>t

REE EZ BT E T B A RBEAB M X L2 MR meta 4T
INERR, @Al R Cumm ARERZEM, K 300121)

WE: BY MR CXEROZRE R A LA B W67 F LIk E BUK B R B 6] kAT meta 5047, ML
HEENFHARGERRTRTATR Y., 55% it FH4 % MEDLINE. EMBASE. Cochrane library. Wanfang #= CNKI
FEIEE, IANBR R REE AT B A6 77 F LA R E KR F AR SR F 57 B AL BRI B8, 24T meta 5047 .
W 2 LR AR A LAk, SRR AR, KA Jadad BEIFFANRBRN T EFRE. XA L RBLTHR
B R, AR RO B AR A AR, R AN T AL RRKEE, .45 1 810 4 F Zfadk R ALK
BB R BE. Meta p MR 2T, 2T LM RAL, QW7 EFMTTRENERERELEF LG
# & L [OR=1.04, 95%CI(0.84, 1.29), 7Z=0.38, P=0.70]; W& KTt EHMiF TREW I REREEZFRGITFEL
[OR=0.96, 95%CI(0.72, 1.28), Z=0.26, P=0.80]; AWM F TIFEEFMIFTTRENHRENFELRORERFALLTFE
X [OR=0.96, 95%CI(0.70, 1.31), Z=0.27, P=0.79]. %%}, ZFEFHE5ATRAMALERRR L ERL LR T @A S
[OR=0.89, 95%CI(0.69, 1.15), 7Z=0.89, P=0.37], {2iA3t5& % 20 & # SRR LB B (CPK) I &bk ) & T I8 20, 2R A
%it & L [OR=1.95, 95%CI(1.04, 3.65), Z=0.208, P=0.04]. &t {477 ¥ LMMRE KR IMERLE T, Hit
FEEAHME T A EEERLMATREY, HHRRRE T CPK 497t S B35 35 FaIBM, (28 F Bkt &4,
KAE ARG AL G A BB X Bk 8t — F I iE A 1 3,

A RieEE, REAKALE AL, meta SHF

FESES: RI69.4 XHkFRERE: B XEHS: 1007-7693(2019)06-0733-06

DOI: 10.13748/j.cnki.issn1007-7693.2019.06.018

SIAARI: ANFM, S, $E RIeELTLHF LR R AL R AR A meta S]] T EIAKE AL,
2019, 36(6): 733-738.

Efficacy and Safety of Daptomycin in the Treatment of Complex Skin and Soft Tissue Infections: a Meta
Analysis

SUN Xiuying, GAO Liang, JIANG Yuan'(Department of Pharmacy, Tianjin Union Medical Center, Tianjin 300121,
China)

ABSTRACT: OBJECTIVE A meta analysis of the published literature on the efficacy and safety in patients with skin and soft
tissue infections caused by Gram-positive infections treated with daptomycin versus comparator drugs. METHODS Meta
analysis was applied to analyse data which were collected from MEDLINE, EMBASE, Cochrane library ,Wanfang Data and
CNKI. Randomized controlled trials the efficacy of compared daptomycin and the comparator drugs in the patients with skin and
soft tissue infections caused by Gram-positive infections were eligible for inclusion. Two investigators independently screened
the literature, assessed the quality and extracted the data. The methodological quality of trails was assessed by the Jadad-scale.
Chi-square test was employed to examine heterogeneity. Fixed effects model or random effects model were used to pool the data.
RESULTS Seven randomized controlled studies comparing daptomycin with the comparator drugs were analyzed, including
1 810 patients with skin and soft tissue infections caused by Gram-positive infections. The results of meta analysis showed that
daptomycin compared with the control group, there was no significant difference in clinical cure rate of patients with
intention-to-treat treatment after follow-up[OR=1.04, 95%CI(0.84, 1.29), Z=0.38, P=0.70]; there was also no difference in
clinically evaluated patients at the test-of-cure visitfOR=0.96, 95%CI(0.72, 1.28), Z=0.26, P=0.80]. With respect to
microbiological treatment success, daptomycin had no more effective than the comparator drugs in microbiologically evaluated
patients at the test-of-cure visitfOR=0.96, 95%CI(0.70, 1.31), Z=0.27, P=0.79]. Treatment with daptomycin was not associated
with more adverse effects comparing with the comparator drugs[OR=0.89, 95%CI(0.69, 1.15), Z=0.89, P=0.37]. However, there
was a significant difference in the growth of creatine phosphate kinase(CPK) in daptomycin group[OR=1.95, 95%CI(1.04, 3.65),
Z=0.208, P=0.04]. CONCLUSION Daptomycin is equivalent to vancomycin or the other comparator drugs in treatment of
patients with skin and soft tissue infections caused by Gram-positive infections, and the growth of CPK is significantly higher
than that of control group. Furthermore, rigorous designed large sample size randomized double blind clinical trials are required
to demonstrate and support this conclusion.

KEYWORDS: daptomycin; skin and soft tissue infections; meta analysis
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Tab. 1 Main characteristics and therapeutic regimen of RCTs included in the meta analysis
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Note: A-semi-synthetic penicillin: oxacillin, cloxacillin, flucloxacillin; B-enzyme-resistance penicillin: cloxacillin, nafcillin, oxacillin, flucloxacillin; @

—clinical treatment success in ITT patients at the test-of-cure visit; @—clinical treatment success in clinically evaluated patients at the test-of-cure visit;
(®-microbiological treatment success in microbiologically evaluated patients at the test-of-cure visit; @-occurrence ratio of ADR.
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A daptomycin Control Odds Ratio Odds Ratio
Study or Subgroup _ Events Total Events Total \Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
Ailkawa 2013 61 71 17 21 2.2% 1.44[0.40,5.15] _—[l—
Arbeit 2004 382 534 397 558 BB.E% 1.02[0.78,1.33]

Katz 2008 36 48 42 48 6.3% 0.43[0.15, 1.26] - 1

Konychey 2013 65 a0 29 40 4.4% 1.64 [0.67, 4.01] N

Pertel 2009 47 a1 46 52 2.2% 1.53[0.41,5.79] - 1

Quist 2012 65 97 58 92 11.8% 1.19[0.65,2.17] T

Shaw 2015 14 a0 15 a0 6.5% 0.91[0.38, 2.158) - T

Total (95% CI) 931 861 100.0%  1.04[0.84,1.29] L 4

Total events 670 604

Heterogeneity: Chi*= 4.50, df= 6 (P = 0.61); F= 0% :um 0?1 1:0 100:

Test for overall effect: Z=0.38 (P=0.70)

Favours [experimental] Favours [control]

daptomycin Control Odds Ratio Odds Ratio
B Study or Subaroup _ Events Total Events Total \Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ailkawa 2013 45 55 16 19 4.5% 0.84[0.21, 3.46]
Arbeit 2004 372 446 384 456 BB3% 0.94 [0.66, 1.34]
Katz 2008 32 39 37 39 T.0% 0.25[0.05,1.29] B
Konychey 2013 65 73 25 30 41% 1.63 [0.49, 5.44] N
Pertel 2009 47 50 46 51 2.9% 1.70[0.38, 7.54] I
Quist 2012 53 58 41 47 41% 1.55[0.44, 5.44] -1
Shaw 2015 14 49 15 50 11.2% 0.93[0.39, 2.22] .
Total (95% CI) 770 692 100.0%  0.96 [0.72,1.28] L 2
Total events 628 564 . . . .
Heterogeneity: Chi*=4.53, df=6 (P=0.61), F=0% ID.EI1 IJ!1 1'0 1DUI

Testfor overall effect: Z=0.26 (P = 0.80)

B2 #HEFS5EAGYGERETE LR
A-ITT &35 B-IGIR VP4l B 3.

Favours [experimental] Favours [control]

Fig. 2 Comparison of clinical cure rate between daptomycin and control drugs

A-ITT patients; B—clinically evaluation patients.

daptomycin Control Odds Ratio Odds Ratio
Study or Subagroup _ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ailkawa 2013 31 54 ] 19  7.5% 1.44 [0.50, 4.09]
Arheit 2004 309 365 340 396 641% 0.91 [0.61,1.36]
Katz 2008 28 44 39 48 17.4% 0.40[0.16, 1.04] —
Konychey 2013 a4 65 23 27 7.0% 0.85[0.25, 2.96] I R
Pertel 2009 16 22 7 14 3.0% 2.67[0.65, 10.88] ]
Quist 2012 56 57 39 43 1.0% 5.74[0.62, 53.37]
Total (95% CI) 608 547 100.0%  0.96 [0.70,1.31]
Total events 494 457 . ) . )

Heterogeneity: Chi*= 8.36, df=8 (P =0.14); F= 40%
Test for overall effect Z=0.27 (P =0.749)
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Favours [experimental] Favours [control]

Fig.3 Comparison of total cure rate between daptomycin and control drugs
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A daptomycin Control Odds Ratio Odds Ratio
Study or Subgroup _ Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
Ailkawa 2013 19 a8 B 22 61% 0.73(0.25 2.13] j.r
Arbeit 2004 94 534 119 558 78.0% 0.79 [0.58, 1.06]
Katz 2008 20 48 11 48 52% 2.401[0.99,5.82] —
Konychey 2013 1M 80 i} 40 4.7% 1.12[0.36, 3.46] N
Pertel 2009 3 a1 1 a2 0.8% 319[0.32 31.70]
Shaw 2015 4 a0 7 50 5.2% 0.53[0.15,1.95] - 1
Total (95% CI) 851 770 100.0%  0.89[0.69,1.15]
Total events 151 149 | . ) )
- 2 = = = R= T T T T 1
Teetfor averall et 22 088 o 007) bor o1 i
Favours [experimental] Favours [control]
Daptomycin Control Odds Ratio Odds Ratio
B Study or Subgroup _ Events Total Events Total Weight IM-H. Fixed, 95% CI M-H. Fixed, 95% CI
Ailkawa 2013 8 88 222 194%  1.00([0.20,5.08] I
Arbeit 2004 15 534 10 558 63.2% 1.58[0.71, 3.56] ——
Katz 2008 4 48 0 48 3.0% 9.81[0.51,187.40] >
Kanychey 2013 ] 80 1 40 8.2% 316([0.37, 27.21] —
Pertel 2009 3 a1 1 52 6.2% 3.19[0.32 31.70]
Total (95% ClI) 801 720 100.0% 1.95[1.04, 3.65] -
Total events 36 14
ity = - - R = ; t + ]
Heterogeneity: Chi*=2.42, df=4 (P = 0.66), F=0% '[J,D1 U!1 1'0 100'

Testfor overall effect: Z=2.08 (P =0.04)

B4 AHEF5HELY ADR X £ %A
A-F 4k ADR; B-CPK JF el kAN B R Lo
Fig.4 Comparison of ADR with daptomycin and control drugs

Favours [experimental] Favours [control]

A-overall ADR; B-CPK elevations regarded as adverse events.
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Tab. 2 Results of sensitivity analysis
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[OR=1.01, 95%CI(0.67, 1.50),
7=0.03, P=0.98]
[OR=0.92, 95%CI(0.54, 1.57),
7=0.31, P=0.75]
[OR=0.92, 95%CI(0.22, 3.86),
7=0.12, P=0.91]
[OR=1.28, 95%CI(0.73, 2.26),
7=0.86, P=0.39]

[OR=1.06, 95%CI(0.82, 1.36),
7=0.44, P=0.66]
[OR=0.98, 95%CI(0.70, 1.38),
Z=0.10, P=0.92]
[OR=1.60, 95%CI(0.46, 5.60),
7=0.74, P=0.46]
[OR=0.81, 95%CI(0.60, 1.08),
Z=1.45, P=0.15]

[OR=1.08, 95%CI(0.87, 1.35),
7=0.72, P=0.47]
[OR=1.02, 95%CI(0.76, 1.36),
7=0.11, P=0.91]
[OR=1.04, 95%CI(0.96, 1.13),
7=0.97, P=0.33]
[OR=0.81, 95%CI(0.61, 1.06),
7=1.56, P=0.12]
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