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Our Clinical Studies 1.

® Microbiology
® Pharmacokinetics

® Controlled clinical studies in subgroups:

® Double-blind:  Quinolone (Ciprofloxacin)
o +/- P.aeruginosa

® Open: Cephalosporins:
° + P. aeruginosa (Ceftacidime=Fortum)
- P. aerugionosa (Cefuroxime=Zinacef)
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Our Clinical Studies 2.

® Microbiology: Retrospective comparison of pre- and
postoperative cultures from ears draining postop (N=80)

® Pharmacokinetics: Peroperative assay of Ceftazidime

® FEarfluid: 7.9 (MIC9o 1.1 P.aeruginosa at oxygen
levels like middle ear cavity)

® MICgo P.aeruginosa at atmospheric oxygen level 0.7
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Our Clinical Studies
"CIPROTO”STUDY

® Quinolone (Ciprofloxacine)

4 centers
® 2 groups : active / placebo

® perioperative treatment 10 days

® randomized, double-blind design (N=204)

® endpoint 3 months
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"CIPROTO" study

Rates of clinical success with regard to treatment
group and center

Cent No. Rates of clinical success Chi-
er square

active group  placebo P
group

25/41 (0.61) 31/36 (0.86) 0.001
12/14 (0.86) 9/13(0.69) 0.30
17/22 (0.77)  14/21(0.67) 0.44
25/33(0.76)  14/24(0.58) 0.16




"CIPROTO" study

Comparison of rates of clinical success in various groups of patients from
centers BCD

Group of Clinical success Therapeutic gain Chi-
patients treatment group square

active  placebo %  95% confidence analysis
limits P

Total=127 54/69  37/58 -1% to +30% 0.08

Operation: 45/58 30/51 +2% to +35% 0.04
tympanoplasty or
radical

Drainage during 35/49 22/41 -2% to +38%
operation
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Our Clinical Studies
"OTOCEFT” STUDY

® 2 centers
® 4 groups:
+/- treatment perioperatively (5 days)

P. aeruginosa [ other bacteria at preop culture

® Randomized, open design (N=95)

® Endpoint 2 months postop
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"OTOCEFT" study
DESIGN:

Ceftazidime 5 days;
operation

Check-
ups
cultures

No antibiotic;

operation months

DOStoP

Adult COM
Middle ear
cultures *3

No antibiotic;
operation

Cefuroxime g
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"OTOCEFT” STUDY:
THE CLINICAL AND MICROBIOLOGICAL EVALUATION
AT 2 MONTHS POSTOP.

Treatment Otomicro- ....scopy Micro- ...biology

DRY DRAINING Other/Sterile P.Aeruginosa
N=60

CEFUROXIM 27(0.9) 27(0.9) 3
E

CONTROLS 25(0.8) 24’ (0.9)

N=35
CEFTAZIDIM 17 (0.9) 13 (0.7)
E

CONTROLS  7(0.4) 4 (0.3)
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ratio (fixed-effect) was 1.55 (95% CI 0.45 to 5.28), which is not significant.

Discussion

This review included 11 randomised controlled trials comparing a certain antibiotic in a certain regime/dosage pattern with a control group.
These patterns were investigated during different otologic surgical procedures (clean as well as contaminated types of surgery). Often no
subgroup analysis was presented with regard to type of surgery, e.g. clean or clean-contaminated. This is also the reason why, unfortunately,
we could not perform any sub-analysis with regard to type of surgery. This is specifically the case in Jackson 1988. This well-designed and
performed study investigated 3481 patients and included some procedures which we did not investigate. The authors' most important
conclusion, however, is that there is no need at all for the use of antibiotic prophylaxis in ear surgery in terms of reducing postoperative
complications such as infection and graft failure. We have, however, been able to assess subgroup analyses with regard to the method of
administration of the antibiotic, e.g. systemic and/or local.

The methodological quality of the included studies, scored by the use of a list of validity criteria, was fair to good. Often insufficient detail was
given on methodological procedures. This could, of course, enhance bias. Nevertheless, it was the authors' opinion that none of the included

studies contained fatal flaws.

Many studies differed in the definition of certain outcome measures, or did not define them at all. This made the pooling of results difficult.
However, the authors believed that the character of the subject of this review allows more differences in defining these measures than other
subjects, therefore allowing the pooling of results. One has to realise, however, that when we pooled results to evaluate an effect within three
weeks, some studies had an evaluation after two weeks, while another study could have evaluated after two and a half weeks.

None of the trials in itself showed any significant difference in any of their outcome measures, independent of the quality of the study. Pooling
of results did not change any of those views. Therefore, on the basis of the data available, there seems no significant contribution for
antibiotic prophylaxis in ear surgery, in term of reduction of postoperative complications such as infection and graft failure.

Authors' conclusions

Implications for practice
There is no evidence that the use of prophylactic antibiotics in clean or clean-contaminated ear surgery, in any regimen, is helpful in

reducing postoperative complications such as wound infection, discharge from the outer ear canal, labyrinthitis and graft failure.



Forslag til UDTALELSE fra DOKS

® Generelt foreligger der ikke indikation for brug af
rutinemaessig perioperativ antibiotika behandling.

® |szerlige tilfeelde af prae - eller peroperativ infektion kan
lokal eller systemisk antibiotika overvejes.
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