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I Cas clinique
« Patient de 59 ans admis au SAU le 28/09 de
I Tourcoing pour troubles de conscience.

 HDM evoluant depuis 48h, déebutant par des
cephaléees et des nausées. Automeédication
par paracetamol.



A lI'entrée

» Syndrome méningé avec troubles de
conscience (GCS : 12). Apyrexie sous
paracetamol. Hemodynamique stable. Pas
d'autre foyer infectieux.

» Aggravation rapide au SAU des troubles de
conscience (GCS : 6) puis de

I'nemodynamique (choc septique) et transfert
en reanimation



» Pas d'antecedents medico-chirurgicaux
I * Habitus :
Intoxication alcoolique chronique (30g/j)
Tabagisme actif a 40 PA
Marie, 2 enfants
Pas de voyage récent
1 chat



Biologie d'entree

NFS: Hb=14,9 g/dl, GB=3850/mm3,
plq=64000/mm3; TP=44%, TCA=35/32

Creéat=14 mgl/l, Uree=0,64 g/l, Na=136 mmol/I,
K=4,6 mmol/l, TGO=107 Ul/l, TGP=46 Ul/I,
PAL=191 Ul/l, GGT=94 Ul/,

CRP=292 mg/l, PCT=21,9 ng/ml

PL apres scanner : 440 elements/mm3 (PNN
62%, lymphocytes 29%), Glc=0,01 mmol/l,
prot=10,35 g/l, BGN au direct.



Prise en charge

Intubation oro-trachéale, curarisation et
ventilation meécanique

Support vasopressif (noradrénaline),
remplissage par cristalloides, HSHC,
insulinothérapie, transfusion plaquettaire

Antibiotherapie initiale : cefotaxime (18g/j) +
amoxicilline (12g/}) + gentamycine (460mg/j)
+ acyclovir (39/j)

Puis cefotaxime seul a |la réception du direct
(BGN)



Reésultats de la culture du LCR
et des hémocultures

« Escherichia Coli BLSE
Adaptation de I'antibiothérapie
MEROPENEM : 6 g/j
CIPROFLOXACINE : 1200 mg/]

Pour une durée de 3 semaines



* Ameélioration initiale neurologique (EEG) et

I hemodynamique (sevrage en
catécholamines) et extubation le 20/10 et
transfert en service de medecine le 25/10



Le 28/10 (J8 de I'arret de
I'antibiotherapie)
» Réascension du syndrome inflammatoire :

CRP : 212 mg/l vs nadir de 120 mg/l et
hyperleucocytose (23600 leucocytes/mma3)

o Sensibilité abdominale
 Persistance d'une confusion

» Reéalisation d'un scanner TAP avec injection
en urgence
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I Une meéningite a E. Coli BLSE
I communautaire



Figure 2.2: Proportion of third-generation cephalosporin-resistant Escherichia coli (CREC) and meticillin-resistant
Staphylococcus aureus (MRSA). EARSS/EARS-Net 2002-2009 (22 countries/198 laboratories)
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Only labaratories reparting susceptibility results for specific antimicrabials continuously during the period 2002-2009 are included in the analysis.

Annual report of the European Antimicrobial Resistance Surveillance Network (EARS-Net)



Table 1. Predisposing Factors in 404 Single

Episodes of Bacterial Meningitis.
COMMUNITY-
ACCUITRED MoSOCoMIAL
FacTom (M = 253) N = 151}
peroend

Acute otitis media 19 I
Chronic olilis media 7 0
Sinusitis 12 4
Prewmaonia 15 ]
Endocarditis 7 |
Head injury*

Recent 5 13

Remote 4 1]
Recent neurosurgery® 0 ]
Neurosurgical devicet 1 2
Altered immune state 19 k]|
Diabetes mellitus 10 6
Alcoholism 1B 5
Cerebrospinal fluid leak B 13

Mone of the 13 factors

25

*Recent denotes head injury or nearciurgery within one manth
of the onsei of meningitis; remote, more than one month before

e onset of meningitis,

FMeurosurgical devices included ventricubostomy, ventriculo-
peritoneal or ventriculoatrial shust, lumbar epidural catheier,

lemboperitonesl catheter, and dorsal-colamn stimalstor.

Table 2. Causative in Single Epi-

sodes of Meningitis, 1962 through 1988.*

Cosmaurnimy -
AcQumeEn  NosOCOMIAL
A TR (M = 253 M= 151)
no. (%)
Strep. pRewmonias 97 (3B) 8 (5)
Gram-npegative bacillit 9 (4) 57 (38)
N. meningindis 35 (14) i Cl)
Streptococcil 17 (7) 13 (%)
Emterococcus 1] 4 (3
Staph. aureus 13 (5) 13 (9)
L. monocytogenes 29 (11) 5(3)
H. influenzae 9 (4) 6 (4)
Mined bacterial species & (2 10 {7)
Coagulase-negative 0 13 (9)
staphylococc

Onherf§ 4 (2) 5 (3)
Culture negative 34 (13) 16 (11)

*Porcemtages do ol always total 100 because of rounding .

Tln comurmnary -acquered menangitis, the Cauisive of gk ms
were Eschericiia oodi (4 cpoodes). kiebsiella (1), entorobacicr
iy, ﬂmll}:umm E., coli (1T
kletmacila (13), psendomonas (6], acinetcbacter (6), enterohacter
(5}, serrmiis (3), cierabacter (2, proteus | 1), “coliform"™ bactera
(1), snd “mosemienic gram-negative rods™ (1],
wene group A (4 episodes). groap B (1), nonenterococcal groap
D (3], growp D, not funther ddentified (1), other groups (5), and
moahemodyiic, noagroaped (3); in osocosmial meniagicis, the
CoEmative Organiums were groap B (4). nosemterococcal groap D
(3}, other groups (1), alpha-hemoalytic, noagrouped (1), and mon-
hemolytic, nongrowped (1].

§in communiry soquired memingitis, the CHUSative GIRANSmS
-m-n-ﬂuhuutp—:tuﬂwu: i pesocoamial
memngiEs, the causslive (MEARISMS were mucrococel (20, meis-
seria species (1), propiombacieria (1), snd diphitherosds: (1.

Marlene L. et al. NEJM 1993; 328:21-28 January 7, 1993


http://www.nejm.org.doc-distant.univ-lille2.fr/toc/nejm/328/1/%22%20%5Ct%20%22_top

Table 1. Demographic characteristics, clinical features and
predisposing factors upon hospital admission (patients
may have one or more underlying diseases or predispo-

sing factors)

Characteristics

Episodes of
meningitis
(s = 40

Age, vears, median (01; Q3)
Malesfemales, #
African or Cartbbean origin, # (%)
blcCale and Jackson classification, s (%)
Non-fatal underlying diseass
Ultimately fatal underlving disease
Rapidly fatal underlving disease
Underlying disease, i (%)
Chronic alooholism
Clrerhosis
[mmunosuppressive therapy
[mfection with human immunodeficiency virus

Apgammaglobulineemia or hyvpogammaglobulinaemia

Asplenia

Malignancy

Diabetes mellilus

Remote head trauma

Previous episcde of bacterial meningitis
Stgns and symptoms upon presentation

Body temperature, *C, median (O1; Q)

Triad of fever, neck stiffness and change in

mendal skatus, # (%)

Altered consciousness, o (%)

Score on Glasgow Coma Scale®, median (O1; Q30

< B (indicating coma)

Focal neurclogical defici?, n (%)
Hemiparests, s (%)

Cranial nerve palsy, r (%)

Ceneralised sedrures, n (%)

SAPS I, median (OQ1; Q30

Mechanical ventilatbon, 5 (%)

[motropic suppost for seplic shock, B (3

55 (41 78D
A A
5(12.5)

24 (&8l
7175
QX2 5)
Y]
13 (33)
9 (23)
4 (10}
375
2 (5)
1025
7018}
7 (18)
4 (100
3irs

X.a (376 3940
24 (sl

2a (900

12 (5 140
6 (15)

12 (300

12 (300

2" (5)

12 (300

40 (30: 560
28 ¢

16 (40

GEOS: Glasgow coma scale [17].

h N N
Two patients had both hemiparesis and cranial nerve palsy.

BAPS II: simplified acute physiclogy score [18].
1, 25th percentile; O3, 75th percentile.

L. Bouadma et al., Clinical Microbiology and Infection 2003



Quel traitement proposer ?



98

Tablean |

Paramétres pharmacocinétiques. Synthése concernant les principaux antibiotiques utilisés dans le traitement des infections du systéme nerveux central, en relation avec leur activité in vitro. Sur base de deux revues
[3.4] avec mise a jour sur base de références récentes [49] et des données pharmacocinétiques disponibles dans les notices correspondantes.

Pharmacokinetic parameters. Summary for the main antibiotics used in the treatment of central nervous system infections, in relation with their in vitro activity. Based on two reviews [3,4] updated with recent
references [49] and on pharmacokinetic data available in the package inserts of the corresponding marketed producis.

Antibiotiques Posologie Paramétres pharmacocinétiques CMI typiques des germes sensibles
sériques responsables d'infections du SNCP-¢ [mg/L]
Dose Intervalle  Picsérigue ¢1/2(h) AUC®(mg Liaison Conc. LCR % pénétration S.p H.i Nm Sa Lm Eec Pa Bf BBA
journaliere  (h) (mg/L) Lk prot (%)  (mg/L)
f-lactames
Pénicilline G 2410°U 4 115 | 700 55 0.8-10 8 001 08 0.05 0,5 0.5 =
Ampicilline 12g 4 48 1 1000 17 0.3-38 4 65 0,02 05 0.05 0.5 :;::
Céfotaxime B-12g 446 214 1-1.7 750 35 1-83 455 0,01 006 2 0,12 16 0.06 &
Ceftazidime 6g 8 160185 1.5-2 T80 17 2-30 1445 025 006 8 025 2 2
Ceftriaxone 4g 12-24 216-280 5-10 2400 90 27 1.5-7 001 001 2 025 16 0.06 2
Méropéneme fg & 110 0,81 410 2 1-32 11 003 01 001 003 03 003 2 0.25 :}
Aztréonam 6-8g -8 204255 1.3-2 3060 228 17 0.12 025 16 =
Glveopeptides £
Vancomycine 2-3g¢ 8-12 25 46 450 10-55 0,1-5 0-22 0,5 1 §_
Phénicolés =
Chloramphénicol ~ 4-6g 6 10 4 3 25-50 2-23 20-66 1,6 03 03 8 [ %
Chazolidinones E
Linézolide 600 mg 12 13 45 160 3 6 80 2 32 2 4 3
3
Aminoglycosides =
Gentamicine 3-5mgkg M 12-20 23 74 <10 0-3 0-2.5 4 4 1 4 =]
Amikacine 15-mg/ke 24 3450 23 2 <10 0.4-6 20-34 12 1 6 E
-
Sulfamidés g
Sulfaméthoxa- 10-20mgfkg  6-12 L1 1200 10 50-150 0.5/03-93/19 8 4 025 012 4 8 E
zole/triméthoprime 3
Ansamycines S
Rifampicine 600 mg 24 17 25 41 80 03-5 42] 006 1 003 002 0,12 E
Tétracyclines E
Doxyeycline 100 mg 12 25 20 90 0.6-8.6 13-26 s 8 8 64 0.25 tI-'E
Fluoroguinolones E
Ciprofloxacine B00'mg 12 9 35 70 15-30 04-3 26-37 2 <06 <01 2 2 025 05
Lévofloxacine 500 mg 12 5 6 94 2438 16 1 003 002 0325 012 2
Moxifloxacine 400 mg 24 4 11 48 30-50 4 025 006 003 0325 012 4 1
Nitroimidazoles
Métronidazole I0mglkg 6 25 b 320 11 6-27 42-90 4

# Calculé pour un patient de 1 m 75, 70 kg, avec une clairance i la créatinine de 100 mU/min.

P Les concentrations minimales inhibitrices (CMI) indiguées en gras correspondent i celles qui sont susceptibles d’entrainer un échec thérapeutigque.

€ 8.p.: Streptococcus pneumoniae ; H.i : Haemophilus influenzae ; N.m : Neisseria meningitidis ; S.a: Staphylococcus aureus ; L.m: Listeria monecytogenes ; E.c : Escherichia coli ; P.a: Psendomonas aeruginosa ;
B.f: B. fragilis; B.b: Borrelia burghdorferi ; AUC : Area Under the Curve.

4 Certains auteurs recommandent des doses jusgue 60 mg/kg [32].

F. Van Bambeke et al. MMI 2009



Randomized Comparison of Meropenem with Cetotaxime for
Treatment of Bacterial Meningitis

KEITH P. KLUGMAN,"* RON DAGAN,” axp THE MEROPENEM MENINGITIS STUDY GROUPY

Medical Research Counctl Pneumococcal Diseases Research Unit, Department of Medical Microbiology, University of

Witwatersrand and South African Institute for Medical Research, Johannesburg, South Africa,' and Pediatric
Infectious Disease Unit, Soroka University Medical Center and the Faculty of Health Sciences,

Ben Gurion University of the Negev, Beer-Sheva, Israel



TABLE 5. Clinical outcome and pathogens 1solated in CSF culture-proven meningitis

No. (%) of patients with preexisting No. (%) of patients without
neurological abnormalities™ prior 1o neurclogical abnormalities prior o
Outcome or pathogen antibiotic therapy therapy
Meropenem Cefolaxime Meropenem Cefotaxime
Outeome
Cure” 8 (47) 3 (60 46 (79) 49 (83)
Cure with audiological sequelac 1(6) 1 (20 9(146) T(12)
Cure with neurological sequelae 6 (35) 0 2(3) 1(2)
Cure with audiological and neurological 2(12) 1{20) 1(2) 0
sequelae
Dicath 0 0 0 2(3)
Total 17 (100} 5 (100} 58 (1007 59 (100)
Pathogens solated from CSF
H. influenzae T(41) 0 27 (47) 32(54)
N. meningitidis T(41) 2 (40 22 (38) 19(32)
8. prewmoniae 3 (18) 3 (60) 9 (16) & (10)
E. coli 1(2)
Salmonella species 1(2)
Total 17 (100} 5 (100} 58 (1007 59 (100)

# Preexisting neurological abnormalities were as follows. For 17 patients randomized to meropenem: 7 patients, seizures in past 24 h; 1 patient, head injury; 2 patients,
seizures in past 24 h plus head injury; 3 patients, seizures in past 24 h plus coma; 1 patient, cerebrovascular accident; 1 patient, positive Babinski reflex: 1 patient, jittery;
1 ?uﬁnni, hvpertonic and jittery. For 5 patients randomized to cefolaxime: 3 patients, seizures in past 24 h; 1 patient, stupor; 1 patient, coma and head injury.

" Includes 13 patients treated with meropenem and 12 patients treated with cefotaxime who had no neurological sequelae, but for whom auditory analysis was
complicated at the follow-up assessments by the presence of an effusion or was not done.

* Two isolates were identified only as Haemophiluy species.



I Conclusion

» Faible préevalence des méningites a
I Escherichia Coli BLSE, souvent dans un
contexte nosocomiale ou neurochirurgicale

* Traitement baseé sur les carbapenemes (en
particulier meropenem)

* Encore plus faible prevalence des
anevrysmes mycotiques a Escherichia Coli

BLSE
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