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 An open-label, non-inferiority, randomised,
controlled trial
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Trial profile

359 patients were enrolled and
underwent randomisation

!

!

182 assigned to & weeks of treatment

177 assigned to 12 weeks of treatment

& withdrew from follow-up
1 diagnostic error
1 died

2 withdrew from follow-up
1 had no available administrative
information

1 did not give written consent l | 1 refused to continue to participate
2 were immediately lost to follow-up
1 had no administrative information

¥ ¥

176 (98%) included in modified
intention-to-treat analysis

175 (99%) included in modified
intention-to-treat analysis

30 excluded (protocol viclation)
& treatment duration =5 weeks
22 treatment duration =7 weeks

¥

38 exclueded (protocol violation)
16 treatment duration <11 weeks
22 treatment duration =13 weeks

k4

analysis

146 (83%) included in per-protocol

137 (78%) included in per-protocol

analysis
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Baseline characteristics()

6-week regimen

12-week regimen

Total (n=351)

(n=176) (n=175)

Age, years 62 (16) 60 (17) 61 (17)
Female 61 (35%) A48 (27%) 109 (31%)
Comorbidity

Immunodepression 5 (3%) 11 (6%) 16 (5%)

Diabetes 36 (20%) 18 (10%) 54 (15%)
Clinical characteristics

Fever 87 (49%) 95 (54%) 182 (52%)

Back pain 172 (98%) 165 (94%) 337 (96%)

Duration of infection, days 34(19-58) 34 (18-57) 34 (18-58)
Number of sites of vertebral osteomyelitis

1 159 (90%) 154 (88%) 313 (89%)

=2 17 (10%) 21 (12%) 38 (11%)
Type of site of vertebral osteomyelitis

Cervical level 28 (16%) 24 (14%) 52 (15%)

Thoracic level 46 (26%) 5O (29%) 6 (27%)

Lumbar level 125 (71%) 121 (69%) 246 (70%)

Sacral level 19 (11%) 26 (15%) 45 (13%)
Associated endocarditis®

Duke definite 23/127 (18%) 28/130 (22%) 51/257 (20%)

Probable A4/127 (3%) 1/130 (1%) 5/257 (2%)
MNeurological signs 25 (14%) 32 (18%) 57 (16%)
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Baseline characteristics2)

Radiological biological characteristics
MRI
CTscan
C-reactive protein concentration
Absolute concentration, mg/L

Concentration =10 mg/L

Microbiological diagnosis
Blood culture
CT-vertebral biopsy
Perioperative surgical biopsy
Microbiological identification

Staphylococcus aureust

Coagulase-negative Staphyloccocust
Streptococcus spp

Enterococcus spp

Enterobacterial spp

Anaerobia

Other Gram-negative bacteria

Other Streptococcus

S MRSA[ 851 D -

157 (89%)
88 (50%)

118 (103)
157 (89%)

119 (68%)
67 (38%)
9 (5%)

69 (39%)
29 (16%)
32 (18%)
11 (6%)
22 (13%)
7 (4%)
6 (3%)
4 (2%)

159 (91%)
80 (46%)

126 (108)
161 (92%)

121 (69%)

71(41%)
10 (6%)

316 (90%)
168 (48%)

122 (105)
318 (91%)

240 (68%)
138 (39%)
19 (5%)




Baseline characteristics@)

52 Supplemental Table: Neurological abnormalities at baseline

G-week 12-week Total
group group
(N=170) (N=173) (N=351)
Post surgical vertebral spondylodiscitis .
(without implant) - no. (%) 13(74) 21(12) 34(9.7)
Presence of abscesses™® 36 (20.5) 32(18.3) 68 (19.4)
Presence of neurological signs 25(14.2) 32 (18.3) 57(16.2)
Sciatica 17(9.7) 22 (12.6) 39(11.1)
Neurological motor abnormalities 10 (3.7) 9(5.1) 19 (5.4)
Combination of neurological
abnormalities
Isolated motor abnormalities 8(4.3) @(5.1) 17 (4.8)
Isolated sciatica 15 (8.3) 22 (12.6) 37(10.5)
Motor abnormalities and sciatica 2(1.1) 0(0) 2(0.6)
Presence of neurological motor
abnormalities
Tetra or paraplegia 3 3 8
Tetra or paraparesia 4 ] 10
Unknown 1 0 1

*Only 3 patients with abscesses had drainage (by CT-guided punction).
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MEDEERAS

6-week regimen 12-week regimen Total (n=351) p value
(n=176) (n=175)
Treatment duration, weeks 6 (6-6-6) 12-1(12-13) 9-3(6-121)
Oral flucroquinolone and rifampicin =~ 76 (43%) 79 (45%) 155 (44%) 0.793
Other combinations
Rifampicin and aminoglycoside 22 (13%) 25 (14%) 47 (13%)
Rifampicin and amaoxicillin 3 (2%) 4(2%) 7(2%)
Fluoroquinolone and 14 (8%) 11 (6%) 25 (7%)
aminoglycoside
Fluoroguinolone and meticillin 4 (2%) 3 (2%) 7(2%)
Fluoroquinolone and 6 (3%) 6 (3%) 12 (3%)
cephalosporin
Amaoxicillin and aminoglycoside 15 (9%) 17 (10%) 32 (9%)
Cephalosporin and 4(2%) 3(2%) 7 (2%)
aminoglycoside
Meticillin and aminoglycoside 2 (1%) 2 (1%)
Other 30 (17%) 27 (15%) 57 (16%)
Intravenous treatment duration, 15 (7-0-28.0) 14 (6-5-26:5) 14 (7-0-27) 0-579
days
Data are median (IQR) or number (%) unless otherwise specified.
Table 4: Duration and type of antibiotics used in the study
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S.aureus|ZXf 9 HAE

Total 12 week 6 week P.value

Staphylococcus aureus (N=145) (N=76) (N=69)

Oral fluoroquinolon and rifampin—n(%) 106 (73.1) 56 (73.7) 50(72.5) 1

Other associations---no (%) 39 (26.9) 20(26.3) 19(27.5)
Fluoroquinolon and aminoglycoside 7 (17.9) 5(25) 2(10.5) 0.505
Methicillin and aminoglycoside 2 (5.1) 0(0) 2 (10.5)
Fluoroquinolon and methicillin 5(12.8) 3(15) 2(10.5)
Rifampin and aminoglycosides 16 (41) 7(35) 9(47.4)

Others 9(23.1) 5(25) 4(21.1)




Primary outcome

G-week regimen 12-week regimen Differencein 95% Cl

proportion of

patients®
Intention-to-treat anaklysis, n 176 175
Cured 160 (90-9%) 159 (20-9%) #0-1 -62to B3
Cured and alrvet 156 (BB-6%) 150 (85-7%) +2-0 —4.2 to 10-1
Curedwithout further 142 (B0-7%) 141 (B0-6%) #0-1 -83to 8.5
antibiotic treatmenti
Per-protocol anahysis, n 146 137
Cured 137 (93-8%) 132 (96-4%) 2.5
Cured and alrvet 133 (91-1%) 126 (92-0%) -0-5
Curedwithout further MNLA MNLA MNA MNA

antibiotic treatmenti

Diata are number, or numbser (%) vnless otherwise spedfied. 32 patients (16 in the 6-week group and 16 in the 12-weesk
group) were classified as cases of probable failure of treatment by the independent validation committee. Of

68 protocol violations excluded from the per-protocol population, 18 cases were classihed as failure and S0 as cure in
the intention-to-treat population. *&-week group minus 12-week group. tDeath in cases dassified as probable cure by
the independent validation committee were dassified as failure. Further antibiotic treatment was regarded as a
treatment failure. NA=not applicable.

Table 2: Primary outcome analyses of patients with vertebral osteomyelitis according to duration of
antibiotic treatment
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Age (p=0.307 ! |
270 n=79 ) ' T '
< 75 (N=266) —to—
Microbiological identification (p=0.221) !
Staphylococcus aureus (n=145) | m—T——

Others (n=206 ‘—.——l
Immuno ?resswn or diabetes (p=0.28)

Yes (n=6 ._I-._r'
No (n=204 | 4
Fluoroquinolone and rifampin (p=0.907)
Yes (n—1 55)

Post-sur cal VO (p=0.957)

Yes (n= 4 !
No (n =31 I
Overall population (n=351) |
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Difference in percentage of cure (6-week group - 12-week group)
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b-week 12-week Total (n=351) pvalue
regimen regimen
(n=176) (n=175)
Back pain at 1year 44/145 (30%)  41/138 (30%) 85/283 (30%) 1
Fever at 1year (no=0, yes=1) 0 1(1%) 1 (=1%) 0-48
C-reactive protein concentration at 4-2 (1-9-7-2) 3-2 (1-8-6) 4(1-8-6-3) 0-22
1year, mg/L
Adverse events C1(29%) G0 (29%) 101 (29%) 1
Death 14 (8%) 12 (7%) 26 (7%) 0-85
Cardiorespiratory failure 7 (4%) 12 (7%) 19 (5%) 0-33
Digestive tract bleaeding 4 (2%) 2 (1%) 6 (2%) 0-68
Oostridivm difficile infection 2 (1%) 2 (1%) 4 (2%) 1
Antibiotic intolerance 12 (7%) 9 (5%) 21 (6%) 0-66
Other infection (not vertebral S (3%) 7 (4%) 12 (3%) 076
osteomyelitis)
Device infection 1(1%) 2 (1%) 3 (1%) 0-62
Meurological complications 7 (4%) 3 (2%) 10 (3%) 0-34
Endocarditis 3 (2%) 4 (2%) 7 (2%) 072
Data are number of patients with at least one event (%) or median (IQR), unless otherwise specified.
Table 3: Secondary outcomes and adverse events
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