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Executive summary
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h/mL B2 2w & )RS 21T 9% NEO%4E, 11 15 mg/kg, 6 M T G0 ARTH 555, /NEIZBIT
BT —E TR E BB L THRGEEI 21T ) AUCZFHIliT 57200V 7 b7 = TSN TV LD,
FAFEPECH Y, RBREE LT MT 7 10~15 pg/mL % B L 5 2%, @~ 7 7fEid 4 B 5-ER (6 R I
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AR EE D 20~50%, W& - B AR SE I MR E O 10~15% 2 ATT 5 L Ot e 27, ZILH OB
BUIVCM 1 g% 1 H 2 MFGH, ME#T 4 BHEOBILFRE 127 ug/mL Th > 72", milEFE (60 55 550#%)
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Executive summary
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GBI DAP & VCM OEFEIIR % L L7z Low-risk sources &44iE (mortality <<10%, 77 — 7 VA
MFREGEDRE) TGRS 1L 2% A Y ITIZERT X 2 h o 7205, 20 1IROADFEN T, DAP X VCM
EIEARTIHEERIIEEADY OR 203, 95% CI 0.36~11.52 TH - 72 Moderate-risk sources Jf&‘”bf (mortality 10~20%,
HRIEEYEEDE ) Tid DAP IX VCM & J_T OR 440, 95% CI 206~940 & A EISIHFEBEIENE 272 (X
4a), Highrisk sources &44iE (mortality >20%, LARESEEE) Tid OR 222, 95% CI 0.98~5.04 é: 7V, DAP
VCM & IR T, (EEIEIENEWEEIZH 572 (K 4b),

—77, DAP X VCM & It-XTOR 513, 95% CI 1.08~24.37 & CK (Moise 2016 Tix>500 U/L, Mo itlkix
>1,000 U/L) FROBHEIGREIZE P -7 (H5),
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PubMed 12&% Web of Science Cochrane Library ClinicalTrials.gov

» [UERP S WX DR R X DIRAT R WL DA R

% (n=1,799) (n=2,071) (n=105) (n=15)

= | | |

18

GIRE 3 & RETER TR S
(n=2,750)

l

B

] S 2 A A

L A 77 RIS ONE RIS OMEEAR L2705 (n=2.753)

R 3

~X

_ J _ PR HHTEAE (n=10) :
S oS00 & SR A2 o £ P A LA MRSA |Z LD BHE T (n=2)
2% (n=17) T LFHIOFED R (n=5)
] VCM @ MIC<1 ug/mL (245 MRSA BEHIEN EFEN TS (n=3)
=
JEAT RS G 5 SC

~ (n=7)

7E

s }

E | [remmoomcas AR | [Eekamn )

& (n=7) AZIERTNALA ANTZHAER (n=4) * 4 SRR AT ML AL

X 1. A ZEHFICH VS EMGEEICHE T2 70 —F v — b+ (OCk1 &0 5 HEE)
DAP VCM 0Odds Ratio 0Odds Ratio

Study or Subgroup Events Total Events Total  Weight M-H, Random, 95% CI __ Year M-H, Random, 95% CI
Moore 2012 5 59 24 118 19.8% 0.36[0.13,1.01] 2012 —
Murray 2013 3 8 11 8  14.5% 0.25[0.07,0.92] 2013 —
Cheng 2013 4 2 10 52 152% 0.76[0.21,2.72] 2013 -
Claeys 2016 8 131 20 131 235% 0.36[0.15,0.85] 2016 —
Moise 2016 15 8 11 8  239% 1.44[0.62,3.35] 2016 T
Kalimuddin 2018 0 7 1 7 3.1% 029(0.01,839] 2018+ 4
Total (95% CI) 393 478 100.0% 0.53[0.29,0.98] >
Total events 35 77 . | ; ;
Heterogeneity: Tau?=0.23; Chi*=8.42, df=5 (p=0.13); I*=41% .01 ol H 10 100

Test for overall effect: Z=2.03 (p=0.04)

Favors DAP Favors VCM

2. VCMMIC>1 ug/mL |2 X 5 MRSA W iiEEH 128155 VCM & DAP OFETEILE (SCHk 1 & 0 5IHZ)

DAP VCM 0Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total  Weight M-H, Random, 95% CI  Year M-H, Random, 95% CI
Moore 2012 49 59 81 118  14.5% 2.24[1.02,4.90] 2012 =
Murray 2013 68 85 44 8  192% 3.73[1.89,7.36] 2013 ——
Cheng 2013 16 26 19 52 9.4% 2.78(1.05,7.34] 2013 -
Claeys 2016 93 131 72 131 34.0% 2.01[1.20,3.34] 2016 ——
Moise 2016 59 85 52 85  22.0% 1.44[0.76,2.72] 2016 T™
Cubist 2018 6 7 3 4 0.9% 2.0000.09,44.35] 2018
Total (95% CI) 393 475 100.0% 2.20[1.63,2.96] L 2
Total events 291 271
Heterogeneity: Tau>=0.00; Chi®=4.37, df=5 (p=0.50); I*=0% t t t i
0.01 0.1 1 10 100

Test for overall effect: Z=5.19 (p<<0.00001)

Favors VCM Favors DAP

3. VCMMIC>1 ug/mL |2 X % MRSA WILAEARHZ IZBF 5 VCM & DAP O E#E Dbl (k1 & 0 5IH%Z)
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DAP VCM 0Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI  Year M-H, Random, 95% CI

Moore 2012 17 19 27 38 21.8% 3.46[0.67,17.57] 2012 B

Murray 2013 56 65 37 65 78.2% 4.71[2.00,11.11] 2013 .

Total (95% CI) 84 103 100.0% 4.40[2.06, 9.40] >

Total events 73 64

9 9 9 L 1l L ]

Heterogeneity: Tau*=0.00; Chi*=0.11, df=1 (p=0.74); I’=0% Y ' ' 1

Test for overall effect: Z=3.83 (p=0.0001) 0.01 0.1 1 10 100
Favors VCM  Favors DAP

(b) high-risk sources

DAP VCM 0Odds Ratio 0Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI ~ Year M-H, Random, 95% CI

Moore 2012 21 27 35 54 59.2% 1.90[0.65,5.51] 2012 T

Murray 2013 12 20 7 20 40.8% 2.7900.77,10.04] 2013 n L

Total (95% CI) a7 74 100.0% 2.22[0.98, 5.04] >

Total events 33 42

Heterogeneity: Tau?=0.00; Chi®=0.20, df=1 (p=0.65); I’=0% t t t i

_ _ 0.01 0.1 1 10 100

Test for overall effect: Z=1.91 (p=0.06)

Favors VCM Favors DAP
4. VCMMIC>1 ug/ml {2 & % MRSA W IfUE B HIZ B 2 KGR O VEM & DAP DG L) 5 1Lk
(a) moderate-risk sources, (b) high-risk sources (3CHk 1 & 0 5[HZ)
DAP VCM 0Odds Ratio 0Odds Ratio

Study or Subgroup Events Total  Events Total  Weight M-H, Random, 95% CI M-H, Random, 95% CI

Kalimuddin 2018 1 7 0 7 21.4% 3.46[0.12,100.51] i +

Cubist 2018 2 19 0 17 25.1% 5.0000.22, 111.86] & >

Moise 2016 2 85 0 85 26.1% 5.12[0.24, 108.25] = >

Claeys 2016 3 131 0 131 27.4% 7.16[0.37, 140.07] L *

Total (95% CI) 242 240 100.0% 5.13[1.08, 24.37] =

Total events 8 0

Heterogeneity: Tau?=0.00; Chi*=0.10, df=3 (p=0.99); [*=0% } + + 4

0.01 0.1 1 10 100

Test for overall effect: Z=2.06 (p=0.04)

Favors DAP Favors VCM

5. VCM & DAP ® CK hHFEBIHIEE ik 1 £ 5 IH%Z)

X

1) Samura M, Kitahiro Y, Tashiro S, Moriyvama H, Hamamura Y, Takahata I, et al: Efficacy and Safety of daptomycin versus

vancomycin for bacteremia caused by methicillin-resistant Staphylococcus aureus with vancomycin minimum inhibitory

concentration >1 pg/mL: a systematic review and meta-analysis. Pharmaceutics 2022; 14: 714. doi: 10.3390/pharmaceu-

tics14040714

CQ4. DAP ODERERS (>6 mg/kg) (ZLED
4% - MRSA 2 &4 7 P ERREIC L 2 WIE, BAeMONRZEE I L <, mHERS (>6 mg/ke) 13 CK L
AFBREER L) 2T, TOHRG 2 HERET L,

HEREOGRS © 55 CHERRT D

TET Y AREOMFENE B ()

Executive summary

1. WIESRE T, EEHERSH (4~6 mg/kg) & >6 mg/kg DEAEHRGHBE TIIHE LI LW ORI
R G THEBRIIZENME 2 A Em2VR SNz (v X [OR] 077, 95%EHEXHE [CI] 057~1.03), ¥
7o, BHEHERGHOIT ) =8 mg/kg DEHERGHE L LN OR 063, 95% CI 044~092 & iHFEBRII=EDIA =
W&o 7z (BT A B),

2. HEHEVER ME B £ OGO REE T, EERHERSH (4~6 mg/kg) DIFH 23>6 mg/kg DEHERS
HEIE_BOBD OR 048, 95% CI 0.30~0.76 B L " OR 050, 95% CI 0.30~0.82 & HEIZHHFEBIIHIMK <,
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Bt (2R BHER S (CRBIRI T Y3 2
i (n=560) (n=798) (n=56) (n=129)
z | |
1
T LR B R
(n=1,011)
~
'\\[’ k.
L A7 SRR 7T AN NOWA AT OB LA 708 (n=894)
2 -
N
S D e S Tt (rms)
[N %Gl DR T TV ey (n=50
2% R B S RIIH 2R (n2)
<= 1 FTIA L UABHI DL (n=15)
= RRBROIML TR D G R TOWE (n=13)
P G DILEI T 270 (n=6)
= | ARSI TR (n=3)
i PO AS BT ABANTRBE (n=6) BLLY MO XA TR TS T D DS (n=3)
% RO A FAH A AN B (0=3)*
3 *3 BB HRATI AL A AT

Samura M, Takada K, Hirose N, et al., Comparison of the efficacy and safety of standard- and high-dose daptomycin: A systematic review and meta-analysis.
Copyright © 2023 The Authors. Published by John Wiley & Sons Ltd on behalf of British Pharmacological Society. Reproduced with permission of John Wiley &
Sons Ltd.

1. AZRFTICHW S SGREICHET 270 —F v — |

=8 mg/kg TGHEL LB L 725812 B8WTHBDOBD OR 038, 95% CI 021~069 BL T OR 030, 95% CI
0.15~0.60 & HBIHBEBEIIZES L 272 (ZET Y A B),

3. BHRIZBWT, EEHRRGH LS HRR G CHERDRICHEERZ I o7 (ZET Y AB) 25, JEfl
Bhdin, BYEEOEES AALIERN DL Do 7272D 8 50 2FPLETH 5,

4. CK EA-O5sARIIEERERGHOIZ ) 2SR SHEE <X OR 042, 95% CI 0.27~066 & B &I 72
(Z¥FYZAB)s

WEHE
RE

P : Patients (%) : MRSA % &7 T A B R E BEAE O B B E

I : Interventions (4 A) : DAP OIZ¥H Y- (4~6 mg/kg)

C : Comparisons (JLEAHE) : DAP o A=Y (>6 mg/kg ¥ 7213=8 mg/kg)

O : Outcomes (77 b714) : DAP OFXME (WE, #AEEEINE, BRIMOoNBEE, Biix), 24k
WE

2022 4= 8 H 8 H ¥ T® PubMed, Cochrane Library, Web of Science, ClinicalTrials.gov D %7 — % N— A (2D
T, “daptomycin”, “dose”, “dosage’, “methicillin-resistant Staphylococcus aureus”, “MRSA”, “Staphylococcus
aureus’, “cubicin outcomes registry and experience’, “CORE”, “European cubicin outcomes registry and experi-
ence’, “EU-CORE" T L7:t, BEHEMLZBRIIL7. 2512, review RIEFHREIZHRIL, PICO 1234547 5%
XD A7) —= v TR FERLY.

i

RCQTHELAPICO IZFES LI RCT 18 (Hxhk, ZeEOITICHARTN), HBAM SIS #H
Thorz D)7 BIVEFAMICIL 6, LaVEEFMICIZ 3MEHNTAYIBIT 2 EHBL 720 5B, BIHEMERGSEIC
WG NSRS, HORARO N T O 5 EE, RWBEEEOD LEHZEDT,

2\ B 51 (4~6 mg/kg) & >6 mg/kg OEHERTHICBIT 2 HRBIEL LB L 72HRE2 TR,
ME Tl 4~6 mg/kg DT ) H>6 mg/kg & LN OR 077, 95% CI 057~103 L HEAEIIZ VW OO, K< 7% A f#HA]
DR ENT (K 2a) o BEHMHMERIMAE, B LIRS TIE, 4~6 mg/kg DI H A3 >6 mg/kg & HA_ZNZ1L OR 048,
95% CI 0.30~0.76, OR 050, 95% CI 0.30~0.82 & FEI&H» -7 (K 2b, c)o HHILTIX, 4~6 mg/kg & >6 mg/
kg OMHEMIZB VT OR 087, 95% CI047~161 & FELRE T L0272 (¥ 2d).
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(a) HHILE
SD HD 0Odds Ratio 0Odds Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Random, 95% CI _ Year M-H, Random, 95% CI
Bassetti 2010 13 17 22 24 2.6% 0.30[0.05,1.84] 2010 _
Lai 2012 17 21 4 4 0.9% 0.43[0.02,9.59] 2012
Seaton 2015 932 1,198 293 359 96.5% 0.79[0.58,1.07] 2015 .
Total (95% CI) 1,236 387 100.0% 0.77[0.57,1.03] L 4
Total events 962 319
Heterogeneity: Tau?=0.00; Chi*=1.21, df=2 (p=0.55); I’=0% =001 0: 1 H 1:0 100=
Test for overall effect: Z=1.78 (p=0.07) ’ : Favors HD Favors SD
(b) HEHENE T ML HE
SD HD 0dds Ratio 0dds Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Random, 95% CI _ Year M-H, Random, 95% CI
Bassetti 2010 4 7 15 17 4.9% 0.18[0.02, 1.45] 2010 I
Lai 2012 4 8 3 3 2.1% 0.14[0.01,364] 2012 ¢
Seaton 2015 299 383 173 198 93.0% 0.51[0.32,0.83] 2015 -._
Total (95% CI) 398 218 100.0% 0.48[0.30,0.76] <
Total events 307 191
Heterogeneity: Tau?=0.00; Chi’=1.47, df=2 (p=0.48); I>=0% f f ; 1
_ _ 0.01 0.1 1 10 100
Test for overall effect: Z=3.12 (p=0.002) Favors HD Favors SD
(¢) BRGePE OB
SD HD 0Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Random, 95% CI  Year M-H, Random, 95% CI
Bassetti 2010 2 4 8 9 3.1% 0.13[0.01,2.18] 2010 *
Lai 2012 4 8 3 3 2.4% 0.14[0.01,364] 2012 *
Guleri 2015 335 426 144 165  94.6% 0.54[0.32,0.90] 2015 . B
Total (95% CI) 438 177 100.0% 0.50[0.30, 0.82] <>
Total events 341 155 . . , .
itve 2— o 2= — = . 2= T T T 1
Heterogeneity: Tau 0.(1(), Chi }.55, df=2 (p=0.46); I"=0% 001 ol 1 10 100
Test for overall effect: Z=2.74 (p=0.006) Favors HD Favors SD
(d) g
SD HD Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight  M-H,Random, 95% CI  Year M-H, Random, 95% CI
Bassetti 2010 1 2 2 2 2.7% 0.20[0.00,8.82] 2010+
Byren 2012 14 24 14 23 28.1% 0.90[0.28,2.89] 2012 e B
Lai 2012 5 6 6 6 3.3% 0.28(0.01,8.42] 2012 ¢
Seaton 2013 130 174 34 45 65.9% 0.96[0.45,2.05] 2013
Total (95% CI) 206 76 100.0% 0.87[0.47,1.61]
Total events 150 56 ) ) ) )
Heterogeneity: Tau”=0.00; Chi*=1.06, df=3 (p=0.79); I’=0% 001 o1 1 10 100

Test for overall effect: Z=0.46 (p=0.65)

Favors HD  Favors SD

Samura M, Takada K, Hirose N, et al., Comparison of the efficacy and safety of standard- and high-dose daptomycin: A systematic review and meta-analy-
sis. Copyright © 2023 The Authors. Published by John Wiley & Sons Ltd on behalf of British Pharmacological Society. Reproduced with permission of John

Wiley & Sons Ltd.

%] 2.
FEAZ BT 5 R IR K

() WIE, (b) HMEMERILAE, (o) BMECMEE%, (@) BEIZEE T 5 DAP © 4 ~ 6mg/kg & >6mg/kg

3R w5 (4~6 mg/kg) & =8 mg/kg DEHEFGHIC BT 2 EHFEMIF L LB LR ERT. |
MLE, MR ME, B ONE LTI, 4~6 mg/ke D19 A =8 mg/kg & HRZFNZFMNOR 063, 95% CI
044~092, OR 038, 95% CI 0.21~0.69, OR 0.30, 95% CI 0.15~060 & A= r o7 (K 3a, b, ¢)o HHRET
1%, 4~6 mg/kg & =8 mg/kg DMEEFIZBWT OR 1.15, 95% CI 054~247 £ HE %22 E o7z (X 3d)s
4IRS (4~6 mg/kg) & >6 mg/kg ODEHEHRGHICE TS CK RAFBEL I L 28R 2R
9o DAP ® 4~6 mg/kg 13 >6 mg/kg & It OR 042, 95% CI 027~0.66 & CK LH- OB ZENIEZ K2 - 72,
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(a) T IMAE
SD HD2 0Odds Ratio 0Odds Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Random, 95% CI _ Year M-H, Random, 95% CI
Lai 2012 17 21 4 4 1.4% 0.43[0.02,9.59] 2012
Seaton 2015 932 1,198 204 241 98.6% 0.64[0.44,093] 2015 .
Total (95% CI) 1.219 245 100.0% 0.63[0.44,0.92] *
Total events 949 208 | ) ) )
Heterogeneity: Tau*=0.00; Chi*=0.06, df=1 (p=0.81); I>=0% 0.01 ol 1 10 100
Test for overall effect: Z=2.41 (p=0.02) Favors HD2 Favors SD
(b) M A MfLE
SD HD2 0Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Random, 95% CI _ Year M-H, Random, 95% CI
Lai 2012 4 8 3 3 33% 0.14[0.01,3.64] 2012 *
Seaton 2015 299 383 126 140 96.7% 0.40[0.22,0.72] 2015 _._
Total (95% CI) 391 143 100.0% 0.38[0.21, 0.69] -
Total events 303 129
Heterogeneity: Tau”=0.00; Chi*=0.37, df=1 (p=0.54); I>=0% I f I i
Test for overall effect: Z=3.18 (p=0.001) 0.01 0.1 1 10 100
Favors HD2 Favors SD
(ONTSEAN] P58
SD HD2 0Odds Ratio 0Odds Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Random, 95% CI _ Year M-H, Random, 95% CI
Lai 2012 4 8 3 3 4.7% 0.14[0.01,3.64] 2012
Guleri 2015 335 426 107 116 95.3% 0.31[0.15,0.64] 2015 .
Total (95% CI) 434 119 100.0% 0.30[0.15, 0.60] -
Total events 339 110
Heterogeneity: Tau=0.00; Chi*=0.21, df=1 (p=0.65); I>=0% ; f f i
Test for overall effect: Z=3.38 (p=0.0007) 0.01 01 1 10 100
: -2 (PO Favors HD2 Favors SD
(d) Bz
SD HD2 Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Random,95% CI ~ Year M-H, Random, 95% CI
Lai 2012 5 6 6 6 5.0% 0.28[0.01,8.42] 2012 * !
Byren 2012 14 24 14 23 42.6% 0.90[0.28,2.89] 2012
Seaton 2013 130 174 11 17 52.4% 1.61[0.56,4.61] 2013
Total (95% CI) 204 46 100.0% 1.15[0.54,2.47]
Total events 149 31
Heterogeneity: Tau?=0.00; Chi*=1.23, df=2 (p=0.54); I*=0% f f T f {
0.01 0.1 1 10 100

Test for overall effect: Z=0.36 (p=0.72)

Favors HD2 Favors SD

Samura M, Takada K, Hirose N, et al., Comparison of the efficacy and safety of standard- and high-dose daptomycin: A systematic review and meta-analysis.
Copyright © 2023 The Authors. Published by John Wiley & Sons Ltd on behalf of British Pharmacological Society. Reproduced with permission of John Wiley

& Sons Ltd.
3. (a) WIE, (b) BHEMEWIAE, (o) BRI OGNS, (d) BHi%EHE TN T 2 DAP ® 4 ~ 6 mg/kg & =8 mg/kg
FEAZ BT B IHH = g
SD HD 0Odds Ratio 0Odds Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI _ Year M-H, Random, 95% CI

Bassetti 2010 0 22 1 31 1.9% 0.45[0.02,11.61] 2010

Byren 2012 4 25 5 24 9.4% 0.72[0.17,3.10] 2012 S R

Seaton 2015 49 4,892 27 1,097 88.7% 0.40[0.25,0.64] 2015 ‘.-

Total (95% CI) 4,939 1152 100.0% 0.42[0.27,0.66] <

Total events 53 33

Heterogeneity: Tau®=0.00; Chi*=0.58, df=2 (p=0.75); 1*=0% I f f 1
0.01 0.1 1 10 100

Test for overall effect: Z=3.76 (p=0.0002)

Favors SD Favors HD

Samura M, Takada K, Hirose N, et al., Comparison of the efficacy and safety of standard- and high-dose daptomycin: A systematic review and meta-analysis.
Copyright © 2023 The Authors. Published by John Wiley & Sons Ltd on behalf of British Pharmacological Society. Reproduced with permission of John Wiley

& Sons Ltd.

4. DAP @ 4 ~ 6 mg/kg & >6 mg/kg H®IZ BT 5 CK LASBIEILEL
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V. &ERH MRSA £0:EIR & FH

Executive summary

Z W

1. B Ot X B ECZ, B UIRAE, MRS BRI & Of Rasd L, HEREO—>& LT MRSA %
o7 FyKEERRES (BID,

2. iRl MRSA (CA-MRSA) 12X 2 HiH i RMERNC IEESLETH S (CID,

3. #BFHEIZ MRSA OEGEN D 2554, @3 90 H DINIZ ABE TOREIRMPTR % 5D D 5 3541213 MRSA %
WEO—2& LTEET L (BID,

4. BEOBWIEERLTENRIEE VW27 5 28T, 7 RYEREPHER SN, EREGIEO 5NHE121E
MRSA #JERED—> & LTES (CID).

5. WP EMR A 5 MRSA 23538 ST L3 L FERE & 3wz 2w (BID,

6. MRSA 25EHE S SN, DO EI B TH NS EOFERNE & Z 2 51 b (BID.

I

1. MRSA i&DERICIE, F—ERIEL LT AV F (LZD) (AD Frzidnravwfr (VM) (AD, 74
279 = (TEIC) (AID) %BIRL, K& A FIA > OHBET G5 ETHIGT 5. BEOBREEFIIH LTI
LZD DR A EN TV S,

BTEIRE Y LCTVRA Y (ABK) (BID LEIRENS,

57 <43 (DAP) 1& MRSA i flZ 525 7% Vo

TR B FEALE O RIS 20k LT TEIC O AR 2 49 56

HEEIGEF IR LB 5~THUEE L, &6 2WEBI00 CRHOEEYZEET 5 (CII).

Fili 9 B OVEHE 2> 5 MRSA O AATHITHHE S 725551213350 MRSA 85 5- 0 B A2 BET LT Lv (CID,

S Ok W

CQ5. HiREFIDEZEDL S MRSA P ABES NS5 MRSA EZRETNE D
HERE - IS LW E 2 RET 5, MRSA OADSHA TR & 72025 TIlEPt MRSA 4% 5- 0 LBk %
Bt LTd L,

WEROHRE FE L 22 & 255 HERET S

IUYT v AREOEEME : D GFFIZHHV)

Executive summary
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G, AWM D gy, BV, BERRETE RS, CIBARI O FATEALIES: (surgical site infection @ SST)
BEEND KETITUHAIO SSIT & HLIZFEHT 5,

2. SSI OFZWiidMrt: 5 H H LI Z2, KR EIMERE, CRP LASAHIUIAI OB Z 1T\, YIBEOSRR, Tk
AHIULSSI #4895 (B1ID,

3. RSN T T s getn, BiaE, B E1To (AdD.

4. TAlrs 48 BRI LI EIEMER IR 45 b 5k o

ER) S

L OBg IR LCid, BIB, L=V %479, SSI CldseAAIZ R L, FLF—Y%479 (AdD.

2. SSIICBIT DTSRG oot 38C Ll L, HMmERE=12000ul, F&/k, M [EEA2I=75 cm? FLEER M O
JEASY) D5AIRR & D) =25 cm, KEOERDSALNLHETHS (BID,

3. YIBAAISSI Ti& F L — I 5@ Tb NG s, PRI 1~2 HM5 35, 72720, HEEEZEAR,
SR LERLIT) (BD.

4. PUEEIEI NN a~x A v r (VCM) os#EiE (AD, YAV F (LZD) Oo#FOF 23 mEsE (AD, 79V
) K (TZD) O#FROF 73 EE (AD, ¥ 7 <42 (DAP) OiEL B 1| (A %R 5,

5. #5®EIZVCM ; FIAlD A 25~30 mg/kg (BHEBED P& EE DL AL M A3 1 1uid loading dose & L CHIEID & 30 mg/
kg ODEMEEG %179), LRI 156~20 mg/kg # 1 A 210 (B-I), LZD ; 600 mg %10 F 72 1L MiEEHE T 1 A 2[4l
(AD), TZD 200 mg % #& 10 F 72 (3 MiEdEECT1H 18 (AD), DAP 4 mg/kg/H O HiEaiE 1 H 1H (AD,
VCM, LZD, DAP IZEREREIC L DV MESLETH L,

6. 74275 => (TEIC) (BII), 7W~_% > (ABK) (BID*IZHEHKLET B,

7. FFHV) Y YREORMEASRAFIFNLHERIIVMUEOETO) A7 %63 554 TIILZD £ ) TZD %
#IRT % (BID,

8. (D Sepsis/septic shock, @EFEVEf S, QEEEE, OFWMEABOBIZ DAP, LZD %##IRT %, TZD Tk
5% B HRFMSALETH S BID. #DOKEDAP 1Z6~8 mg/kg/HOmMARE %48+ 5 (BID. HIMIE,
{LIEVERHE S 2 0E D cSSTI TIEZEN 5 DIEIZHE - THEEEIT ) o

9. LZD, TZD iZ#RO3HAD step down 179 (A-ID.

MRS
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Executive summary

& W

1. Wit CT® community-associated MRSA (CA-MRSA) JEAE (B2 T BREHMEEE) DSRE & 7o TV DAY, PEREN I
it (IAD) 2BV T MRSA 067 FYERWSHKR & %25 2 LXK EFNTH S, MRSA 12X 5 IAT X
Fe L TWREG L LTHIET %,

2. % 3 HLBEIC K L — Y HEE A 5 MRSA M S 7235413587 (colonization) & OFEFIALETH b,

IS

1. PUREEGHRICMA, BEREO FLF— DI X 2@ 2 B34E0 a2 > b u— v, BHEEIAIFITLETH S (A,

2. IALIZB U AHR RGNV — ML T, ESHITEEA SR (RS S (AID. BHBEREBT, WHES
PR SRETEADZEHE L ERE S 5 (B

3. MRSA 2L 2 TAI 235 & L7 EHERIATO N TH 5§, PUEFESRIZE T 2 & 2 2 B ISR S T b,
YR L L CIEFAAN Y ax A4 Y (VEM) RS LS (A1D.

4. PUREGHRMEIZ, b L#EYR FLr—Ufrbhtuwiud4~7THET S (BIDo
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Executive summary

A.

ol
W

EIRMER R R
I
FRPRPT R, MR COIIENT R, BEATRIZ X 5.
MRI ZRHZEICEHTH %0
TR Y 70 TR TR > SERI L 2B A RIIBMNICEE TH %0
IMAT PR 628 TIXIMER R ITBWNCEE TH 5,

U

1 RS MAT AN L 725 2 T L 7235613, MBEOKRGOATHES 5 Z L IdWETH S (A,

MRSA B#IIA T 5 Bl a~x (4> (VCM), #7bh~4 3> (DAP)* (11016~8mg/kgl H 1
), V4&VY K (LZD)*, 7YV K (TZD)*, 74275 =" (TEIC)*®OWVFhrzHvs (BII).

VCM, DAP* TEIC*IZOoWTRI WV EHAEZHVAIEINLwETLEREH L (B,

PG5 HIMIE, TARTOA MR, FBRZEEICE ) RS, MRSA BHAOEEOKRGHMIZOVWTHSRIET Y Al
DS, — RN EHEREETORGHM I VR LAZEI LI wEZEZ 6N Tw2 (BID),

)77 yEYy (RFP)*I2H$ % MRSA ORI EERIFCH L. 72, HFUMRSA #& RFP* 2B L 72129
BEWETLHEDH S (B,

THIBCEOIEER 2 U — VT 5 Z ENEETH 5o P, Gt 2 v MO ELY & S TR S
HOMEEEH LAY PE—ZX R X Y b AR—Y—IF, fliEEL LCHHTH AR H S (BID). + 2
Y NOBEOEPSHERT, BT 2EENEDD HPREAEIR S NS, MRSA IZXF L CTid VEM* M S 1
b EDNL N,

*PRERE IS

SR

o

&
Ul

— T

2.

1EARTERIET
It
WRPRPT R, MR COIENT R, BT RIZ X 5.
MRIZEHAZWICHEHATH %,
PAERHLAE IS IR CH ), HEENEOMRIIBINICEE TH b,

SWTHEER, T AR BE ST 20°, #ET L2 E Rk 2 e 25 (BID. BIEiSEAT
RE AL CIIER MIAT O HE L H b,

PUREE O IR B ETE A~ O BT B B Th 5o PUREEEOFBEIR - H5EIMUIREEMEDOTIZHET 2,
PR OBRG L, AP EAMR I TR ML LEMECIHE LD EPICLIVER L BAHELI TER L o7
YA 3 3~4 WM OG-, BRI L 725 E LIRS R R OIICEL, L) BORGPLETSH S (BID).

-BEEDT T T PR
i
N TR RGO W Tid, BAED & 2 A Musculoskeletal Infection Society @ periprosthetic joint infection
(PJT) Wik 2 HE3Es 2,
N T PRI R BRI LT A ad, Sl TR Z RIS 52 2 E PR ETH b,
M DSBMN A A RGeS 5,

ANTEEIC® B AD LR, FER LB O84613, DAIR (debridement, antibiotics, and implant retention),
BRI LT 2T — - A R—F Y bOLIREIHATI WX THS (BID),
PURESEOEIR - #5353 LIRS s omEIC#E T2 (B1ID,
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3. NLPBHEN 2 imfr L7238 QPR EE OG- LT, W2 2o BHIRNIRS & ETTTHEE 2 6 bE 78
G & UCATIRBE T3 A H, ALK T 6 7 HH&E G 2H#HET 2 HEMEOER L H S (BIID,

4. ZNHDEFIC L) BEPEFLL 20ige, ATHEIZ®LADH 54, IRE L 2T LT3R 7T7) K>
PR CTE W EFEINTHE2HET L2 L 2ERT 5 (AIID.

CQ8. BEEABFM TN AT N E—DBFE I SSI FHHICER D
LT - BIZHLE AT C surgical site infection (SSI) FBix B & L2V —F > O FAT VCM BUfi & Fhi L e 2 & %
55 < HERET B0

HERORS  EL A2V & EFHHERT L

TET Y ARAEOMEENE D GERIZE)

Executive summary

1. BEIAHVETATC surgical site infection (SSI) Fhix HME Lzmit Ny a~4 3~ (VCM) guAi*ix, 4:SSI o
FEIRRE DRV (ZEF 2 A D)o

2. BIRHNBFMTA T I FERACEFRTH, SSIFHiZ HWE L72RET VCM §Ai 1% SSI PRI R 2520 &
nzw (ZE7 Y2 D)o

3. BIRHELFMT T SSI TR HW & L2/ VCM #di“1x, 77 2 MEEkE (GPC) 129 SSI % FFid 4 W aEE
EHsH (27 Z2C)o

4. BIEHELFHMTC SSI TR HEY & L 72 BT VCM #Ai * @, MRSA-SSI FHishRIEH 522 Tovy (¥ T2 A D).

PN R TINYAN

SAFITavILEa—, XE2EH

O VCM A ICB A5 I NTETOYATYT 4 v 7 L a—, X FEHTIE, randomized controlled trial (RCT)
EERE T MAE LR ESHE S, 1) limitation & o TWh, 207720, TUET Y ADMEENSARL
Ya—TIERCT DAZHRIZTHI L L LT

REFE
CIWES

X B
P : Patients (GB#) ; BB ST (FIEHE, B30, ATLRIED)
I : Interventions (4 A) : JRAT VCM #tAi* (237 4 —) fliH
C : Comparisons (MJEIRHIR)  ZOMoPiESE /S ¥ — (Placebo)
O LTI Y &= L
O : Outcomes (777 M1 4)
Primary outcome

OaFlrilirEge (SSI) HEM8 K
QURETFAT AL &S (Deep SSI) HEMS K

Secondary outcome

QENH = & OFATEBALIE:

GPC 12 & % SSI HIE 6 T
MRSA (2 & % SSI HEE 6
77 LBEtEtRR (GNR) 12X % SSI 6 A1
WOHEEER HEE 6

%

2022 427 B £ T® PubMed D7 — ¥ N— A % TRt FRE N THE L7z (“spine” [MeSH Terms] OR “spinal fusion”
[MeSH Terms] OR “spinal” [Title/Abstract] OR “spine” [Title/Abstract] OR “arthroplasty, replacement” [MeSH
Terms] OR (“joint prosthesis” [MeSH Terms] OR “arthroplasty, replacement” [MeSH Terms]) OR “replacement”
[Title/Abstract] OR “arthroplasty” [Title/Abstract] OR “prosthesis’ [Title/Abstract] OR “THA" [Title/Abstract]
OR “TKA" [Title/Abstract] OR “hip replacement” [Title/Abstract] OR “hip arthroplasty” [Title/Abstract] OR
“knee replacement” [Title/Abstract] OR “knee arthroplasty” [Title/Abstract] OR “fractures, bone” [MeSH Terms]

BREEREFRMEE Vol 72 No. 3
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Records PubMed
(n=1,819)
¥
| Total records (n=1,819) | I-I Excluded duplicates (n=0)|
Rayyan ’E’ﬁﬁ l/\yg, - Title and abstract screening al Excluded by title and abstract
e 2 OTHERS. [ (n=1,819) (n=1.810)
Conflict {&, FARIEE D iR 2
4 Full-text excluded (n=3)
Full-text articles assessed for eligibility | -No population of interest (n=1* Ludwig2019)
(n=9) -No outcome of interest (n=1 : Suh 2015
AR IR -Non-comparative studies (n=0)
[F#E o725 3L, + -Commentary (n=0)
HZREHOAANEBEIC Included full-text articles -Study protocol (n=1; 0'Toole 2017)
Dr Y 2B g (n=6) -Review (n=0)
Reference and citation tracking J
(n=0)
Studies included in meta-analysis
(n=6)

1. HLER OGN % 23 PRISMA flow diagram

OR “fracture fixation” [MeSH Terms] OR “fixation*” [Title/Abstract] OR “fracture®” [Title/Abstract] OR
“arthrodesis” [MeSH Terms] OR “arthrodesis” [Title/Abstract] OR “osteotomy” [MeSH Terms] OR “osteotom™”
[Title/Abstract]) AND (“vancomycin’ [MeSH Terms] OR “vancomycin” [Title/Abstract])

i

1) SCHK #R

1319 RO SCRkA e &, 244 T Rayyan 2 VT ¥ A MV EWEREER L 720 L3I0 HEOSCRAS AL S, FR- 72
9 DDLHRIZ DV TETRER ATV, 3D S HIWTICK ) Sk, T XTOBETLIMEL &7
3% Ciltim LMEE L7 (KM 1)o 6 FOMIFERSBIRAEME A 72 L, A Y RT S 7z,

RCT 6 1F:» 9 H Takeuchi 5D 1 Ca > ha— VL LT7 Y ED ) v - X =R ST\ 72720,
JREERAT TR % 581 e L7ze BB O 54 %, I M u— VTR ED BFTHA IZfTb L Cnihhro o, FE
FEHIRAST 2T 54 (4 ¥ F LAY, BRI, 24 1484, 4726427, k147, BERo, BINOM, 77
VA0, A7 =7 0 CTh o7z EEIL, 61D RCT 256 3272 B0 EEZET— ¥ b S iz 209 bFT
VCM #iAi * ¥ 5- B8 RE1675 6], 2> ba— V1597 B TH o7z T bO— VDL, TrED Y V-8 55—
ARG ENEBZIE 14 BITH -7,

iU EMETAM A5 RCT Y (B7F 2292 B, FHeA >~ 75 >~ MiEM 1469 B, 1 > 75 » MRM@ERH 823 61), ThHo
B FAMA L RCTY (55980 B, &BITA > 77> M) Tholzo BFTHUL SN/ VEM O&EIZ1~2g Tho
720 G ITFHIMIEIC L 0 87 5 T 7z SSI ki X, 4140 RCT***YC CDC @ SSI EZ=DFHWHLNTB ) k%
Tdh o720 21O RCT &, SSIEFRDPREICFE SN TV h o7z 1O RCTYC, EHBSSIOADHE L2 >TH
D, &SSIVAHTH 72, WINOWED, HBFMOME, VCM DI IEHE S Twiro iz,

2) 4 SSI OFBh%hE

5 RCT S4B L7z SSLik, R VEM §cfi* e a v ha— VEEICEEE RO -72 (RR=0.88, [95%
CI:066~118, p=040:T=0%], 2A) o AL, T L DT TH, Takeuchi DWFZE” & Bht L 72 & EE 04T
THFBECTH o7 (M2D)o F72, AT T7 0 POMHEETHENTN L COAEEETRS 7T FHD) 1 RR=
082, [95% CI:059~114, p=024;1*=0%1, 1> 77> 2L :RR=119, [95% CI: 060~236, p=063 ;=
0%], K 2B), BHEFMICIRZE LT CTLA > 7T NOBHAERICPPDOTEEE G R (7T b
HD RR=095 [95% CI:045~199, p=088;I'=0%1, A >7F >~ %L :RR=119, [95% CI: 060~2.36, p
=066 :TF=0%], 2C) o
3) EHD SSI OFRhRhHR

6 1 RCT 72> S L 72 3RES SSI Tld, BAT VEM #fi* & a2 > ba— VEEICAEEEIIR SN o 72 (RR=0.86,
[95% CI : 061~1.20, p=037:I*=0%], 3)o Takeuchi 57 OWFZE % ik L 72 EIE 04T T b MEBEDOERTH - 72
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VCM Control Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
1.1.1 Spine
Tubaki 2013 7 433 8 474 8.6% 0.96[0.35,2.62] 2013 —
Takeuchi 2018 2 116 3 114 2.8% 0.66(0.11, 3.85] 2018
Mirzashahi 2018 10 193 5 187 7.8% 1.94[0.68, 5.56] 2018 —
Salimi 2022 12 187 13 188 15.1% 0.93[0.43, 1.98] 2022 e m—
Subtotal (95% CI) 929 963 34.2% 1.08[0.65,1.78] -
Total events 31 29

Heterogeneity: Tau®=0.00; Chi*=1.70, df=3 (p=0.64); I*=0%
Test for overall effect: Z=0.28 (p=0.78)

1.1.2 Fracture

METRC 2021 46 481 60 499 65.8% 0.80[0.55,1.14] 2021 —
Subtotal (95% CI) 481 499 65.8% 0.80[0.55, 1.14] o
Total events 46 60

Heterogeneity: Not applicable
Test for overall effect: Z=1.24 (p=0.22)

Total (95% CI) 1,410 1462  100.0% 0.88[0.66, 1.18]

Total events 77 89

Heterogeneity: Tau?=0.00; Chi*=2.61 df=4 (p=0.63); I*=0% } ¢ } } {
Test for overall effect: Z=0.84 (p=0.40) 0.05 0.2 1 5 20
Test for subgroup differences: Chi*=0.91, df=1 (p=0.34), I*=0% Favors[VCM]  Favors[Control]

Risk of bias domains

Study

Domains: Judgement

D1: Bias arising from the randomization process. .

D2: Bias due to deviations from intended intervention. . High

D3: Bias due to missing outcome data. B% 5ome concerns
D4: Bias in measurement of the outcome.

D5: Bias in selection of the reported result. . Low

X 2A. B VM B * 2 3% 5 L7 PO SSIOY A7 W% Rd 7+ LA M 7Fay hEXNA T A 27 (Cl=12HHX [,
RCT= 5 ¥ ¥ 2 LigEkER, RR=Y A7, veM=/"ra<A{ ¥ V)

(RR=091, 95% CI061~125 p=064)
4) GPC 2 X % SSI oFFhxhH

57® RCT 2> Sl L7z SSI T, JRFT VCM $fi *BECHEIZSSI ) A7 2METF L Cw7z (RR=053, [95% CI:
0.33~0.85, p=0.008: *=0%1, X 4), AMEMIx, Takeuchi 5 DWE%E B\ 72 EESHT TLRBETH - 72 (RR=052,
[95% CI : 0.32~0.85, p=0009: '=0%1)o AN TIL, KT VCM §Ai* D GPC SSI F RIS METFICEEF T
H - 72H, summary of findings 1R L 72356 @ certainty assessment T “imprecision” & “risk of bias™ (% very
serious Th o720 ZD728, GRADE FHlix 7o 726D T ¥ A LX)Vt very low IZ3%%§ %, LA L, o
BEAEDORCEHE L EZIMLT 2 LEDPH 25 L DREXTORBENS, KITA R4 TOIETFT Y ALV low 12
TLHILE o7,
5) MRSA SSI OFFizh&#

21D RCT 2 S L 72 SSI Cid, BT VCM #ifi L o > b u— VEEICEEZIIR E N2 - 72 (RR=0.33,
[95% CI:003~311, p=0.33:I"=0%]1, 5)o AL, Takeuchi & OWIFE % B\ 7-EE W THREETH - 72
(RR=0.32, [95% CI : 0.01~7.88, p=0.49 : I’=Not applicable]) o
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VCM Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total  Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
1.6.1 SSI_total_with_inst
Tubaki 2013 6 302 6 304 6.9% 1.01[0.33,3.09] 2013 1
Takeuchi 2018 2 116 3 114 2.8% 0.66[0.11, 3.85] 2018 S R
METRC 2021 46 481 60 499 65.9% 0.80[0.55, 1.14] 2021
Salimi 2022 5 72 5 75 6.1% 1.04[0.31,3.45] 2022
Subtotal (95% CI) 971 992 81.6% 0.82[0.59, 1.14]
Total events 59 74

Heterogeneity: Tau*=0.00; Chi*=0.37, df=3 (p=0.95); I’=0%
Test for overall effect: Z=1.17 (p=0.24)

1.6.2 SSI_total_wo_inst

Tubaki 2013 1 131 2 170 1.5% 0.650.06, 7.08] 2013

Mirzashahi 2018 10 193 5 187 7.8% 1.94[0.68,5.56] 2018 T

Salimi 2022 7 115 8 113 9.0% 0.86[0.32, 2.29] 2022 T

Subtotal (95% CI) 439 470 18.4% 1.19[0.60, 2.36] -

Total events 18 15

Heterogeneity: Tau?=0.00; Chi*=1.49, df=2 (p=0.47); I*=0%

Test for overall effect: Z=0.49 (p=0.63)

Total (95% CI) 1,410 1,462 100.0% 0.88[0.66, 1.18]

Total events 77 89

Heterogeneity: Tau®=0.00; Chi’*=2.76, df=6 (p=0.84); ’=0% I t T t i
0.01 0.1 1 10 100

Test for overall effect: Z=0.85 (p=0.39)
Test for subgroup differences: Chi*=0.89, df=1 (p=0.34), I’=0%

M2B. 4175 VOAMZEBSSIYAZHERT 7+ LA 7a Y b

Favors[VCM] Favors[Control]

VCM Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI ~ Year M-H, Random, 95% CI
1.8.1 Spine with Instrumentation
Tubaki 2013 6 302 6 304 20.3% 1.01[0.33,3.09] 2013
Takeuchi 2018 2 116 3 114 8.1% 0.66(0.11,3.85] 2018
Salimi 2022 5 72 5 75 17.8% 1.04[0.31,3.45] 2022 e —
Subtotal (95% CI) 490 493 46.2% 0.95[0.45,1.99] —~—
Total events 13 14

Heterogeneity: Tau*=0.00; Chi*=0.20, df=2 (p=0.90); I*=0%
Test for overall effect: Z=0.15 (p=0.88)

1.8.2 Spine without Instrumentation

Tubaki 2013 1 131 2 170 4.5% 0.6500.06,7.08] 2013

Mirzashahi 2018 10 193 5 187 22.9% 1.94[0.68,5.56] 2018 L
Salimi 2022 7 115 8 113 26.5% 0.86[0.32,2.29] 2022 s
Subtotal (95% CI) 439 470 53.8% 1.19[0.60, 2.36] i

Total events 18 15

Heterogeneity: Tau?=0.00; Chi*=1.49, df=2 (p=0.47); I*=0%
Test for overall effect: Z=0.49 (p=0.63)

Total (95% CI) 929 963 100.0% 1.07[0.65,1.77]
Total events 31 29

Heterogeneity: Tau?=0.00; Chi*=1.89, df=5 (p=0.86); I*=0% ' t - |
Test for overall effect: Z=0.26 (p=0.80) 0.05 (;'2 [vem] 1 . c 5 1 20
Test for subgroup differences: Chi*=0.19, df=1 (p=0.66), *=0% avors avors| Contro

X oc. HMEFMICBIIALA VT VOFMIZELSSI) A7 RLERT 7+ VA NTOY b

VCM Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Salimi 2022 12 187 13 188 14.6% 0.93[0.43, 1.98] 2022
METRC 2021 46 481 60 499 63.4% 0.80[0.55, 1.14] 2021 L g
Kunakornsawat 2019 9 265 4 135 6.2% 1.15[0.36, 3.65] 2019
Mirzashahi 2018 10 193 5 187 7.5% 1.94[0.68,5.56] 2018 —_—t
Tubaki 2013 7 433 8 474 8.3% 0.96[0.35, 2.62] 2013 e E—
Total (95% CI) 1,559 1483  100.0% 0.90[0.68,1.21]
Total events 84 90

\ . . . . )

Heterogeneity: Tau?=0.00; Chi*=2.67, df=4 (p=0.61); I>=0% t t t t t t {

Test for overall effect: Z=0.69 (p=0.49) 01 02 FavorsO[.?/CM] lFavors2[Control] 5 10

2D. Takeuchi 5 DHEZBA L7124 SSTY A7 B RT 7+ LA M7y b

BARMLFRAFRMES Vol 72 No. 3 295



MRSA BEEDZEA A RS54 > 2024

296

VCM Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
METRC 2021 29 481 46 499 57.9% 0.650.42, 1.02] i
Takeuchi 2018 2 116 3 114 3.7% 0.66[0.11, 3.85] —
Tubaki 2013 6 433 6 474 9.2% 1.09[0.36,3.37] T
Kunakornsawat 2019 9 265 4 135 8.6% 1.15[0.36, 3.65] . L —
Salimi 2022 7 187 6 188 10.1% 1.17[0.40, 3.42] R —
Mirzashahi 2018 10 193 5 187 10.4% 1.94[0.68, 5.56] -
Total (95% CI) 1,675 1,597 100.0% 0.86[0.61, 1.20]
Total events 63 70
Heterogeneity: Tau?=0.00; Chi*=4.55, df=5 (p=0.47); I*=0% I } t } |
Test for overall effect: Z=0.90 (p=0.37) 0.01 0.1 1 10 100

Favors[VCM] Favors[Control]

Risk of bias domains

Study

Domains: Judgement
D1: Bias arising from the randomization process. .
D2: Bias due to deviations from intended intervention. . High

D3: Bias due to missing outcome data. Some concerns
D4: Bias in measurement of the outcome.
D5: Bias in selection of the reported result. . Low

X3 EEBSSIOYAZLZRT 7+ LA NTRy XL T AU A2 (CI=1BHHXE, RCT=35 v ¥ 2{LILiEER, RR=
VA7, veM=2Nvax A v Y)

VCM Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kunakornsawat 2019 3 265 1 135 4.4% 1.53[0.16, 14.55]
METRC 2021 16 481 34 499 65.7% 0.49[0.27, 0.87] ——
Salimi 2022 4 187 10 188 17.0% 0.40[0.13, 1.26] L
Takeuchi 2018 2 116 3 114 7.1% 0.66[0.11, 3.85] — 1
Tubaki 2013 2 433 2 474 5.8% 1.09[0.15,7.74]
Total (95% CI) 1482 1410 100.0% 0.53[0.33,0.85] -
Total events 27 50
Heterogeneity: Tau?=0.00; Chi*=1.73, df=4 (p=0.78); I’=0% f t t {

0.02 0.1 1 10 50
Favors[VCM] Favors[Control]

K4 275 LBMHEREICELESSIOY A7 ERT 7+ LA MNTOy b (CI=EHEKXE, RCT=5 ¥ ¥ A LHLEREER, RR
=YAZH, VeM=/3rax 4 ¥ V)

Test for overall effect: Z=2.63 (p=0.008)

6) GNR |2 X % SSI & FFizh %

50 RCT A 54 L72 SSI Tid, BT VCM #ifi Bl a > o — VEICA SRR SN2 o7 (RR=158,
[95% CI:079~315 p=020:TF=0%]1, [X6),
7 BHEHL (KM7)

41D RCT TREHAH ), WINDEELAFERRORE I o7z FHie R e L7210 RCT T, AIHER
(RR 077 : 95% CI 041~142) &5 (BRAAE) (RR 133 95% CI 0.72~242) OFSAHMEIZOWTHED D
A8, ZEL LR VEM i e oy b — VIFECHEEEZRD Lo 72,
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VCM Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Mirzashahi 2018 0 193 1187 49.9% 0.32[0.01, 7.88] i
Takeuchi 2018 0 116 1 114 50.1% 0.33[0.01, 7.96] i
Total (95% CI) 309 301 100.0% 0.33[0.03,3.11] —_—
Total events 0 2
Heterogeneity: Tau?=0.00; Chi*=0.00, df=1 (p=1.00); I>=0% } } } |
Test for overall effect: Z=0.98 (p=0.33) 0.01 0.1 1 10 100

Favors[VCM] Favors[Control]

X5, MRSAIZX A SSIDYAZILZ/RT 7+ LA MTR Y b (CI=EHHKXE, RCT= 5 ¥ ¥ A {bLILERER, RR=") A 7 I,
VCM=/Nya< A V)

VCM Control 0Odds Ratio 0Odds Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kunakornsawat 2019 2 265 0 135 5.0% 2.57[0.12, 53.94] I
METRC 2021 11 481 10 499 73.1% 1.14[0.48,2.72] _h_
Salimi 2022 6 187 2 188 14.7% 3.08[0.61, 15.47] -1 -
Takeuchi 2018 0 116 0 114 Not estimable
Tubaki 2013 2 433 1 474 7.2% 2.19[0.20, 24.29]
Total (95% CI) 1,482 1,410  100.0% 1.58(0.79, 3.15]
Total events 21 13 X ) ) )

Heterogeneity: Chi*=1.36, df=3 (p=0.71); 1*=0% f 1

t t
Test for overall effect: Z=1.29 (p=0.20) 0.01 0';avors [vem] 1 Favors [Contrlool] 100

6. 75 ABEHRICEIAHSSIY A2 %2R T 74+ VA MNTR Yy b(CI=1EHIX M, RCT=F ¥ ¥ 2 {LILEER, RR=") 2 7 It,
VCM=/Nra< 4 V)

VCM Control Risk Ratio Risk Ratio
Study or Subgroup Events Total FEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kunakornsawat 2019 0 265 0 135 Not estimable
METRC 2021 0 481 0 499 Not estimable
Takeuchi 2018 0 116 0 114 Not estimable
Tubaki 2013 0 433 0 474 Not estimable
Total (95% CI) 1,295 1,222 Not estimable
Total events 0 0
Heterogeneity: Not applicable I t t i
Test for overall effect: Not applicable 0.01 0.1 1 10 100

Favors[VCM] Favors[Control]

7. BEELHAEHERIIETLIAZ2ZRT 7+ LA MTRY b (RCT=T ¥ ¥ A LILEKRE, RR=1Y A7k, vCM ="
vaswA4vY)

Summary

TNFE T, JAPT VCM #UA * IR TR RHEIR O Tl & 025 { O A § RIS SnCwa ™, LaL, RCT %
Hubk L7z X F T ClE 2 oA AMEIGEE SN TB 5§, J3i VEM 8 * o F HTEix s < £ TRtz L e L7z
AZHTCTORREENTEY, £z, TNETERE SN AT OPRIIE, RRBITRRIZEDLRE TR
WIFEDE TN/ B DRV, SSI DA XY MEIZ DO W TR A STV AIFIEY S, ZOMBIEESLE %
bOVEHREINS,

A, IR R E T REMLEARGEL, TOT—F ZRHELZ) 2T, HEOHEEZED 61:D RCT & H L1 A
YT 21T o 720 a v bu—VEoORIZIE, MOREE (7 EY) V) ZRPTEA LR H o 727207,
D% BEA U 72 AT BN L 720 — 77, funnel plot 1&CRREDSER 5 T W72 72D 1E L 2\ gt & L 7z.

KRN T, BT o SST PR« By & L2 RET VCM #Ai “1&, GPC 12 & % SSI OFFAIZE L TIERIRA
BONDAREMEAVRENTDS, RERITENME MR E L2 1FEO RCT IS FE SN TO 2 MICEEILETH S,
F7, KA RITA YOF TR L TWARWA, summary of findings Z1E L7234 ® GRADE 12X 5 ¥ 7~
ALV “very low” IZR4T 5. L L, AIROMMMOBEEZED L \WIHE & 25{b3 % BHYT, executive sum-
mary TOILEF Y AL ANWVIE “low” &5 &1 holce 77 AGBHREICORPETEEZ AT LN a<x A2 28
7 & —TO SSI FHRIFRZ T 2 9 2 T, HRBIFMEZ S & L, primary endpoint & 77 A BRI 2 & % SSI
& L7 RCT OFEIEFLENL,
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—7J7C, MRSA |21£:9 SSI & T3 270852, @ SSIOTFTHZFEIEAS TR, TNHd GRADEIZE 2T
YALANNVIE very low Tholz. /2, ZOMEINIIA YT Ty Mo ERHN (B, B L 0T
LFEBETH Y, AO 2R AREEZRO L7 TNHOFHRNPS, KA VCM #thi* O SSI FHRIRICE T2 = v 7
YALNVIEIEF IS, WRE B o7& TEE LA ERROREITRDO 2V 00, BIIEFi T MRSA (12
9 SSI & SSIOFHix iy & L7z At VCM #1Ai 1%, BTV —F v TERMT S 2 LITHERTE R nWEE R
720

KN ZAT DL ODDIRAD D B0 H—12, BHWNRE %o 2RO D R ENRBIT 5N, S0, BFTORGE 7o
7= DITEHMETFA E BWFM T TH Y, ZOMOMRICOVWCTHBEETREE LT — 45 (RCT) »h\v, 72, BiFF
MTHNTRRE o 72DIE 1 HFDOATH o720 BIYIFHEBIIG AN LHEEEIRN 2 1 Loz s £ S 205
D, MR THOBMPEEETRIKRELS BAR DL, 20720, RFFEHERIIEHECTIT TS OR S Lzt
WL TOR—BALDTHRTH Y, BHUESWEHETEXL2bDEEZ L, 72, VCM 055 @, #2430 7%
wE) ICK BT TR, TR E o BRSO NTBVITH) TN TE R o7,

B, —O—DOOMROEOMEN BT 5N L. RENOFRE %o 72051, A 7R 27 OEVEE» %
<, BT VCM #thi* 0¥ 5k G, &4 I v 74%), 52X SSI oMl hik: (EFk, BEEIMSE) F3mas
EIZRELIESLDEDH Y, heterogeneity (2B 5 TP I3 - 724 O ORRKRN 2 BEMEOMEN K L. 72, 7T
DT kB LI OWT GRADE #-ili = 1T - 72355 @ evidence level 1Z “very low” TH o720 H=I12, BIEWZE% &t
REL G272 LR END, IR VCM #iAi* OF EFRIZOWVTIE, RCT 7207 TIRIEFIEAE S 45
BT 5 2 L TE TRV, TRETIZ, BT VCM 8 * O EFROMEIIMRC, J/Fr VEM #i* D 1)
AR ENEIEEL BVET LV ATYTA v 7 LEa—PHRESN TS, — AT, 7H747F—2avr0
WREEARIE T 57 — A LAR— 7%, ERE VCM M) Mt E oW REE 2 /RIE 3 5 & F & F 2 5680 2 05t b
Hbo F72, BT VCM 8 * % L72ERTH, MRSA £ MSSA ZI2 X5 SSI B HEIN TS, #0720, 7
AT VCM 8 * o ff FHAEREE A58 2 7u1E VRSA (vancomyecin-resistant Staphylococcus aureus) 55 X V) & B 7 it % 415
L2 HE %8S 5 A7 13D, RBTOMRE oz ohTld, BEELAERREILP-72000, ¥%
OBIBEIEN KM L 2 o 72720, AERERIZOWTUIAR/NET S LT A T REMED S 5o HIUIZRT VCM B
A EN TGRS LT e vy BBHIS, RN CTEMENR%E MEDLINE 126572 2 AP B N5, L
L, RMEFTETOMEOTELR X Z N CHIH SN2 RCT IZIZITHR SN TV D 2 L IZERIEATH S,

SIE, MIRFER SSLEFlE 2 f— L, LD EOMATRELMEITONILE TV AVERINL Z L E
INs,

*PRBgaE A

X ®
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antibiotic powder application in addition to intravenous antibiotics on postoperative infection in spine surgery in 907
patients. Spine 2013; 38: 2149-55. doi: 10.1097/BRS.0000000000000015
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CQY. HEE (i MRSAELEE) @FE L4 FOFEREIHTEDORRFMBALBETFBHICHERD
HESE - PR E AT A~ M, WIE T RIS & B4l FAT TR R AR A&y (R SSI) oFHix Higk
LTNWV—F U THALZWZ 255 HEET 5,

WROME - FEHL oW 2RSS (BETH)

IUYT Y ARKOEEME : D GFFIZHHV)

Executive summary
L. 0l A B 3Rl Tl Oyt A &gy (S SSD o FRHix By L L-RESHE L A~ FOff

I, BT P IRSE O 2 515 %17 > T e WIER] & & 72 FHT Tl Mif2IRES SSI % T8 3 5 TTREMEA S %
(Z¥F A D)o

. AR TR B E A AT CIUE SR A 5 2 v b ORI, BT PR RO & G5 217> TW e WER %
TP L LT CLE, MTRIRES SSI O FRish R xR v (ZETF Y A D),

. O TR E B AT AT CIUR R & A 5 2~ b ORI, BT PR O & G5 O F #2000 & 3l
RIS SSL FHis % 80w (ZET Y A D),

- IR IR B 7 1 AT AR THE MRSA & HH 1 A > b O R MRSA-SSI FIHICHEHTH A Z & &R
Tt v (ZEF Y 2 D),

WEH
A
P

I:

C

: Patients (%) + AN LRBYEiEARMHEAT £
A

v MEH

[IEX
Interventions (JrA) : PIHIEEH Tt

- Comparisons (MLHERIR) |

PR AT 2 >~ MR
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CTNEE = s b IV NI = N E S )
O : Outcomes (77 + 71 4)
1) Primary outcome
ONTRIETGEH SSI OF R R HEEMET &
2) Secondary outcome :
O T & DR Y
i, NLEBIFERAMT (THA ; total hip arthroplasty) E#E SSI O FR5xh#
EEME 6 4 (BRI 5% L)
i, AN LHBIES & (TKA ; total knee arthroplasty) %8 SSI O FFixhH
EEME 6 0 (AMTHIPIR S 5 1 R AR)
@¥%L MRSA # (VCM) &HH 1 2~ b offftk
MRSA-SST 2R3 5 FRishAR  B=ZEM6
R

20227 HE TO PubMed O 7 — ¥ NX— A % TRl TR L 72,

(“Antibiotic Bone Cement” [All Fields] OR “Antibiotic-loaded Cement” [All Fields] OR “Antibiotic-laden Cement”
[All Fields] OR “Antibiotic-Impregnated Cement” [All Fields]) AND (“Total Knee Arthroplasty” [All Fields] OR
“Total Knee Replacement” [All Fields] OR “Total Knee Prosthesis” [All Fields] OR “Total hip Arthroplasty” [All
Fields] OR “Total hip Replacement” [All Fields] OR “Total hip Prosthesis” [All Fields])

CNFTIHEEN A VBT R Y AT YT A v 7 L a—%AbE, AN LESERCHEESEST YA~
AR L7ER O, MREL SSI O FIFICE T 5 RCT OA % FD 72 2 7 fE#FTIE, 2020 4512 Sebastian 5 12 &
LDWE DD, L, TOBRIH7 RCTV AL K, sz, WEETICHEESHE YA Y PR L
IEF OB T RIRICOWTIE, LY A M) 7= 2 L 72BI505e°, RCT LBIRNIEZ G722 & s
SHHEENTVDLED, ZROERAE L THEONLEERED, RCT DAEZHA L THOS N AR B REEI Ry &
2z, RLEa—TIEBRNTRETRE. RCT DA EZHRIZTLHI L & LI,

i

LREEER S 837 OSSR &1L, 24T Rayyan # VT A MV & 38k a #ERE L 720 829 HR O SRk ASERAE &
N, Eo728 DOXLMICOWVTETMER LTV, X YN, PAT7<374 v 7 LbEa—0 1Y, F—FFICX
% 2 CHKT, FEBIDSE 2> T b & Bbi s 1 SCHY 2SR S 7z, HIRTIZ R S Sk, 39X ToBRE CHERTE
Gl 340 L THGR LIEE L72o 610 RCT MR S BIREAEZ 72 L7272, X ¥ N ASHIAT S iz,

Wil, TR BN TH S,

“RCT6HTH o720 1 OOLENIFEEVF L TH Y, JEBIOFEM ZFER T % & BROEBEANZIZE CRESIT, i
2 Wk & b EGER O I R B A Staphylococcus aureus E[M U TH Y, mEAFEHGD A1 EEFMUTHLZ LS, [
—JEBIEFENT D EHWT LA L7z 1 DOCHNIE A Z T, AT ~T 4 v 27 L Ea—Thh, RCT Tk
RWIISEIZ LT,

CEREHIRIE, 7O T 2 3k (R 2 3G, ok 1 gk (777 2Ov 1 SCRY), BRIN 3 STk (f ) A 1 SCERY, A
=7 1Y, ANRA 1Y) Thols

REBIEUE, 6 SCHRD RCT* 905 5745 Bl BET— & Sl vz, 209 LEWSESH Bt A » MMiEHH#E 2,887
B, PURIEEAE 2~ DI 2858 I TH - 72,

- flsid TKA 28 RCT 5 3CHR* % (55 3677 B, PR EH Tt A >~ MEATE 1844 ], MRHEESHE £ A~ MR
FHEE 1833 %1), THA 25 RCT 2 SCBE™Y (A5 2068 B, PG HE L 2 » MEFEE 1,043 61, MREEAT LAY
N IEMEE 1,025 61) TdH o 72,

S EHE XY MIEBEENTHFERIZEE XV M 175y 712 cefuroxime 15 g 57 1 CHLY, cefuroxime 2 g A 75 2
HRSY, VCM 2 g &A& DS 1 kY, GM 05 g &E DS 1 kY, erythromycin 05 g & colistin 3 J7HAZAS 1 SCHY ©
Ho7

AR OPIR & H PR 5-1%, 2001 4£0 Chiu 5O L ) LRI OFCI1E, EEEE L 2 v M2 HH L -HI2E,
FHMEEOEGHGPEH SN T roiz,

- PRIMUE SR O L G35 (2 H S N2 HUR SR I AT cefuroxime 1.5 g iv., s 6 B, 12 BERIZ cefuroxime 0.75 g
im. 2% 1 XCHY, <IVFE ¥ —TOSE T cloxacillin, dicloxacillin Z&D =31 ¥ RPLHE AT 7~14 H M5,
cephalexin D& 1 Lt 7 = 2 RPLHFE % 9~11 H M5 0 A% 1 Lk, w512 CEZ (500 mg) & GM
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(80 mg), #fif212 CEZ 500 mg % 6 KEH] & & GM 80 mg % 12 K[l T & 36 B[l £ TH5- L, PAR™ ® CEZ 500 mg
6T 7 HE OG- 022 LS, CEZ 2 g firaidx 5., fiifaid 8 R B X 124tk 24 Befl £ T 5, B-7
78 BT VIVE =N DY AT VEM 1 g 285, Mitkid 12 KERT 2 & (25 24 BERT £ T 5% 1 ST,
CEZ 2 gfiymi¥e 5., firfaix S W5l 212 CEZ 1 g %A% 24 KR F T G281 LY Th - 72,

FECEZ 3ok B X OV H AREN CIEANIRAIDSEIER S, EEAIO A,

CPUESEEEE A Y D L8O SSTRNE L, BARG: (EHE) 160 no growth 181V, S. aureus 2 5l &
RAKG (BHH) 160 & Staphylococcus epidermidis 1 5 & negative culture 1 6 & B33 K32 1 1 617, RA G
(BHH) 960 & S aureus 5l & Staphylococcus species 1 % & Gram-negative rod 3 % & Propionibacterium acnes
1 % & negative culture 1 1, Proteus mirabilis 1 1 & MSSA 1 %1 T - 72,

CPLHEEE AT A Y M Lo 28 SSIERE 2, MRSA 251 619 & 2 g2kt S 7z,

- SSI OEFIE, ATRETREG: (deep infection) & L, FEEY: (superficial infection) 1dHE L 22 - 72,

CREBBIEHIENE, W12 7 AR ORBRGEOFEL T35, RESFL LT AOSE, SEFSETHo
72

X ®
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CQ10. BEHAFHEEOA > 75> NERTRFP ORI EDH
Hedg  BIEHBMER O A 7T v MEETIIERE R oM 2 ZE L RFP ORI %2179 Z L 2§35 <45 (37
&4 5), 727°L, RFP 2 tH T 2854 05 L CIEHMEALo B A4S 8 UER & L ICEE 2 BE 2L T
H5b,

WSRO S 55 CHERET L (RET D)

IET v AREOMEFENE : C (J5\)

Executive summary

1. BIRHEHEIE O A © 7T 2 Al (NLEEERAm, B A Mo v Ay 7= aryBIOEHA 770 MR
M) BT AT ) 7 7 v EY Y (REP)*OPFHIEERITH 2N H L (T v A C)s

2. MRABITIET 7Y K DARTA 7T v b %ilEfiFd 4 debridement, antibiotics, and implant retention (DAIR)
B L OBl ’io‘lﬂ’C REP*OBHIZER TH 2 TREED D S (ZE TV R C)o —F, ZHIRFEIRA
BIZBOTEAMEZ ROV (ZEF YA D),
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3. JEKH BTl Staphylococcus, Cutibacterium (LA ® Propionibacterium, P. acnes %), Streptococcus D> 11
WX BB LCH REP*OBEHIIER CTH L2 H S (T2 A C),

4. RFP*EHFHTAPIRETIE, 704 0F ) oy REPIHRTH L WREENH S (T A C)e —H, TOMD
MHECIIAEIEEZ RO R (ZETFT Y A D),

5. BEHZICBH LT, RFPYIFHHBEL I M- VHEOM THEELZ RO RV, LA L, RFPIFHIC X 2 5 EHRIE
BIDBEEERE SN TBYEELXET S (ZET YA D),

PN TRLINYAN

HEHE
I
P : Patients (GB#) ; BRI ETFA (EIEHE, B30, ARSI %0 SSI
I : Interventions (Ji-A) ; REP*Bf H ik
C : Comparisons (JLESKHE)  REP* 2 L
O : Outcomes (77 M1 4)
O&EA > 77> MEEOEE EEES
Ot BiRiE EEET
@B HEE ARG EEET
OB BPESERE =T
OFEFRSF EEET
2022 4= 8 H ¥ T» PubMed, Cochrane Central Register of Controlled Trials, CINAHL O 7 — % X— X % [ it
TR L 72,
Database: PubMed
(“antibiotic therapy’ [Title/Abstract] OR “anti bacterial agents/therapy” [MeSH Terms] OR “Rifampin” [MeSH
Terms] OR “Rifampin” [Title/Abstract] OR “Rifampicin” [Title/Abstract]) AND (“prosthesis related infections”
[MeSH Terms] OR ‘“prosthesis related infection*” [Title/Abstract] OR “periprosthetic joint infection®” [Title/
Abstract] OR “prosthetic joint infection®” [Title/Abstract] OR ((“infection™” [Title/Abstract] OR “Surgical Wound
Infection” [MeSH Terms]) AND (“Orthopedics” [MeSH Terms] OR “orthopedic*” [Title/Abstract] OR (“spinal
fusion” [Title/Abstract] OR “spinal implant” [Title/Abstract] OR “spinal surgery [Title/Abstract]) OR (“fracture
fixation, internal” [MeSH Terms] OR “internal fracture fixation®” [Title/Abstract] OR “osteosynthesis fracture”
[Title/Abstract] OR “fracture osteosynthes*” [Title/Abstract] OR “Osteosynthesis Material” [Title/Abstract]) OR
(“arthroplast*” [Title/Abstract] OR “joint prosthesis implantation®” [Title/Abstract] OR “joint replacement™”
[Title/Abstract])))
Database: Cochrane Central Register of Controlled Trials
(mh “Anti Bacterial Agents”] OR (“antibiotic therapy”): ti, ab, kw OR [mh Rifampin] OR (Rifampin): ti, ab, kw OR
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(“periprosthetic joint infection®”): ti, ab, kw OR (“prosthetic joint infection™”): ti, ab, kw) OR ((([mh Orthopedics] OR
(Orthopedic™): ti, ab, kw OR (“spinal fusion”): ti, ab, kw OR (“spinal implant”): ti, ab, kw OR (“spinal surgery”): ti, ab,
kw OR [mh “fracture fixation, internal”] OR (“internal fracture fixation*"): ti, ab, kw OR (“osteosynthesis fracture”):
tl, ab, kw OR (“fracture osteosynthes™”): ti, ab, kw OR (“Osteosynthesis Material”): ti, ab, kw OR (arthroplast®): ti, ab,
kw OR (“joint prosthesis implantation™”); ti, ab, kw OR (“joint replacement®”): ti, ab, kw) AND ([mh infections] OR
(infection™): ti, ab, kw)))
Database: CINAHL
(MH “Antiinfective Agents” OR AB “antibiotic therapy’ OR MH Rifampin OR AB Rifampin OR AB Rifampicin)
AND ((MH “prosthesis related infections” OR AB “prosthesis related infection*” OR AB “periprosthetic joint infec-
tion*” OR AB “prosthetic joint infection*”) OR (MH infections OR AB infection®) AND (MH Orthopedics OR AB
Orthopedic*) OR (AB “spinal fusion” OR AB “spinal implant” OR AB “spinal surgery”) OR (MH “fracture fixation,
internal” OR AB “internal fracture fixation*” OR AB “osteosynthesis fracture” OR AB “fracture osteosynthes™*”
OR AB “Osteosynthesis Material”) OR (AB arthroplast®* OR AB “joint prosthesis implantation®” OR AB “joint
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3
= Studies included in review
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—
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