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48 y/o, male with underlying type 2 DM,
hypertension, and CKD, stage 3

Septic shock, left foot infection related
e Left foot necrotizing fasciitis
* post fasciotomy+sequestrectomy on 9/30

e post amputation of the left second and third toes,
debridement on 10/12

e post below knee amputation on 10/18

* post below knee amputation wound closure on 10/26
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Admitted on 11/27 due to swelling and redness over
wound, suspected cellulitis

Treatment:
* Vancomycin 1gm, gql12h
« Shifted to Linezolid 600mg, g12h on 12/2
* Due to poor clinical improvement
* Debridement on 12/02

Clinical improved afterwards



Case scenario

» Wound culture results: Negative(on 11/30 and
12/02)

 Previous pus culture(11/18):Staphylococcus
haemolyticus with multiple drug
resistance(sensitive to Vancomycine,
Tigycycline, Teicoplanin, Linezolid, Fusidic
acid



Background question

 Risk factors of soft tissue Iinfection/poor wounc
healing?

» Common pathogen of Skin and soft tissue
Infections?

 Empirical antibiotics choice?
 Role of surgical debridement?

 Risk factor of MRSA infection?
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» VVancomycin versus linezolid, which one is
better to treat my patient?

= patients with complicated SSTI

| Antibiotics treatment with linezolid

Antibiotics treatment with
vancomycin

O treatment response




Search for EBM

 Key words:

» Cellulitis / Skin and soft tissue infection
 Vancomycin

 Linezolid

» MRSA
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Search results

- Linezolid versus Vancomycin in Treatment of Complicated
Skin and Soft Tissue Infections (Antimicrobial agents
chemotherapy, June 2005, p.2260-2266)

- Linezolid reduces length of stay and intravenous
treatment compared with vancomycin for complicated skin
and soft tissue infections due to suspected or proven
methicillin-resistant Staphylococcus aureus(MRSA)
(International Journal of Antimicrobial Agents
26(2005)442-448)



research result

Linezolid versus Vancomycin in Treatment of
Complicated Skin and Soft Tissue Infections
(Antimicrobial agents chemotherapy, June 2005,
P.2260-2266)

Randomized, open-label, comparator-controlled,
multicenter, multinational study

Compare linezolid to vancomycin in the treatment of
suspected or proven methicillin-resistant gram-
positive complicated SSTls (CSSTIs) requiring
hospitalization
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Research result

» From October 2002 to March 2003

 Enroll 1200 patients with SSTI, suspected or
proven MRSA related, required hospitalization
with physical or symptoms finding

» Patients with gram negative infections,
osteomyelitis, endocarditis, septic arhtritis,
necrotizing fasciitis, gas gangrene were
excluded
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Research result

» Patients enrolled were randomized to receive
* Linezolid 600mg, gl2h, I.v. or orally
e Vancomycin, 1gm, gl2h, I.v.

 Concomitant use of other Abx. for gram-
negative organisms were permitted

 Minimal treatment period was 4 days, but no
longer than 21 days



Research result

 Primary endpoint: clinical cure
« EOT(end of treatment)
 TOC(test of cure): 7 days after EOT

 Long-term follow-up: day 35
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MITT(modified intent-to-treat) population:

* ITT population with culture confirmed
gram+ pathogen

CE(clinically evaluable) population:

» >4 days of therapy and returned to TOC
VISit

ME(microbiologically evaluable) population:

 CE patients with one or more gram-+
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1. Summary of baseline demographics and clinical
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TABLE 2. Clinical outcomes at TOC visit®

characteristics of ITT population
No. (%) of patients treated with:
teristic Linezolid Vancomycin®
(N =5%2) (N = 588)
375 (633) 363 (61.7)
217(36.7) 25(383)
205 (49.8) 200 (50.9)
76 (12.8) 67 (11.4)
138 (23.3) 136 (23.1)
d 162 (27.4) 172(20.2)
282 (47.6) 266 (45.2)
abscess 158 (26.7) 146 (24.8)
gical incision 63 (10.6) 65 (1L.1)
ited
142 (413) 146 (44.1)
106 (30.8) 05(28.7)
1+ 8D) 2+18 2+18

% of patients (no. cured/total) after

Linezolid Vancomycin®
ITT 022 (439/476) 88.5(402/454) 011,74
MITT 029 (314/338) 88.0(287/326) 0.40, 9.3.
CE 04.4 (436/462) 90.4 (394/436) 0.53, 7.4
ME 04.5 (312/330) 89.7(278/310) 0.69, 9.0

“ Results do not include indeterminate outcomes. TOC visits occ
after the end of treatment. CI, confidence interval.

b Patients could be switched to nafcillin, oxacillin, dicloxacillin, or f
based on culture results.



Research result

3. Clinical success at TOC visit of CE and ME patients by

TABLE 4. Microbiological

outcomes at TOC visit by
pathogen in ME and MITT patient populations treat

baseline diagnosis®

_ % of .?aucms (no. curcdftoul)
‘:);g" 5% C1 P value

Linezolid Vancomycin®
-abscess
nts 983 (116/118) 9L1(92101) 1.19,13.24 0.026
ents 98.0 (97/99) 90.1 (8291) 1.14, 146 0.028
nts 915 (205/224) 915(184201) -533,5.28 0.993
ents 916 (120/131) 91.7(99/108) -7.12,699 >0.99
rgical
n
nts 980 (50/51)  88.2(45/51) 0.18,1943 0112
ents 97.7 (43/44) 88.1 (37/42) -1.11,2037  0.106

s do not include indeterminate outcomes. TOC visits occured 7 days
nd of treatment. Cl, confidence interval.

s could be switched to nafallin, oxacillin, dicloxacillin, or flucloxacillin
ulture results.

linezolid or comparator drugs®
% of pauents cured (no. cured/
O’W and loulp: after wreatment with: 05% Cl
popuhuon Linezolid Vancomycin®
MRSA
ME 886 (124/140)  66.9 (97/145) 1238, 30.9
MITT 71.0(125/176)  55.1 (102/185) 6.08, 25.7
MSSA
ME 84.9 (90/106) 753 (70y93) —1.47, 20.7
MITT 73.0 (92126) 66.4 (75/113) -5.02, 183
Streprococcus
pyogenes
ME 86.7 (13/15) 94.4 (17/18) ~27.97, 12.4
MITT 684 (13/19)  654(1726)  —24.73,305
“ TOC visits occured 7 days after the end of treatment. CI, confic

b Patients could be switched to nafcillin, oxacillin, dicloxacillin, o
based on culture results.



Conclusion

 The results indicate that the two drugs are
equivalent for the ITT population.

 Linezolid superior to the comparative regimen
INn the per-protocol analysis and to vancomycin
In the MRSA subset.

» The difference between linezolid and
vancomycin results was most dramatic In
patients with abscesses and surgical-site
Infections
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- Linezolid didn’t be superior choice according tc
the final culture pathogen.

- Surgical site infection

- Sensitivity result

' Drug level, renal insufficiency



Thanks for your
attention!



