,0.95) , P=0.02] . sk 5 [OR=0.65,95%CI(0.44,0.95) , P=0.03]. &
S [OR=0.56,95%CI1(0.40,0.77) , P=0.000 5149 & & F 2 ZA& T B 7 F 60 mg ey £ . MAHIMEA AR B HF(40 mg) F,qd
2 bid & & 49 ACR20 2 4 % HAQ-DI# 4 R B R MK A Rk, £ FH A% FEL(P>005), AFEEA, % B HE 440 mg

B, 4525 16 J8 = 24 B % 289 ACR20 2 A% HAQ-DI #4514z, £ 33 R4t 3 & L (P>0.05); % B #3460 mg i, 22%(16\F
B H 09 ACR20 B A R B %3 T 425 24 FI[OR=1.35,95%CI(1.08,1.71) ,P=0.01],42 HAQ-DI #F 9}t 3% , £ Ffa B P=
0.78), ALHC RN S AT K I, B b 3 F RS K A BT R G , 7542 0 16 A BT, B 7% 40 mg % % 49 ACR20 Al £ 338 # ¥eT B #] % 60

mg % % F[OR=0.71,95%CI1(0.55,0.92) ,P=0.02]; L A 2 R AR R A K. £ Apremilasp? /4% B W% T %, B #0% 60 mg 57
42 B ## 40 mgﬁ{i%,{ﬂlﬁﬁﬂé}ﬂ%Hn‘l‘ﬁlié%,ﬁﬁt%%&ﬁﬁ:ﬁi%%;16)%&‘3#‘?% 5 : , 0 2] 18] 3 K ST R 235 Ay
Xz |

(&
AL AR 2 T A B 45 A R B A MK 2R AR B T fige FW L &2l KT A AR
KA 4B R X T K Apremilast; FEAULX PR IX I ; Meta 547 ; o 2 0 &

Therapeutic Efficacy and Safe of { iﬁ gge egimens of Apremilast in the Treatment of Psoriatic
Arthritis: A Systematic Rey, \

GONG Xiaofang'g G"Q, HE Chengsong', FENG Bimin’, YE Yun®, ZOU Yuhong', WANG Guojun' (1.
Dept. of; ffiliated Hospital of Southwest Medical University, Sichuan Luzhou 646000, China;2.

Chongging Rongchang District People’s Hospital, Chongging Rongchang 402460, China;4.Dept. of Rheumatology
and Immunology, the Affiliated Hospital of Southwest Medical University, Sichuan Luzhou 646000, China)

ABSTRACT OBIJECTIVE: To systematically evaluate therapeutic efficacy and safety of different dosage regimens of apremilast
in the treatment of psoriatic arthritis, and to investigate the optimal dosage regimens (dose, frequency of dosing, treatment
course). METHODS: Retrieved from Wanfang database, VIP, CJFD, CBM, PubMed, Embase, Ebsco and Cochrane library,
“www.clinictrials.gov”, randomized controlled trial (RCTs) about therapeutic efficacy [the proportion of patients with ACR scoring
criteria improvement degree=20% (ACR20 response rate) ; HAQ-DI score] and safety [the incidence of adverse drug event] of
different regimens of apremilast (trial group) versus placebo (control group) in treatment of psoriatic arthritis were collected from

database establishment to March 27, 2018. After quality evaluation and data extraction for clinical studies meeting inclusion

criteria, Meta-analysis was performed by using RevMan 5.3
statistical software. RESULTS: Totally 6 studies were
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analysis showed that for daily dose, there was no statistical
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course was 16 weeks or 24 weeks (all P>0.05). The incidence of diarrhea [OR=0.69, 95% C1(0.50,0.95), P=0.02], headache
[OR=0.65, 95%CI(0.44,0.95), P=0.03] and nausea in patients with daily dose 40 mg were significantly lower than patients with
daily dose 60 mg. For dosing frequency, there was no statistical significance in ACR20 response rate, HAQ-DI score or the
incidence of ADR among patients receiving same daily dose (40 mg) once a day or twice a day. For treatment course, when the
daily dose was 40 mg, there was no statistical significance in ACR20 response rate and HAQ-DI score between 16 weeks and 24
weeks (all P>0.05). When the daily dose was 60 mg, ACR20 response rate of patients receiving 16 weeks of treatment was
significantly higher than that of patients receiving 24 weeks of treatment [OR=1.35, 95% CI(1.08,1.71), P=0.01]; there was no
statistical significance in HAQ-DI score (P=0.78). Sensitivity analysis showed that after excluding the studies with great
heterogeneity, when treatment course was 16 weeks, the response rate of ACR20 in patients receiving daily dose of 40 mg was
significantly lower than those receiving daily dose of 60 mg [OR=0.71, 95% CI(0.55,0.92) , P=0.02]. There was no significant
change from the original results. CONCLUSIONS: For apremilast in the treatment of psoriatic arthritis, therapeutic efficacy of
patients receiving daily dose of 60 mg was better than those of patients receiving daily dose of 40 mg; as the extension of
medication time, the advantage gradually weakened. 16 weeks of treatment course may be enough. Prolonged medication duration
did not significantly increase therapeutic efficacy. For specific dosage regimens, individual differences, compliance and financial
burden should be taken into account. The above results need to be verified by more high-quality clinical studies.
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PALACE-3 48 169 45 169 246% 1.09(0.68,1.76] T
PALACE-4 49 175 51 175 281%  0.95(0.58,1.50 -
Total (95% CI) 675 675 100.0%  1.15[0.91,1.45] >
Total events 209 190
Heterogeneity: Ch*= 1.21, df = 3 (P = 0.75), F= 0% ym o ry 00

Testfor overall effect Z=1.13 (P = 0.26)

Favours [experimental] Favours [control)
A H 40 mg, ACR20 B %

16w 24w Ihln Dhﬂ'mm Mean Difference
tudv or Subaroup _ Mean D Total Mean D 2d IV, Fixed
PALACE-1 -0.198 04647 163 -0.211 04762 |83 23 55 ﬂm l-0 08, 0.1 |ﬂ
PALACE-2 -0.157 04426 159 -0.165 0.4666 159 24.6% 0.01[-0.09,0.11)
PALACE-3 <0131 04303 163 -0.137 04495 164 27.0% 0.01[-0.09,0.10)
PALACE-4 -0.156 04617 175 -0.156 04868 175 24.9% 0.00[-0.10,0.10
Total (95% CI) 660 661 100.0% 0.01(-0.04,0.06]

Heterogeneity: ChP*= 0.03, df= 3 (P = 1.00); F= 0%

Testfor overall effect Z= 0.26 (P= 0.78) 00 50 100

Favours [experimental) Favours lcorwoll

B. H 4 40 mg, HAQ-DI -4

16w 24w Oddzmﬂo Odds Ratio
tudy or Subaroup _ Events Total Events Total Weight M 5% MH, Fix
PALACE-1 64 168 59 168 204% 114 [o 73 177 —+—
PALACE-2 52 162 40 162 218%  1.44(0.89,2.34] ™
PALACE-3 68 167 52 167 248%  152(0.97,2.38] ™=
PALACE-4 54 176 43 176 240%  1.37(0.86,2.19] ™
Total (95% CI) 673 673 100.0%  1.35[1.08,1.71] &
Total events 194
Heterogenety: Chi*= 0.91, df = 3 (P = 0.82); P= 0% ™ o ry 100

Testfor overall effect: Z= 2.57 (P = 0.01) Favours [experimental] Favours [control]

C. H 4t 60 mg, ACR20 %4 %

16w 24w Mean Difference Mean Difference
tudv or Subaroup  Mean SD_Total Mean SD_Total Weiaht IV, Fixed, 95% IV, Fixed
PALACE-1 0244 0459 158 -0.258 04707 161 238% 0.01(008,012
PALACE-2 -0.193 04393 154 -0206 04616 154 24.4% 0.01(008,0.11)
PALACE-3 -0192 04288 160 -0.192 04479 161 269% 000(0.10,0.10]
PALACE-4 -0.205 04643 176 -0.207 04895 176 248% 000(0.10,0.10]
Total (95% CI) 649 652 100.0% 0.01(0.04,0.06)
Heterogeneity: ChP'= 0.0, df= 3 (P=1.00); F= 0% Ho 5 5 700

Testfor overall effect Z=0.28 (P = 0.78) Favours [experimental] Favours [control]

D. H %4 60 mg, HAQ-DI #-43

B3 fri2tbiE Meta 17 ZR AR E
Fig 3 Forest plot of Meta-analys1s 0f t t
course comparison

24 BB &
SBRIG A F 45

PE5t %l[ﬁfllﬁﬁ)m“‘F JTHE 16
ST 40 mg M 9 ACR20 i 2 2845 H 51 5 60
gE%WEE[OR 0.71,95%CI1(0.55,0.92) , P=0.02];
HARGE R 5 IR E5 RICW] i 22 5 UL WA T 45 e e
PEARXT AT

3 itig
RIR RGN Ty A 6 T RF 5T, SCHR TR .

BRI, 5 %EFM EE , Apremilast G 12 & $27 ACR20
PRI HAQ-DIPF4Y . 1445 5 Qu XY 25 [ FERI
EUF Y — 2, R Apremilast 357 4R JE IR ST R A H
BRI RANEL

AR 257 %, N H RIS I 16 Jl e, H 5l
40 mg 1Y) ACR20 L 2 Z B AR T H 5 5t 60 mg, {H 22 5 G
Giitr i L (P=0.24) ; 76 HAQ-DI¥-J3 Jr Tl , H 5 & 40
mg ¢ H 5 60 mg W40 22 (HH: PAEAL T IR FHE (P=
0.05) , IZZE A FHT KEEA S — W5 m LA SIE . 7
Tk 24 JEIB, H 54 40,60 mg F35 1) ACR20 L 2% |
HAQ-DI P-4 b8, 2 F ¥ i geit# 2 L (P >0.05)
H 75 40 mg MR FIETE S0 B0 S8R RN & A %
LT H R 60 mg IR . DA S5 IRRR, YT e
(16 J8) , H 74 40 mg 48 H 71 2 60 mg I PRI 7 4508 2,
BE P24 I [R] Y A8 (24 J]) , H5AEE 40 mg 8¢ H 5| 2 60
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mg A7 AL IR R T R0, 3k FH 2905 %1 7, A IR) E 5
(40 mg) T, bid Fi 24 75 22 1) ACR20 I 2 B A1 T qd
R, ZERTGTFEE X (P=0.36) (HAE R AR H
CUR RS T W] BE AT Ge 24 X5 i qd
5 bid 8 F 1 HAQ-DI P43 A R I & A T, 22 5
BTS2 1 X (P>0.05) . 4547 I R 36 26
HRMRMAE, AT LR qd I FAZY T %6 . (BN A B ST
AL IR FE 05 Je qd 1 FH 2405 58 , BLARIX 0 RCT i it AH
XL AT S R . IR, Y H R
h 40 mg i, 4524 16 J5 5 24 J& H & B9 ACR20 i 245K |
HAQ-DITF43 FbA, 2 R TG it2¢ 2 X (P4 >0.05) ;
M H FI R 60 mg I, 2524 16 5 H % 1 ACR20 [ & %
WEETHZE 245 (P=0.01),/H HAQ-DI P43 b4, 22
SR EE X (P=0.78) . 45 RILR k3] —E WJ7
FEIG 257 RO AN 2 WA FH 25 (R A AT .
File = 4525 16 JH 1) & B, ok AR 25 16 7
24 MR EER . —BORUL, A TR Y7 I ] 4E K
W)Ul KRBTSR B 2 4
AR B IN . $ 78 Apremilast 38 J7 16 J& A] BUAS il 297
Ao AR BUBAE A B, SRR S M B K 5 )
SF AR Jy 16 I, H #) 40 mg B3 1 ACR20 [ 24 3 %
FHALT H A5 60 mg (19 E& (P=0.02) ; HARZIRTCH 2
BB
AR FAFAE— 22 (R SR BRAE : (1) AN A BB ST KD 38
T Z 1Y RIS E R 5 (2) HAQ-DI P43 == W, IR i
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Academic Team Study on Traditional Chinese Medicine in the Treatment of Stroke Based on Bibliometrics
and Social Network Analysis
LI Youwei,SUN Ling,LI Xin,JIANG Yinjie(Library, Hubei University of TCM, Wuhan 430065, Ch

ABSTRACT OBJECTIVE: To provide reference for Traditional Chinese Medicine in the treatment o str 1ca1 study.
METHODS: Through bibliometrics theory and social network analysis methods, related hte b TCWI in the treatment of
stroke were retrieved from CNKI, Wanfang, VIP database during Jan. 20 e orting bibliography, the

bibliographic information statistical analysis tool SATI3.2 was used author®s 1nformat10n The candidates of the core

authors were determined according to the Price’s law. The soci

draw the core authors diagram, mine core academlcgr.wut

coid

aticnts with active rheumatoid arthritis: a clinicaltrials.gov/ct2/show/NCT01212757?cond=NCT

s software Ucinet 6.0 and Netdraw were adopted to

in the treatment of stroke and summarize academic thought
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