Antibiotika — wie kurz ist genug?

3. Marz 2017
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Frage

Sie behandeln einen Patienten mit einer Pneumonie.

Das Risiko zur Entstehung von Antibiotikaresistenzen
Ist geringer bei einer Dauer der Antibiotikatherapie von

a. 14 Tagen (alle Bakterien abgetottet)?

b. 5 Tagen (weniger Selektionsdruck)?




Antibiotikaverbrauch — Antibiotikaresistenz:-
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% of pneumococcus isoktes

Days of B lactam use in the six months before the swab

Penicillin resistance in pneumococcus isolates taken from children,
and B lactam use in the six months before swab collection

Resistenz: +4% / Antibiotikum-Tag

Albrich et al. Emerg Inf Dis 2004;10:514-7

Nasrin et al. BMJ 2002:324:28-30



Antibiotika-assoziierter Kollaps des Mikrobioms
erhoht das Sepsisrisiko

Risk of Sepsis During Readmission within 90 Days by Antibiotic Exposure Category Truven Health MarketScan®
Hospital Drug Database

I 473 Spitaler, USA
>9 Mio Hospitalisationen
0.6% Sepsis bei Rehosp. <90d
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High-risk Antibiotika:
l = 3rd/4th generation
cephalosporin,
= fluoroquinolone,
clindamycin,

=  peta-lactam/beta-lactamase
inhibitor combination,

= oral vancomycin,
= carbapenem

oy
]

5% Confidence Intervals

711
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Odds Ratio and
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Referent Category: No Antibiotics, OR=1

12 - - Baggs et al.
Antibiotic Days of Therapy ID Week 2016

Mon High Risk Antibiotc agents  High Risk Antibiotic agents



Kurze Antibiotikatherapie 5

Nachteile, Risiken
Therapieversagen?
Mortalitat?

Vortelle

v | Risiko fur Antibiotika-Resistenz
T Adharenz
| Kosten

v

v Relaps?
v | Nebenwirkungen

v | Auswirkungen auf Mikrobiom

Was beeinflusst die Therapiedauer?
-Pathogen -Schweregrad -Komorbiditaten

-Antibiotikum  -Dosis/Applikation -Source control -Therapieansprechen
Traditionell eher langere Therapiedauer bevorzugt

Wie kurz ist lang genug? | |




Romischer Kaiser Konstantin der Grosse

» 313 n.Chr.: Mailander Vereinbarung ("Mailander Toleranzedikt")

— Freiheit der Glaubensentscheidung flr alle Religionen (Christentum)
— Weg zur Aufklarung in Mitteleuropa

> 321 n.Chr.:reduzierte Anzahl der Wochentage von 8 auf 7!
» — Reduktion des Antibiotikaverbrauchs um 1/8!




Kurze Therapiedauer der Pneumonie (CAP)?,
Was war vor PubMed?

monia with penicillin. In a 1943 report on treating 500 patients
PENICIL

TABLE

with penicillin, Keefer et al. [22], referring to the subset of

patients with pneumococcal pneumonia, stated, “It is plain
from the reported cases that...many patients have recovered
on less than 100,000 units given over a period of two to three
days.” Dawson and Hobby [23], in their 1944 report on treating
100 patients with penicillin, stated that “In general, the results
were satisfactory with doses of 10,000 units every four hours
for one and a half to two days.” In another 1944 report, Tillett
et al. [24] stated that it may be seen that “most of the patients,
31, were treated for 3 to 4 days. Among this group, when no
e o e T 00000 O e of o penseiie. - complicating factors [primarily empyema an underlying
chronic obstructive pulmonary disease] existed, the initial im-

provement persisted as permanent cure.”

Rice. CID 2008;46:491-6



Kurze Therapie: berechtigte Zweifel ?
Beginn einer "langen” Geschichte ...

In 1945, Meads and Finland [25] treated patients with pneu-
mococcal pneumonia “until there was definite clinical im-
provement and the temperature had remained below 100°F for
12 hours...then given for another two or three days.” Forty-
four of 54 patients in this study survived. Of the 44 who sur-
vived, 2 relapsed. One relapsed with the same pneumococcal
serotype after receiving only 24 h of therapy. The other relapsed
10 days after treatment, with an organism of a different se-
rotype. Despite this remarkable success, these relapses weighed
heavily on the authors, leading them to suggest, “The need for

continuing treatment even after the fever and symptoms sub-

side is suggested by the relapses that have occurred in this
series.”

Rice. CID 2008;46:491-6



Leichte — mittelschwere Pneumonie: 3 vs. 8 ds

YV VYV

Multizentr., doppelblinde RCT, NL: 2 10 -
Erwachsene, hospitalisiert mit leichter- § 09 -
mittelschwerer CAP, nach 3 Tageniv g = E—
Amoxicillin afebril und substantiell § 08 TS i
klinisch gebessert, randomisiert: s 07 B

> Amoxicillin 750mg 3x/d po x5d vs. ‘% . Egﬁf fazyss e

> Placebo S 06
Klin. Erfolg (=klin. Resolution od. 05, . y o1 2
Besserung) am d10: 93% in beiden |
Gruppen Fig 3 Proportion of patients considered cliniciagjciézzsssfsri;tifniirgrc?rtr:irr:;t
K|In Erfolg am d28 90% VS. 88% population. Day 3=day of randomisation

El Moussaoudi et al. BMJ 2006:;332:1355-60



Therapiedauer der CAP 10

N L

IDSA (2007) = ERS/ESCMID (2011) BTS (2009) I~

» 25d » <8d » Ambulant, leicht-mittelschwer

» 48-72h lang afebril » Kirzer je nach stationar: 7d

» Langer bei Komplikationen Biomarker, v.a. PCT » Schwere CAP: 7-10d

» Wechsel auf po wenn » Wechsel auf po wenn » S. aureus, Gram-neg.: 14-21d
Stabilitatskriterien erfullt afebril / stabil

Orale Erndhrung und Medikamente mdoglich
BD syst. 2 90mmHg

Puls < 100/min

Atemfrequenz < 24/min

O,-Sattigung 2 90% oder pO, 2 60mmHg
Kognitive Fahigkeiten wie vor CAP

L,

YV V V VY

S3-Leitlinie (2016)

» Leicht-mittelschwer: 5-7d und = 2d stabil
» Schwer: =2 3d iv; total i.d.R. < 7d und = 2d stabil
» PCT-Steuerung (erfahrene Zentren)



Clinical Infectious Diseases
Y
AIDSA, e [

fectious Diseases i rica  hiv medicine association

Management of Adults With Hospital-acquired and nopoulos et al. Chest
Ventilator-associated Pneumonia: 2016 Clinical Practice 2013;144:1759-67

Guidelines by the Infectious Diseases Society of America
and the American Thoracic Society

.. Andre C. Kalil,"" Mark L. Metersky,”® Michael Klompas,** John M lere.” Daniel A. Sweeney,’ Lucy B. Palmer,” Lena M. Napolitano,® Naomi P. 0'Grady,’
OR fir Study or Subgrou| John G. Bartlett,”” Jordi Carratala,” Ali A. EI Solh,"” Santiago Ewig,” Paul D. Fey," Thomas M. File Jr,"® Marcos I. Restrepo,” Jason A. Roberts,” " B
|\/|Ol’ta|ltat Chastre et al Grant W. Waterer,” Peggy Cruse,” Shandra L. Knight® and Jan L. Brozek?

XXI. Should Patients With VAP Receive 7 Days or 8-15 Days of Antibiotic
Therapy?

Recommendation

OR flr
Mortalitat bei
Patienten mit
Gram-neg.
Non-
Fermentern

L. For patients with VAP, we recommend a 7-day course of an-

timicrobial therapy rather than a longer duration (strong rec-
ommendation, moderate-quality evidence).

Kurze Th.: mehr Antibiotika-freie Tage (3.4d, p<0.001), Trend zu mehr mikrobiolog.
Rezidiven (OR 1.7, p=0.06), kein Unterschied bei Mortalitat, LOS, Beatmungsdauer
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7~ O\
(per protocol) Cipro 7d | Cipro 14d Differenz (90% P (non-
Cl) inferiority)

Dauer der Antibiotikatherapie: Pyelonephritis 1
Random. doppelblinde multizentr. Placebo-kontrollierte Studie G,Bﬂﬁ
Nicht-schwangere ¢ = 18J., Fieber (= 38.0°C) und = 1 Symptom eines HWI &, "ii|
26% Bakteriamien
Ciprofloxacin 7 vs. 14 Tage

Kurzfristig (10-14d)

Heilung 97% 96% -0.9% (-6.5, 4.8%) 0.004
Klin. Versagen oder Rezidiv 3% 4%

Langfristig (42-63d)
Heilung 93% 93% -0.3 0.015
Klin. Versagen oder Rezidiv 7% 7%

7d vermutlich mit den meisten Antibiotika moglich, auch bei Mannern, auch
bel Bakteriamie, cave: urogenitale Pathologie Eliakim-Raz et al. JAC 2013;68:2183-91

~



Trial of Short-Course Antimicrobial Therapy
for Intraabdominal Infection

R.G. Sawyer, J.A. Claridge, A.B. Nathens, O.D. Rotstein, T.M. Duane, H.L. Evans,
N Engl ] Med 2015;372:1996-2005. C.H. Cook, P.J. O'Neill, J.E. Mazuski, R. Askari, M.A. Wilson, L.M. Napolitano,
DOI: 10.1056/NEJMoal411162 N. Namias, P.R. Miller, E.P. Dellinger, C.M. Watson, R. Coimbra, D.L. Dent,
S.F. Lowry,* C.S. Cocanour, M.A. West, K.L. Banton, W.G. Cheadle,

P.A. Lipsett, C.A. Guidry, and K. Popovsky 10—
097 Control group
» Multizentr. RCT s Experimental group
» 518 Patienten mit kompliziertem intraabd. Infekt ; 06
und adaquater Source Control £ o
» Therapie bis 48h nach Resolution von Fieber, E Ez
Leukozytose und lleus (max 10d) (Kontrollgr.) vs. 0.1 P=096 by logerank test
> 411 Tage Antibiotika (Experimentelle Gruppe) S S S s e
» 1° Endpunkt: 22.3% vs. 21.8%, p=0.92 Days to Composite Outcome

Figure 2. Kaplan—-Meier Time-to-Event Curves for the Composite Primary

> Mediane Therapiedauer: 8.0 vs. 4.0d , p<0.001  SuemeAccordng ©o Teaument Srovp.

The composite primary outcome was surgical-site infection, recurrent in-
traabdominal infection, or death.

» Nach adaquater Source control: 4 d AB genauso gut wie 8-10d
> Wenn keine gute Source control: stop wenn afebril, keine Leukozytose, normale Darm-
funktion; falls nach 5-7 d nicht erreicht: Diagnostik  mazuski et al. Surg Inf Soc Guidelines. Surg Inf. 2017;18



Haut- und Weichteilinfekte 14

Medscape

» Erysipel, Cellulitis:

> Antibiotika iv wenn systemische
Entzindungszeichen, Wechsel auf po
wenn afebril und "gebessert"

» Gesamtdauer: ~ 5 d (10 d nicht besser)

» Langer falls Infektion noch nicht
abgeklungen ("nach Klinik", bis kein
Schmerz, keine Uberwarmung)

ANATOMY SYNDROME

4 Epidermis Erysipelas
Impetigo
Folliculitis
Ecthyma

Skin Furunculosis
Carbunculosis

-1 Dermis

. - T / <2 ([ (P
» 7-14 d falls immunsupprimiert AR hazg e ey — Lo
Subcutaneous
» ADbszess: tissue | Necrotizing
Subcutaneous fat, fasciitis

nerves, arteries, veins

» Inzision & Drainage

» Antibiotika nur bei fehlendem
Ansprechen, Umgebungsrétung, system.
Entzindungszeichen, multiplen
Abszessen, Immunsuppression

2% Deep fascia f

Myonecrosis
il Muscle (clostridial and
non-clostridial)

Source: Cont Edu Anaesth Crit Care & Pain @ 2012 Oxford University Press

Hepburn et al. Arch Int Med 2004;164:1669-74; Stevens et al. IDSA guidelines CID 2014;
Morris. BMJ Clin Evid 2008;1:1708; Talan et al. NEJM 2016;374:823-32; Spellberg et al. Ann Em Med 2011;57:183-5



Havey et al. Critical Care 2011, 15:R267
http://ccforum.com/content/15/6/R267
© CRITICAL CARE 15

RESEARCH Open Access

Duration of antibiotic therapy for bacteremia: a
systematic review and meta-analysis

Thomas C Havey', Robert A Fowler'” and Nick Daneman'*

» RCTs: kurze (5-7d) vs. lange (7-21d) AB Therapie
» 24 RCTs, nur 1 spezifisch for Bakteriamie, 227 Patienten mit Bakteriamie

_ Klinische Heilung Mikrobiologische Heilung Uberleben

Th-Dauer Kurz Lange Kurz Lange Kurz Lange
Ereignisse/ 45/52 47/49 28/28 30/32 15/17 26/29
total

Risk ratio 0.88 [0.77-1.01] 1.05 [0.91-1.21] 0.97 [0.76-1.23]



Procalcitonin zur Steuerung der Therapiedauer
(Beispiel Atemwegsinfekte)

16

].

[ Procalcitonin (PCT) Algorithmus (ug/L = ng/ml)

[ <O.1vug/L } [ 0.1-0.;5ug/L } [ O.25—é.5ug/L } [ >0.5$ug/L

J

[ Antibiotikatherapie }[ Antibiotikatherapie } [ Antibiotikatherapie }[ Antibiotikatherapie }

SEHR ABZURATEN eher abzuraten eher empfohlen

SEHR EMPFOHLEN

[ [ [ |
v v

Menn Antibiotikatherapie begonnen:
O PCT Kontrolle alle 2 Tage zur Steuerung d. Antibiotikatherapie
O Stopp gemass oben beschriebenen cut-offs
0 Bei ambulanten Patienten Dauer der Antibiotikatherapie nach Hohe des letzten PCT-Wertes (>0.25ug/L
3d, >0.5ug/L 5d, >1ug/L 7d)
U Bei inital sehr hohen PCT (z.B. >5ug/L) bei gutem Ansprechen: Abfall um >80-90% des Peak: Stopp
empfohlen

.

~

/

Albrich et al. Arch Int Med 2012;172:715-22



Procalcitonin zur Reduktion der Therapiedauer - sicher & effektiv 17

Study . . Mortality AB exposure Control Relative AB

Authors Research question Settin n= .
name q g Control vs PCT group vs PCT reduction

Christ-Crain etal, ProRESP Ezdég'oon of antibiotic prescription for LRTIIN £y i 16 center 243 4/119 (3.4%) vs 4/124 (3.2%) 10.7 vs 4.8% 55.1%
Christ-Crain etal, ProCAP E:gﬁf)ts'gzaﬁz antibiotic exposure in CAP in ED Ei'r?g?:(i:n‘if"a" 302 20/151 (13.2%) vs 18/151 (11.9%) 12.9 vs 5.7% 55.8%
Stolzetal,  ProCOLD Ef:cfrgggo":gcz‘:’é";:gﬁ;p?osure NCOPD £ single center 208 9/106 (8.5%) vs 5/102 (4.9%) 7.0vs 3.7% 47.1%
Briel etal, PARTI Sg‘;‘;?’af]‘ Jfg;‘é?%”ﬁi antibiotic exposure in Zr&?i?nifre’ 458 1/232 (0.4%) vs 0/226 (0%) 6.8 vs 1.5% 77.9%
Nobre et al, "ProSEP" IRgSu;:tlon of antibiotic exposure in septis in the ICU, single center 79 8/39 (20.5%) vs 8/40 (20%) 9.5 vs 6** 36.8%
Schuetz et al, ity in LRTl in a multicenter  ED and hospital, 1359 33/671 (4.9%) vs 34/688 (4.9%) 8.7 vs 5.7% 34.5%

multicenter

I Biomarkerstudien haben gezeigt, dass deutlich

I klirzere Therapien sicher sind

Stolz et al,

Kristoffersen et

al,
Hochreiter et al, c the oo . 5
L (auch ohne regelmassige Messung von Biomarkern)
Bouadma et al, ICb'S;'; EAPUSUIE 1ULSEPRIS I oy iticenter 621 64/314 (20.4%) vs 65/307 (21.2%) 11.6 vs 14.3%%* 18.9%
Burckhardt et all C_;'PART',, Safety & reduction of only initial PCT Primary Care, 550 01275 (0%) vs 0/275 (0%) 36.7% Vs 21.506% %+ 42.0%
ermany measurement in primary care? multicenter
H l
Total I 4241I I 166/2117 (7.8%) vs 159/2124 (7.5%)

I I L | |

Schuetz, Albrich, Christ-Crain, Chastre, Muller. Expert Review Inf Dis 2010;8:575-87



CRP ebenso gut wie Procalcitonin zur Therapie-
Steuerung bei schwerer Sepsis/sept. Schock
Open-label RCT, Erwachsene, 2 Spitaler, Brasilien

AR >7d falls SOFA>10
ngteriamie, sonst
=

- SOFA decrease

0,4

ients under antibiotic therapy (%)

Individualisierung Eler Therapiedauer
I mit CRP und Maximum von 7 Tagen B

AB, 1. Episode (Mediand) I Oglich 6
AB Gesamt (Median d) 13d 8d 0.18
In-Hospital Mortalitat 42.9% 46.7% 0.84

Overruling 12.2% 15.5% 0.66



Dauer der Antlblotlkatheraple Es geht auch klrzer

Sinusitis: 5-7d CAP:

Streptokokken-Angina: (5-)10d (3?) 5-7d ~ 7-10d

VAP: Auch bei Bakteriamie
7d ~15d

Intraabdom. Infekte:

4d OK bel source control
5-7d ? ohne source control

Vertebrale Osteomyelitis:
6 Wochen

Pyelonephritis:
5-7d ~ 7-14d 54l

Abh.von AB, Komorbldltat

Haut- und Weichteilinfekt:  ——— 'l _
5d (Klinik) ~ 10d | Bakteridmie ?

5-7d ~ 7-21d

Hayashi, Paterson. CID 2011;52:1232-40 47 (Ausnahme: S. aureus: 14d)




Fazit
Therapiedauer bei vielen Patienten vermutlich zu lange

Lange Therapiedauer problematisch (Kosten, NW, Resistenz,
Mikrobiom)

Klinische Beurteilung!

20



Keine Zeit fur...

| Therapiedauer

C. Diff. 10 Tage

H. pylori 10-14 Tage Je nach Regime

Tuberkulose LTBI: 9 Monate (INH) Abh&ngig von Resistenzen
Aktive pulm TB: 6 Monate und Tuberkulostatika

Lyme Borreliose Je nach Stadium

Meningitis Abhangig von Erreger

Endokarditis Abhangig von Erreger,

Resistenz, Nativ vs.
Prothesen-Klappen

Protheseninfekte (8-) 12 Wochen Je nach Erreger,
Operativem Management

Pilze, Virusinfekte...



Table 1. Recommendations for the Diagnosis and Treatment of Organism-Specific Enteric Infection in Adults.*

Enteric lllness Diagnostic Method

Shigellosis Stool culture

Salmonellosis

Nontyphoidal salmonellosis Stool culture

Enteric fever, bacteremic salmo- Blood and stool cultures
nellosis (including typhoid
fever)

Chronic carriage of typhoidal Stool culture (persistently positive stool cultures or
salmonella single positive stool culture in a food handler,

with detectable serum Vi antigen antibodies in
an outbreak setting, is diagnostic)

Intestinal campylobacteriosis Stool culture

Infection with Shiga toxin—producing Stool culture on Sorbitol-MacConkey agar with
Escherichia coli diarrhea 0157:H7 antiserum for sorbitol-negative
E. coli and test for Shiga toxin 1 and 2 in
stool, broth, or culture plate®?

Noncholeraic vibrio diarrhea Stool culture with TCBS medium

Vibrio cholerae infection (cholera) Stool culture with TCBS medium

Antimicrobial Therapy

Ciprofloxacin, 750 mg once daily for 3 days, or
azithromycin, 500 mg once daily for 3 days

No treatment in patients with nonsevere disease
who are otherwise healthy. In patients with
high-risk condition that confers predisposition
to bacteremia® or with severe diarrhea, fever,
and systemic toxicity or positive blood culture:
levofloxacin, 500 mg orally (or other fluoro-
quinolone in corresponding dose) once daily
for 7 to 10 days or slow intravenous infusion of
ceftriaxone, 1 to 2 g once daily for 7 to 10 days
(14 days in patients with immunosuppression)

Fluoroquinolone or intravenous cephalosporin for
7 days (=14 days in patients with
immunosuppression)

Ciprofloxacin, 750 mg twice daily for 4 to 6 wk,
or norfloxacin, 400 mg twice daily for 4 to 6 wk;
in cases of treatment failure, evaluate for chole-
lithiasis and consider cholecystectomy

Azithromycin, 500 mg once daily for 3 days,
or erythromycin, 500 mg four times daily
for 5 days

No antibiotics; supportive treatment only,
including dialysis for renal failure

Ciprofloxacin, 750 mg once daily for 3 days, or
azithromycin, 500 mg once daily for 3 days

Doxycycline, 300 mg in a single dose

Du Pont. NEJM 2014;370:1532-40



Table 2. Recommended first-line therapies for H pylori infection

Regimen

Clarithromycin triple

Bismuth quadruple

Concomitant

Sequential

Hybrid

Levofloxacin triple

Levofloxacin sequential

LOAD

Drugs (doses)

PPI (standard or double dose)

Clarithromycin (500 mg)

Amoxicillin (1grm) or Metronidazole (500 mg TID)

PPI (standard dose)

Bismuth subcitrate (120-300mg) or subsalicylate (300 mg)
Tetracycline (500 mg)

Metronidazole (250-500 mg)

PPI (standard dose)

Clarithromycin (500 mg)

Amoxicillin (1grm)

Nitroimidazole (500 mg)®

PPI (standard dose)+Amoxicillin (1 grm)

PPI, Clarithromycin (500 mg)+Nitroimidazole (500 mg)©
PPI (standard dose)+Amox (1 grm)

PPI, Amox, Clarithromycin (500 mg), Nitroimidazole (500 mg)®

PPI (standard dose)
Levofloxacin (500 mg)
Amox (1grm)

PPI (standard or double dose)+Amox (1 grm)

PPI, Amox, Levofloxacin (500 mg QD), Nitroimidazole (500 mg)©

Levofloxacin (250 mg)
PPI (double dose)
Nitazoxanide (500 mg)
Doxycycline (100 mg)

Dosing frequency

BID

BID

QID

QID

QID (250)

TID to QID (500)
BID

BID
BID
BID
BID
BID
QD
BID
BID
BID
QD
QD
BID
QD

Duration (days)
14

10-14

10-14

5-7
5-7

10-14

5-7
5-7
7-10

FDA approval

Yes?

No®

No

No

No

No

No

No

Chey et al. Gastroenterology ACG Guidelines 2017



Diabetischer Fuss

Weichteilinfekt

— Mild po 7-14 Tage
— Mittel po (initial iv) 2-4 Wochen
— Schwer Initial iv 2-4 Wochen

Osteomyelitis / Arthritis

— ,Im Gesunden” (vollstandiges Iv oder po 2-5 Tage
Debridement/ Amputation)

— Residuelles infiziertes Gewebe

— Weichtelle Iv oder po 2-4 \Wochen
— Infizierter vitaler Knochen Initial iv, dann po 4-6 Wochen
— Keine Chirurgie oder residuelles Initial iv, dann po > 3 Monate

avitales Knochengewebe www.guidelines.ch



25

Akute Sinusitis (Erwachsene) §,
)

1. Persistierende Symptome oder keine Besserung 210 d ‘
2. Schwere Symptome (Fieber 2 39" C oder purulentes Sputum; = 3-4 d)
3. Verschlechterung oder 2-phasiger Verlauf (= 3-4 d)
Nein /\Ja
1. NSAR 1. Amoxi/Clav 1g 2x/d fur 5-7 d
2. Abschwellende 2. Cefuroxim 500mg 2x/d fur 5-7 d
Nasentropfen

www.guidelines.ch

Chow et al. IDSA guidelines CID 2012
Zalmanovici et al. Cochrane Rev 2013; Hayward et al. Ann Fam Med 2012;10:241-9
Venekamp et al. JAMA 2015;313:1258-9; Rosenberg. NEJM 2016;375:962-70



Streptokokken Angina

Kinder = 3 Jahre und Erwachsene mit Pharyngitis
(falls modifizierter Centor Score, Mclsaac Score =2)

|

Antigen-Schnelltest (sens: 70-90%, Spez: 95%) und/oder Kultur (sens:
90-95%; cave: Kolonisation)

Kinder / \)rwachsene

=

§ falls Antigen neg. — Kultur | | falls Antigen neg. — keine Antibiotika
positiv |,

Penicillin V 1Mio 3x/d po fir 10d oder Zur Verhinderung von eitrigen

Komplikationen; Risiko von
rheumat. Fieber gering

Amoxicillin 500 mg 3x/d po fur 10d oder
Cefuroxim 500mg 2x/d po fur 5d

Shulman et al. IDSA guidelines CID 2012; Little et al. BMJ 2013;347:f6867


https://www.google.ch/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwie-JOD5ZrSAhWGOsAKHbuLC4oQjRwIBw&url=https%3A%2F%2Fen.wikipedia.org%2Fwiki%2FStreptococcal_pharyngitis&bvm=bv.147448319,d.bGs&psig=AFQjCNFllpxn4FRfqMkxfXVARlvTMKuWYQ&ust=1487546543019067

Antibiotic treatment for 6 weeks versus 12 weeks in patients @k ®
with pyogenic vertebral osteomyelitis: an open-label, |

non-inferiority, randomised, controlled trial

Louis Bernard, Aurélien Dinh, Idir Ghout, David Simo, Valerie Zeller, Bertrand Issartel, Vincent Le Moing, Nadia Belmatoug, Philippe Lesprit,
Jean-Pierre Bru, Audrey Therby, Damien Bouhour, Eric Dénes, Alexa Debard. Catherine Chirouze, Karine Févre, Michel Dupon, Philippe Aegerter,
Denis Mulleman, on behalf of the Duration of Treatment for Spondylodiscitis (DTS) study group™

» Multizentr., open-label RCT, 71 Zentren (F), 359 Pat. = 18J., mikrobiolog. bestatigte pyogene
vertebrale Osteomyelitis ohne Fremdmaterial: Th: 6 Wo. (n=176) vs. 12 Wo. (n=175)

» 1° Endpunkt: Klinische Heilung nach 1 Jahr

Lancet 2015; 385: 875-8

Risikofaktoren flr 2-week regimen Differencein 95% Cl

schlechten Outcome: proportion of

« >75 Jahre patients™

. Immunsuppression Intention-to-treat analysis,n 176 175

DM Cured 160 (90-9%) 159 (90-9%) +0-1 -62t0 63

* Endokarditis Cured and alivet 156 (88-6%) 150 (85-7%) +2:9 -4-2t010-1

. Neurologische Ausfalle Cured without further 142 (80-7%) 141 (80-6%) +0-1 -83t0 85

« Abszess antibiotic treatmenti

o Rifampicin, FQ Per-protocol analysis, n 146 137

« Post-op. Osteomyelitis Cured 137 (93-8%) 132 (96-4%) -2.5 -82t029

« Non- S. aureus Cured and alivet 133 (91-1%) 126 (92-0%) -0-9 -7-7106-0
Cured without further NA NA NA NA
antibiotic treatment#
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