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| es événements 2017 ! SPILF: IDSA: ASCO; ISTM: AFEF: SFMU: SFORL
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| es nouvelles recommandations

Prise en charge et prévention du paludisme d'importation

Mise ad jour 2017 des RPC 2007

Guidelines on the management of inlectious encephalitis in adulls

Clin:cal Practice Guidelines for Clostridium difficile
Inlection in Adults and Children: 2017 Update by the
Infoctious Discases Socicty of Amer:ica (IDSA) and Socicty
fur Healthcare Epidemiology of America (SHEA)

<ASCO Clinical Practice Guideline>

Outpatient Management of Fever and Neutropenia in Adults
Treated for Malignancy: American Society of Clinical
Oncology and Infectious Diseases Saciety of America Clinical |
Practice Guideline Update
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Guidelines for the prevention and treatment of
travelers’ diarrhaa: a gradad axpert panel report
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Antibioprophylaxie en chirurgie et médecine
interventicnnelle. (patients adultes) |

Diagnosis and Treatment of Neurocysticercosis: 2017
Clinical Practice Guidelines by the Infectious Diseases
Society of America (IDSA) and the American Society of [
Tropical Medicine and Hygiene (ASTMH)

Recommandations SFORL 2017
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AU menu

Des grandes epidemies

Du nouveau dans les infections bactériennes
Des nouveautés en therapeutiques
Clostridium difficile et transplantation fecale
De « nouveaux » pathogenes
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Les grandes epidémies de 2017
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Epidémie de peste a Madagascar

2348 cas confirmés
Mortalité 8,6%
/6% forme pulmonaire
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Epidémie de peste a Madagascar
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Epidémie de fievre jaune au Brésil

Figure 1. Distribution of confirmed human cases of yellow fever by year, Brazil, 1980 — 13 March 2018
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Cycle sylvatique (singe - moustique - humain)
Pas de cycle urbain (homme - moustique - homme) détecté
Janvier 2018 : détection du virus chez Aedes albopictus (compétence ?)
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Epidémie de fievre jaune au Brésil
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Epidémie de fievre jaune au Brésil

CENTRO ESPECIALIZADO EM REARILTACAD _.

CER Ill SE
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Vaccination fievre jaune

Immunogenicity of Fractional-Dose Vaccine during a Yellow Fever Outbreak — Preliminary Report
Ahuka-Mundeke S et al, NEJM 2018

2016 : Epidémie en RDC el
Campagne vaccinale ciblée sur 7,6 millions de sujets en 10 jours S

Pénurie de vaccins
Vaccination avec 1/5¢me dose standard (0,1 ml)

Objectif : évaluer la réponse immunitaire

Vaccination 1/5éme dose

l

760 sujets TJO J?TO
Titre d’Anticorps Titre d’Anticorps
specifiques specifiques
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Vaccination fievre jaune

Immunogenicity of Fractional-Dose Vaccine during a Yellow Fever Outbreak — Preliminary Report

1/5eme dose

Dose standard

Ahuka-Mundeke S et al, NEJM 2018

Séroconversio Remarque
n (%)

Obtention d’un taux

: s s .
Patients seronegatif a JO 98% d’Ac protecteur
Patients seéropositifs a JO 66% Taux d’Ac x > 4

L. Données de la
. (0)
Patients seronegatifs 98% littérature

Limites

Critere de jugement principal biologique
Pas de monitoring des effets indésirables
Durabilité de la réponse immune ?
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La grippe 2017 - 2018

Le marronnier !

Plus ou moins de morts que ’année derniére ?
Quel virus prédominant ?

Quelle éetait U’efficacité vaccinale ?
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La grippe 2017 - 2018

CHRISTMAS 2017: ALL CREATURES GREAT AND SIMALL

The science behind “man flu”

Kyle Sue explores whether men are wimps or just immunologically inferior
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Complications de la grippe

Acute Myocardial Infarction after Laboratory-Confirmed Influenza Infection
Kwong JC et al, NEJM 2018

Rétrospectif (Ontario) mai 2008-mai 2015

Réseau de 19 laboratoires

Données de codage

Inclus : tous les patients qui ont eu une recherche de grippe ET qui ont été
hospitalisés pour IDM

Test grippe positif

|

7]

Période a risque

Période control
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Complications de la grippe

Acute Myocardial Infarction after Laboratory-Confirmed Influenza Infection
Kwong JC et al, NEJM 2018

A Diagnostic grippe
o
£ 20 —
£
0 20 hospitalisations pour IDM
5 4 dans la semaine suivant le
T 15 e ) . .
2 Ratio d’incidence = 6,05 diagnostic de grippe
o
©
v 10 —
e
£
2
5 — 3,3
hospitalisations
52 semaines 51 semaines pour IDM par

amaine

T Ratio d’incidence = 0,75

Ratio d’incidence = 0,60



Complications de la grippe

Acute Myocardial Infarction after Laboratory-Confirmed Influenza Infection
Kwong JC et al, NEJM 2018

A Effet hiver ?
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Transmission de la grippe

Defining the sizes of airborne particles that mediate

influenza transmission in ferrets
Zhou J et al, PNAS 2018

Mixing fan
o e ..1_]‘ . . _'JC_'
pre— - o g i l. A
E/ h’ - o " « | Impactor
- pre—l
Inlet ;R / . Exhaust
L ‘“—*-"» ¢ . X I >

Donor chamber Recipient chamber

Filtre les particules
selon leur taille
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Infectious virus in exhaled breath of symptomatic seasona
influenza cases from a college community
Yan J et al, PNAS 2018

142 cas de grippe confirmée

)
>N

endheit Il machine

30 minutes dans la machine
Respiration normale
Récitation de ’alphabet x 2



Transmission de la grippe

10'05
- Facteurs associés a une
Y T e excrétion virale plus importante
- - BMI élevé
i - - Vaccination antigrippale au cours
© ] : des 2 années précéedentes
10°; %E’ — - Toux plus fréquente
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Présence de génome viral/virus infectants dans des particules entre 1 et 5 ym
Excrétion virale (RNA et virus infectants) méme en [’absence de toux/éternuemer

Effet de la parole ?

Infectious virus in exhaled breath of symptomatic seasonal influenza cases from a college community
Yan J et al, PNAS 2018



Efficacité vaccinale

Interim 2017/18 influenza seasonal vaccine effectiveness: combined results from five

European studies
Rondy M et al, Eurosurveillance 2018

Efficacité vaccinale (%)

Proportion Tous ages > 65 ans
A (H1N1) 20% 68 37
A (H3N2) 10-15% 16 -1
B 65% 39 54
A+B 38 44

Vaccin 2017/2018 hémispheére Nord
A/Michigan/45/2015 (H1N1)pdmQ9

A/Hong Kong/4801/2014 (H3N2)
B/Brisbane/60/2008 (B/Victoria)

Quadrivalent : +B/Phuket/3073/2013 (B/Yamagata)
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Efficacité de |la vaccination

Repeated influenza vaccination for preventing severe and fatal influenza infection in older

adults: a multicentre case—control study
Casado I et al, CMAJ 2018

Adjusted vaccination

Etude cas - témoins
No. of patients effectiveness, ’

Espagne

. no. of controls % (95% CI) Recueil du statut
Nonsevere influenza . .
. , ) vaccinal sur la saison en
Unvaccinated 189 /418 Re'lerence | , cours (2013-14 &
No current = any previous season 97 /213 13 (-1%to 36) -—:—.— 2014-15)
Current + no previous season 21/67 41 (-3 to 66) —— ET sur les 3 saisons
Current + any previous 56ason 291 [ 795 31 [13to0 4€) 1 — précédentes
Severe influenza '
Unvaccinated 58/92 Reference :
No current = any previous season 25750 26 (-44to 82) —e
Current + no previgus season 10/18 =1[-143 o 59) L
Current + any previous season 37/ 173 70 [46 ta 83) : —_—
Intensive care unit admission :
Unvaccinated 40/ 65 Reference :
No current = any previous season 16/33 19 (-84 to 84) —e
Current + no previous scason 4/11 20 [-151 to 80) :
Current + any previous season 17/93 74 (42 to 88) : —_—
30-d mortality :
Unvaccinated 32/55 Reference :
No current = any previous season 19/ 27 -2 [-162 to 60) y
Current + no previous season 7/13 =16 (-257 to 63) :
Current + any previous season 257122 70 [24 to 87) : _—

) =100 =30 0 25 50 75 100



Effets de la vaccination anti-grippale

Effect of Influenza Vaccination Against Postoperative Pneumonia and Mortality for Geriatric Patients
Receiving Major Surgery: A Nationwide Matched Study
Liu WC et al, Journal of Infectious Diseases 2018

Etude rétrospective, Taiwan
> 66 ans
Vaccinés opérés vs non vaccinés
opéreés
Table 2. Postoperative Outcomes of Older Pa Score de propension

Mo Vaccinalbon In = 15503) Vocoination In = 16903
Pusloveralive Dulcome Paticrts With Outcorme, No. (%) Paticnls With Qulcerne, No, (95) OR (85 ClE
E0-d in-haspitzl martaling 381 (2.25] 178 11.05] 0.45 | 38-.55)
Srnumonin 7875 (1R .ES) 1EG 110.45] 080 | hG-654)
ICU slay 1038 {23.89) 2885 117071 055 | 5360
Value, Meaan + S0 Value, Mear = 50 -
Lancth of atay, o 1287 + 2863 030+ 1222 <.00M
anical expanditure, LSS 4235 + 5308 3692 + 4275 <.00M

Avturveatiors: Coaonbidesco imtaers: ICL mbesawe caore une L OFF, adds rizhin

"Mdjustad for &l coveriatas sted inTazle .

Effet de la vaccination ?
Ou vaccination = témoin d’un meilleur suivi ?
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Nouveautés dans l|les infections

bactériennes
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" International experts’ practice in the antibiotic therapy of infective
Endocardite

endocarditis is not following the guidelines Tissot-Dupont H et al. Clin

i N fe Cl | eyse Microbiol Infect 2017, doi: 10.1016/.cmi.2017.03.007.

* 13 centres spécialisés dans la prise en charge des El (notoriété, > 50 El / an, publications)
« 8 pays (France, Pays Bas, ltalie, Suisse, Espagne, Israel, Canada, USA) - Déclaratif

« Questions sur la pratique de I'antibiothérapie en fonction de situations cliniques (ESC 2015;
AHA)
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" International experts’ practice in the antibiotic therapy of infective
Endocardite

endocarditis is not following the guidelines Tissot-Dupont H et al. Clin

i N fe Cl | eyse Microbiol Infect 2017, doi: 10.1016/.cmi.2017.03.007.
» Adéquation aux recommandations : 58%

Faible niveau de preuve|
Si situation complexe

100 % en cas de situations simples (streptocoques, entérocoques)

54 — 62% si El a staphylocoque
— Valve native : principales déviations / reco : adjonction gentamicine; daptomycine (S. aureus)

— Valve prothétique : principales déviations / reco : absence de rifampicine

0-15% si El a hémocultures négatives

— 7 protocoles différents (mais 100% utilisation gentamicine en communautaire et nosocomial sauf 1 N :

dapto)

El fongiques : reco non suivies dans 23% (chirurgie)

Adéquation variable selon les pays : 73% (USA) - 43% (France) — 27% (ltalie)

GERICCO, Quimper, 22 & 23 Mars 2018



Dental procedures, antibiotic prophylaxis, and endocarditis among

Endocardite

people with prosthetic heart valves: nationwide Population based

cohort and a case crossover study. Tubiana S et al. BMJ

infectieuse e
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Dental procedures, antibiotic prophylaxis, and endocarditis among

E ﬂ d O C a r d | t e people with prosthetic heart valves: nationwide Population based

cohort and a case crossover study. Tubiana S et al. BMJ

iInfectieuse

Frosthetic va ve (dentined from French nation| hesith insurance geraral scheme betwean |0y 2008 and Uy 2014 (n=155 036

-~ Agad (18 yedrs (1=512)

H:59,2%
Age médian =

Daath within 6 months of prosthatic valve 74 ans (63-80)
insertion or reslacement (n=18 236)

Azed 2THyears (=148 224)

Alive gl woburtenty (n=123 816)

oins dentaires
N Dischasge clagnosis code tororal .
" streplococcal infective endocarditis (n=828)

| 69 303 (49,9%)

No discharze diagnosis coce for oral streptocozcz| infective endocarditi¢ in year betara cohort entry (1=138 588) |:>

N . 2 visites par
Other specilic cudes relaled [ prosthetic participant /an

va've insertion cr replacement (1=122)

Mo other specific cudes reldled (v prosthetic valve inserlion or replacement
in &€ mo~ths before conort entry (n=138 B7&; 285 034 patietyzars)

i Incidence El

‘ ‘ 4 ‘ 93,7 cas /105

Deathfromary rause  Haspital aamissinn for oral Follow-up follow-un unti pers/an
athertnan oral ~ prosthetic valve streptococca. infective discontinuation Decemoer 2014

sireplococcal infective | insertior or rezlacement endocarditis (nw2104) (n=78 249)

endocarditis (n=11 697) (=46 369) (n=26/)




Dental procedures, antibiotic prophylaxis, and endocarditis among

E ﬂ d O C a I' d I t e people with prosthetic heart valves: nationwide Population based

cohort and a case crossover study. Tubiana S et al. BMJ

infectieuse

Table 2 | Crude ing d. nfective endocarditis according to period of
exposure, in parti » 8-
5 Crude incidence
a rale ol
Mo of Ko ol Prrson -l weal  oral sheplococcal IE Coode incidence mte Adjusted relalive P
Varizbles participants procecuras  years IE (95%.Cl) ratio (95% Cl) rate* (95% (/) value

| T 138 546 248 544 3 2% 6 (82510 10€.8) 1.00 1.00

| I\'.I‘.i\':'(! II.Il e (‘«hlrn'
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Dental procedures, antibiotic prophylaxis, and endocarditis among

E ﬂ d O C a I' d I t e people with prosthetic heart valves: nationwide Population based
: . cohort and a case crossover study. Tubiana S et al. BMJ
infectieuse " _

 Case cross over study — N=647 cas El a streptocoques

Table 4 | Association between dental procedures and oral streptococcal infective endocarditis in case crossover study,
2008-14

Denal proceduras Qdds ratio (95% CI) Fvalue
Non-exposure 1.00

Dental procedures model

nvasive dental procedures 1.66* (1.0510 2.63) 0.03
Mon-invasive dental procedures 0.98* (0.7010 1.368) 0.14

Antibiotic prophylaxis dental procedures model
rreasive denlal procedures:

Withoul anlibiolic praphylaxis 1.62 (0.8110 3.27) .32

With antibiotic praphylaxis 1.69 (0.93 10 3.06) 0.19
Morn-invasive procedornes:

Wilthoul Znlibiolic praphylaxis 092(0.69101.47) .29

WiLh anlibiolic prophylaxis 0.92 (0.44 lo 1.91) 0.39

flnleralion (es] belwesn invasve and non-invasive denlal jrocedures, 7 score=1.80 (0.527/0.292; 1>-0.07).
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E N d O C a I d | t e Quantifying infective endocarditis risk in patients with predisposing cardiac

conditions. Thornhill MH et al. European Heart Journal (2018) 39, 586-595

Infectieuse
Etude NHS - 2000 - 2008 — diagn ou procédure cardiaque a risque El - 4 gr de risque d’El a 5 ans

Table |  Incidence of IE or |E admission-related death in different predisposing risk conditions

Cundition Size of study  |Eadmissions Incidence of |IE 1E adrmission Incidence of IE
population (n) in 5 years (caseg/million'year) deathsin S years admission deaths
(% of IE admissions) (deaths/imillion/year)
Higk risk
Previous [E Gice 674 "4 359 138 (21%) 294D
Preethetic valve replacement 52746 1223 4637 288 (24%) 1092
Valsa repair wth presthetic matanal 13674 322 471D 62 (19%) a7
Linrepaied cyanatic CHC 1208 114 1895 T 143
CHC repairad wath prosthetc matenal £318 23 727 4(17%) 125
CHC vath pallatve shunt or conduit 1857 29 3123 5(17%) 539
Tozl—high risk 5021 2385 4958 508 (21%) 1058
Moder ate risk
Rheumatic feve 66 CC+ 1005 3045 305 (30%) 924
Noo-rheunatic va ve disease 120421 2602 2732 610 (24%) 652
Conzenital valve anomalies €9€1 107 2333 8 (8%) 173
Torzl—mecerate risk 265 136 3714 2773 943 (25%) 1
Unkaoar =k
Heart transplant Y93 1 N 0(0%)
Presthetic heat/VAD &9 2 8737 0 (0%)
Hypertronhic czrckamynmhy 4418 37 1575 T (3%) 13
Implantec pacemaker/zardioverte~ 192 256 652 578 193 (30%) 201
Toml—unknown rick 197 776 £9? M 194 (78%) 195
Relerence group
The pepdlation of Bg and (20C€) 21 B15ES: 2386 352 1652 (18%) 54
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. Quantifying infective endocarditis risk in patients with
Endocardite

predisposing cardiac conditions. Thornhill MH et al. European

i ﬂfe Ct| ceuSe Heart Journal (2018) 39, 586-595

Figure 2 Fyveyear rsk (odd) of developing infectiva endocarcitis or dying during an infective endozarditis admission in differant czrdiac condi.
tiore. *Excluding racunrentinfecave endocarditis within 180 dzys of tha onginal epsode
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. Quantifying infective endocarditis risk in patients with
Endocardite

predisposing cardiac conditions. Thornhill MH et al. European

IﬂfeCtIeUSG Heart Journal (2018) 39, 586-595

4.C

S Year Risk of IE or IE AdmIission Related Death
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1 WRisk of € Death
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Corticothérapie et choc septique

e APROCCHSS ADRENAL

Contexte France Australie, Arabie Saoudite,
34 centres Dk, UK, NZ ; 69 centres

N patients 1241 3800

Intervention HSHC 50 mg IV x 4/] HSHC 200 mg/j IVSE max 7 j

Fludrocortisone 50 pg SNG /j

CITEE @2 JUEmert Décés 3 90 j Déces 3 90 j

principal

Résultat 43,0 vs 49,1 (P = 0,03) 27,9 vs 28,8 (NS)

Critéres de Jours sans défaillances Jours sans défaillances

jugement d’organe (VM, d’organe (VM,

secondaires catécholamines...) catécholamines...)

Résultat Amelioration plus rapide sous Amelioration plus rapide sous

CTC CTC

Adjunctive Glucocorticoid Therapy in Patients with Septic Shock
Venkatesh B et al/, NEJM 2018

Hydrocortisone plus Fludrocortisone for Adults with Septic Shock
Annane D ef al, NEJM 2018



Corticothérapie et choc septique

e APROCCHSS ADRENAL

Pathologie 18,3% 31,5%
chirurgicale

EER 27,6% 12,7%
VM 99,9% 91,8%
Bactériémie 36,6% 17,3%
Pneumonie 35,2% 59,4%
Infection urinaire 17,7% 7,9%
Infection intra-abdo 11,5% 25,9%

Plus graves

HSHC pour les patients les plus séveres



Infections

invasives a

pneumocoqgues : nouveaux FDR

Opioid Analgesic Use and Risk for Invasive Pneumococcal
Diseases A Nested Case—Control Study. Wiese AD et al. Ann

Table 5. Crude and Adjusted Ocds Ratios for Laboratory-Confirmesz IPD, by Opioid Use Type, Among Tennassoe Madicsi
Erralless, 1995-2014 (n = 25 342)

Exposurs®

Recancy of apicid use

Caosze Patients, n

Crudas

Odds Retio (965 CI)

Al'jll stedlt

Rt tle s 437 100 (l [ e 1 1 OD law-Ternam )
Pas. ‘1€ 1.1300.52-1.3%9 0.8710.70-1.03)
3 b 1 54 20 1 73 1.0: T 172
2N 247 (.11 289 |
Z1 Tl Za
Duration of apio'd action
Remoats sers 477 1.00 (refarence) 1.00 lvefrrences)
Clo—4 231 2 "é (1 Q0_D L2, 1 €04 =2_1 O
| Lo 2/ IV SE 561 1.8/ 17244 2.82)
cocmbmation erortieo g 3 S 15 2. 25-4.02) 1.6, 12-2.33)
Proviously describad immurosuppressive properties
Retinol= users 47z 1.00 (s =l er i) 1.00 hielemenus)
Unknown 3% 2250158 225 LI 1122 2.632)
s 20 221 (V9322770 1551727 1.83)
IS 14 3.23(2.32-448) 1.741 20-2.53)
Cembmation unknowrMIS/IE 3z 307 (2.09-450) 1.72171.12-2.63)
Opioid potency
Reamot= users 472 1.00 (refarence] 1.00 |referenca)
i 20307 ML ALY B QIR B TN
High xX 350(2.77-4.13) 1.7211.32-2.25)
Cembination mediumhiah ?' I A62(2.A2-524) 2z 0-3 45
Opivid duse &
Remaotz uacrs 47 1.00 (reterence) 1.00 Ircterencs)
<50 NM\IE/¢ A" 212(1.77 258 1.54 1726 1.83)
S0 _OC VNS4 =1 7&?(; N7 _T R ] T14! 220 2 09
=0 NMTMIE/z SC 2. 19(2.50-4056) 1.7511.33.2.29
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Infections invasives a

pneumocoqgues : nouveaux FDR

SCIENTIFIC REP{%}RTS

OPEN

Poscraod 1 Doenbe cne
Avcepmed oapdlonng
Fibided g line ooy

epithelial TLR2/IL17R signaling
crosstalk, necessary for lung IL17
homeostasis

Santanu Banerjess, lana Ninkevis, lirglirg Mera®, Urankant Sha s, lirg NMa?,
Richard Charboneaw & Sabits Roy™*

Dppactuniste bng rfection and infammaticn is 3 halmark of cheonic recreationald rical vee of
merphine. We show thet sary induccer of Ly from the Srendhael worth slium, Fol oaing pethogenc
@nccunter 1z a protective reaponse, siicn contibutes to pathogenic deararce and oxrendy
attributec to TLR2 acthatan by mmune cels Concument activamon of TLRz a0l 1L12R In branchial
wpittwlivm reada in the segemtration of MeDSS [TLR2 edapter] by A UKS (LR ecepter),
Trscuby taning off TLRx dgaling to msiore Pomeoitasic Nophine mhibits the ety 1L wless
wnd interecticn betveeen Actz and MyDEY, lwading to decrvusud pathozeric desrarce ard sundeined
Iflammatian, Hence, vae propose that therapeut caly tangetng sther TLR2 o IL17 n Sreachin
spithaling in the cortect of marphins, can rextams ifflammata~y karecetacie.

GERICCO, Quimper, 22 & 23 Mars 2018




| N f ecC J[ | OonNns | nvas | Ves é. Specific Polysaccharide Antibody Deficiency Revealed by

Severe Bacterial Infections in Adulthood: A Report on 11
Cases. Lopez B et al. Clin Infect Dis 2017; 65 :33328-331

pneumocoqgues : nouveaux FDR
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Comparative Effectiveness of Cefazolin Versus Nafcillin or Oxacillin for Treatment

Céfazoline versus Pénicilline

M Bacteremia: A Nationwide Cohort Study. McDanel JS et al. Clin Infect Dis
2017:65:100-6

of Methicillin-Susceptible Staphylococcus aureus Infections Complicated by

 Etude rétrospective — 119 VA hopitaux (>25 bactériémies S. aureus /an) — 2003-2010

11 154 parents with MSSA infections
connpyic aled by bacleremia

N BUJ patients died before receiving
definitive therapy?
PRE REQUIS N 1540 patiants ware discharged belore raceving
definitive therapy*

Pas de différence de : — —
oy 7 ;', [Iil 2SS recels2n wEhnive l’li‘!\'
> mortahFe ,I with another antibiotic*?
Echec de traitement

Effets secondaires 1,743 patiantsraceived empiric theraosy but not
deafiritive therzpy with cefazolin, nzfzillin, or oxacl/lin**

A 4

= Faibles effectifs
= (Céfazoline : effet inoculum
= Céfazoline : Faible diffusion SNC

1,006 patients received empiric theragy
w th ancther antibictich*

cmpiric and definitive windowa®

.I 39 patients received antibiotic therapy outside of
_—

4 patienls did nol begin anlibioli thewpy

during hospitalization®*

L ]

3,436 patients received definitive treatment 269 exclus (bithérapie céfazoline/
wilh wefaeolin, naldilling or oxacillin péniM)
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Comparative Effectiveness of Cefazolin Versus Nafcillin or Oxacillin for Treatment

CéfaZO“ne VerSUS PéﬂlCl”lne of Methicillin-Susceptible Staphylococcus aureus Infections Complicated by

Bacteremia: A Nationwide Cohort Study. McDanel JS et al. Clin Infect Dis
2017:65:100-6

ST RIS Culasuln (in 1103 Naluillmrur Oxecallhin Z2004) ~VYaluwm
Male sex 1133 (97) 1974 (99 031
"k]o' ¥

<65 296 (25) 474 24 715

56-61 267 (23) 479 (24

62-73 312 (27) 546 (27

74 288 (25) 506 (2F

APACHE Il szore 234 651 (56 Y 1040 (52 027
Lharison comort ’Y" noex score. medan (IQR 211-3) 2101-3) 013

Cther infections

kKin and soft ussue In‘ections 287 125) 260 (23
Osteomyelitis 138 (12) 267 (13 236
Endocarditis 2 (4 145 (7 * 002
Dialysis and/or ESRD 1608 e 168 (8) <.001
Hospital-onset infection 241 (21) 189 (24 * 018
Hospitalizaticn in the pnor year 670 (68) 1138 (67 6562
Admission to Intensive care unit 178 (15 378 (19 * on
Postinfection length of stay in the hespital®, d. medan (IQR! 2 (8-18) 13 (957 * 00
30-d mortalty 113 (10) 307 (15) <.001
15-d mortality 164 (14 393 (20) 001
90-d mortality 231 (20) 6502 (25) oo
45-90 d 20 (2) 28 (1) an
91365 d 83 a4 2 oG/
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Comparative Effectiveness of Cefazolin Versus Nafcillin or Oxacillin for Treatment

Céfazoline versus Pénicilline

of Methicillin-Susceptible Staphylococcus aureus Infections Complicated by
M Bacteremia: A Nationwide Cohort Study. McDanel JS et al. Clin Infect Dis
2017:65:100-6

Table2. Multivariate Regression Models Comparing Patients WithMethicillin-Susceptible Staphylococcus aureus Infections Conplicated by Bacteremia
Who Received Definitive Therapy With Cefazolin Versus Nafcillin or Oxacillin (N = 3167)

Vode Qutcome Regression Aralysis Risk Rato (95% Corfidence Interval) P Value
Mortality Hazrd Ratio
Unadjusted 30-d mortality Cox propartiona hazawds regresson 0.51 (.49-.76) <.00
Adusted' 30 d mortahty Cox propertiona hazarde rogrosson 0.62 (.61..78) * <.00
Unadjusted 90-d mortality Cox propartiona hazawds regression 0.75 (.65-.88) <.00°
Adusted’ 90-d mortality Cox proportiond hazaeds regresson 0.77 .66-90) * 00
Recurence Odds Rato
Uradjusied Recurrence Ordinal logistic regression 1.20 (1.00-1.44 04
Adusted Recurrence Ordinal logistic regression 1.13(.94-1.36) 21

Pas de difféerence entre les 2 groupes en termes de rechute a distance

Point fort : effectifs
Limites : rétrospectif / Facteurs confondants: tendance des cliniciens a ne pas utiliser céfazo pour
infection grave ou a fort haut inoculum/ Pas d’infos sur doses , durée de traitement
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\/ accCc | N at | on con t e | a  Efficacy and immunogenicity of a Vi-tetanus toxoid conjugate vaccine in the prevention

N of typhoid fever using a controlled human infection model of Salmonella Typhi: a
’[yp h Ol d e randomised controlled, phase 2b trial ; Jin C et al, Lancet 2017

Surveillance % fievre
L. 3 semaines tvohoid
Immunisation Température / 12 H tYPNO1d€
1 mois Hémocultures /j
37%
Typhim Vi®
(polyosidique non conjugué)
Pour tous
112 volontaires sains ' ' Azithro 500 mg/j 14 ]

Randomisation T | 39%  (Clero00mex 2/ 14]
Typbar-TCV®
(polyosidique
conjugué)
Bharat Biotech™

vé
77%

Menveo®

Salmonella enterica

Typhi PO
(1-5 x 104 UFC)




V accCc | N at | on con 't e | a  Efficacy and immunogenicity of a Vi-tetanus toxoid conjugate vaccine in the prevention

N of typhoid fever using a controlled human infection model of Salmonella Typhi: a
J[yp h Ol d e randomised controlled, phase 2b trial ; Jin C et al, Lancet 2017

4 effets indésirables graves :
- Diagnostic MICI (Typbar)

- Rétention aigué d’urine (Typhim)
- Amygdalectomie (Typhim)

- Arthrite réactive (Typhim)

Immunité plus durable que Typhim Vi

Possible chez les enfants 6 a 24 mois FICESIEEIEN [ el (eamibie AU gy
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Néphrotoxicité Vanco Pipe-Tazo

Injury Associated With Concomitant Vancomycin and

Revue de la littérature 1995 - Fin 2016

Pub Med, Cochrane, Scopus

¥

14 articles sélectionnés -
Danconyn & anclher belaactan 112, 14, 19-22)

] a0R, 3.31:93% (), 2.13-5.12: P < 01

¥

V + autre BL: N=6
V + céfépime : N= 4
V seule : N=3

Piperacillin/Tazobactam. Hammond DA et al. Clin Infect

Mrpulation

Adjusted Analysts

A studies [12-25]
Aduls [12-19, 21, 22)

aOR, 3.11:98% €, 1.77-547: P < .00
&R, 516, E6% €1, 1.76-6.76; P< 001
Deferred

\ancomyen #nd ceteaime |5, 16,18, 23|

20R 378 93% 1) 248 K78 P e 001

Vanennmyen ad cefanime ar merapanem [24]
Vancomyein 2are (1€, 17 24

V + céfépime ou méropéneme : N=1 Good qualty 112-16!

¥

N = 3549 patients

Fair or poor quality [20=2%)
Critiez h 0118, 16, 20, 24|

Delen <l
R, 2,50, 95% (1,041-"544; = 32
A0, 297 9o 01, 730wl A2 P = 07
aOR, 2,53 05% CI ,1.76-706 P< 001
40R, 2,63 96% C1, 0.76-10.86, P= 128

Nonerticzlly il [12-14, 17 18, 21, 23]
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Letermovir Prophylaxis for Cytomegalovirus

I_ete r m OVI r in Hematopoietic-Cell Transplantation Marty FM et al. N

Engl J Med 2017; DOI: 10.1056/NEJMoa1706640

e Essai randomisé controlé vs placebo, double aveugle multicentrique

Criteres d’exclusion:

-Insuffisance hépato-cellulaire

-Cl créat < 10ml/min

-Traitement récent ou en cours par agent anti-viral

Criteres d’inclusion:

->18 ans avec greffe allogénique de cellule souche
hématopoiétique

-Sérologie CMV positive

-PCR CMV négative 5 jours avant randomisation

-Capacité de prendre le traitement a J28 post-transplantation

Letermovir 480 mg/j 245
240mg/j si ttt concomittant par . .
ciclosporine Crit Jugt I.Dpal )
Proportion
Randomisation d’infection a
CMV
Placebo 245
Suivi Suivi hebdo l Suivi 1 semaine/2 >
Transplantion S14
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| etermovir

Letermovir Prophylaxis for Cytomegalovirus

in Hematopoietic-Cell Transplantation Marty FM et al. N

N =738

Engl J Med 2017; DOI: 10.1056/NEJMoa1706640

J15€ sents providad infumed ooovent
awd werr aiseised for eligibl Iy

N =570

N =376

& random zaticon

|

’ 48 Had de g tably MY

168 Ware snchudec

115 Had detectatie CMY hefran rarcar Datior
16 Were recerving amCMY artivl-d agerrs
- ! Hed onchiioniry bxeratoy rzaudts
L Wasdenw zonteat
4 Were CNN-Mtrerezitve
21 Had other reason

372 Underaent randomization ‘

1TE Weee aiugnad le incsive
cLoIE™m
373 Rzcerved letermonin
R Nid wet racrive stermarin

v

05 Completed tnal o wh 24
/5 Unscontinaed iral befcre
wh 4
17 Died
23 W tnderw orsrat
S 'We withdraam by phioycian
G Had acvarse tven
: Wave last w2 follow.up
I Dt not acheve to tnad
ll'( mam

A\

194 Were scugned I rec e
plevsle
192 Rezcived placzhbe
7 Did nnt meeine plarsha

|

\J
1J€ Completad nal towk 24
3t Urscentinued tral bedoce
wh 24
28 Dind
16 Witharew concert
SWerr wtvdrawn 2 physicisn
3 Had adverse event
A'Wery 257 1o fallow p

1

N =194

11 Had detec e CNY
at randomaation

135S Wereinduded intae
efhcacy >epulabion

3171 Nere included in the
sabety poquiaina

102 Wore induded intw
salety podeaten

170 Aeve incleced in the
etcacy population
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Letermovir Prophylaxis for Cytomegalovirus

I_ete r m OVI r in Hematopoietic-Cell Transplantation Marty FM et al. N

Engl J Med 2017; DOI: 10.1056/NEJMoa1706640

Mriuvddix cuml@cmng rcpinkn el 152 (4% 9) ¢

Toode 1 Chonrberiskics ul Basedine al All (he Palivals 'Whe Uschorminl Reeclamionl oe umnid Boovived Lise Trid Ropimen L, o . '
\5afesr Fopaaboa).” nathyeaote dabain coe— no %) 140137 5) £3 304

dlecr mzumab use — na (M| 2

2052 .7
Letarmowi Gl Placebs Graup o va onl depletinn e (%) ) N2 =D

Characteristiz [N=373] (K=132) P r——

e =y Caclasponing 130 (317) 103 (52.1
Median 33 = Tacralimus 18 (43 5) 13 4L1|
Hange N 13-4 Mpeephenelatey 120132 2) tL26A

Made ez — 0 410 |50.b) LiL [eL.s] Sar st waeralinniue 30 18 3010

Brce — a0, (% T 205 SVHD f g-48¢ 32 3t Ands M Ziban — e, (%) 20.8! S |
Wihate ) 132.7) 62 (244 Risk ol TMY diseosr — e (308
Ly 0":['! ,‘} 18 5 4) Mighr <t 1X1 %2 a) LR NEL A
nher 32 12.5 12 (€.2) Low nsk 254 (LT K) 113218

CRAV-32 Cpes thve 95N 0e — ow (50 20 |€1.7) SIS | r

Prirary “exsen Ioe Atmiepe sic-2ell trans shar tsian — ao. )

Gcate vwebold beu kel 142 1350 208
Myalacysplast ¢ sypnérore 6 153 2L
Han:l Iacghn s hnephoma 47 128 28 (L4.0]
bl ymphoeyt = ruke mis 13 14 17 (2%
Cher Aieass 51 SY[27 6

HI A raseshie g and doece lyae —na (3]

Matched unrcioted 134 137.0) 7% [40.6]
Matched mhesd 121 |32.4) 63 (32.%]

l M nmratchrd mhe-d 6! 15.9) 24 (2.5 l
| T o P SNIER SN ERE

f Hinleidmntical ke wd danne nn (32 & |16 aeee )

Steenorwll ceursw o 159

Ferigheral L an3 7.8 134 (€9.5]
Hues rraar ua % |22.0) 47 (24.5]

I Corn Ll 12 13.2| | ('J ') I
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Letermovir Prophylaxis for Cytomegalovirus

I_ete r m OVI r in Hematopoietic-Cell Transplantation Marty FM et al. N

Engl J Med 2017; DOI: 10.1056/NEJMoa1706640

A Clinically Significant CMV Infection C Clinically Significant CMV Infection, Low-Risk Subgroup
100- 100-
W 90 P<0.001 by log-rank tes: T a0 P=0.001 by log-rank was:
= 80 : ()
'.g 20 ’,8 au
I ¥ 704
] S
- 60— - 504
k- I "
o 50+ Flaceho a €0 -
i Narahea
& A0 & 40 l’ld __bJ
u a ’
2 30 . 2z 1)
- - . Leter mawir < J
g 20) - =3 20 - [ ezermovir
g 197 S
3 -
Oty T T T T 0w
0 2 g 10 14 18 24 A b ¢ 10 14 18 24
Weeks since Transplantation Weeks since Transplantation
No. at Risk .
Placcho 170163 135 96 85 77 70 gg;:ﬁ:'s" MEIE A T W 6 -
ovir 325320 299 27¢ 27 2 212 - oL . on - .
Letermevir 325 320 70 2 ! Letermovis 223220 205 194 188 176 151

Ht risque Inf CMV : Mismatch HLA - Donneur haploidentique - Corticothérapie - Sang de
cordon
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Clostridium difficile et

transplantation de microbiote
fécal
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Children: 2017 Update by the Infectious Diseases Society of America
(IDSA) and Society for Healthcare Epidemiology of America (SHEA)

Clostridium difficile

Clinical Infectious Diseases - ~
s1DA -

Infeectioas Discuses Scocacty of Ameorws hivmedorne essonobon

Clinical Practice Guidelines for Clostridium difficile
Infection in Adults and Children: 2017 Update by the
[nfectious Diseases Society of America (IDSA) and Society
for Healthcare Epidemiology of America (SHEA)

L. Clifford McDonald,' Dale N. Gerding,” Stuart Johnson,*? Johan S. Bakken,* Karen C. Carroll,” Susan E. Coffin,* Erik R. Dubberke,’

Kevin W. Garey.? Carolyn V. Gould,’ Ciaran Kelly,’ Vivian Loo," Julia Shaklee Sammons.’ Thomas J. Sandora," and Mark H. Wilcox'

ICerzas for Dizeasa Control and Prevantion, Mianta, Baarcia; *Edward Hinas Jr Vaterans Mdministration Hozpital, Hinss, 2nd *Lowola University Madicz! Canter, Mavweed, llinois; “5tLuka’s
=esnital Mulith, Mivresata: © Iahns Hepkins Universisy Sekeel of Medicine, Rarimare, Margdand: *Children's Hospital of Priladelphiz, Pennsylvaria; “Washingsan lnivers =y Schoal of Merining,
StLauis, Missour: *Univerzity of Haustan 33II-;_:c- of Fharmazy, Texas; “Bech lzrasl Dacconess P.{-:dica Canter, Harvard Madical School, Bosten, Mazsacwsatts: PWeBill University Health Cantra,
Wehill Unncesity, Moo, Cuacber: Gl Thestoo Glulibren's Hospual, Masssochusct tss amld “lesds hsadung Deespiiats KUS Teast, Uretoat Kogiion
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Identifying environmental reservoirs of Clostridium difficile with a scent

C. dlff/C//e : d |ag ﬂOStIC detection dog; preliminary evaluation

Bryce E et al, the Journal of Hospital Infection 2017

Entrainement

Recherche de réservoirs
environnementaux
Se 80%, et Sp 93%

@O
culture

o1 e
-] feces

Azsem bled odor
ool Netion duvien

Implémentation a [’hopital
1 chien, 1 maitre

16 min par service

83 alertes

— Ménage refait

wa Ny

SI0p0 AR

Clinical simidation
(search capabdicy)
and comainer [adoe
recogniticn|
evglustions
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Children: 2017 Update by the Infectious Diseases Society of America
(IDSA) and Society for Healthcare Epidemiology of America (SHEA)

C. difficile : traitement

Tahle1. Recommendations for the Treatment of Clostridium difficile Infection in Adults

Suength of Accommendauon/

Clinca Detin tion Suppartve Clnical Data Sacammencded Ireatments Cuality of =vicance
Irtial eprsode, Leukoeylosis with a while o VAN 125 rmg gven A Limes daily for 10 days, OR Strong/Hgh:
NoNSCVeTe blood coll count of 215000 FOX 200 Mg givan twica daily for 10 days StrancyHgh

celsfml and & sarum craati-

o lovel <18 L o Allemale if above agents are unsvalsble: metronidacole, 500 mg 3 tmes  WeakHigh
une level 215 mgld By
B LA ner day by mouth for 10 clays
Intial oprsode, Leukoeyloss wilk a while o VAN, 125 g A Limes per cay by mouth for 10 days, OR StronaHigh
seneral Saod o ourt ot 15000 Y A ~ P ]
Severa blacd call court of »15000 o kX 200 mg given twice daily for 10 deys StrancyHgh
collsmb o a serurm ereall
rine level =15 mgfel
Intial apzons, Hypatension or shoek, leus, « VAR, 50O mc 4 times par day by mouta or by nasagastne tube 1f1aus, Srancy'hMacarate loral VAR,
fulrinant megacolen consider adding rectal insu'lation of VAN, Inravenously admimnisiered met Weak/Low reclal VAN
renidazole (500 ma every 38 hours) should ba administeran wogether with Srrana'Madersta (intrave-
oral o reclal VAN, particularhy il ifeus is present. rous melonidazole)

Pas de métronidazole !
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Children: 2017 Update by the Infectious Diseases Society of America
(IDSA) and Society for Healthcare Epidemiology of America (SHEA)

C. difficile : traitement

Nouveautés non incluses dans les recommandations
Bezlotoxumab : AMM (en association avec ATB, > 65 ans,
infection severe, ATCD récent d’ICD,
immunodépression) ; colt-efficacité

Fidaxomicine « prolongeée pulsée » : etude EXTEND

GERICCO, Quimper, 22 & 23 Mars 2018



C dlff/C//e . tra|te me ﬂt Children: 2017 Update by the Infectious Diseases Society of America

(IDSA) and Society for Healthcare Epidemiology of America (SHEA)

FMT dans le traitement des infections a Clostridium
difficile

Tahle1. Recommendations for the Treatment of Clostridium difficile Infection in Adults

Strength of Recommendaton

Clirca Detie tion Suppartve Clnical Data Sacammended Ireatment® Cuality of =vicance
First resanence o VAN 125 mg cver A Lmes daily for 10 doys [ metrondoze o was vsed Tor - Weoeak/Low

the ninal coisode, OR

= Lse s prolonged raparsd anc pulsed VAN regimen it & atannard rece Wask!ow
imen was used Tor the inilial epeode feg, 125 mg A Lmes pern day Tor
1014 days, 7 times par day tar & weak, onee per day tor a weae, ann

"2 “

then ewery 2 or 3 days for 2-8 wecks), OR

FUX 200 mg aivar twica daily tor 10 days 15 VAN wes used tar tha initiz WaskMonerata

Gprsone

Sewond o o VAN in a lapercd and pulsed reaimen, OR Weeak/Low
aunsequent o AN, 125 g 4 Limes per day by mouth lor 10 days [ollowed by nfaximin WeakfLow
reeurrenos 400 maq 3 timas ca by tor 20 days, OF

o [DX 200 myg giver twice daily le: 10 days, OR Weeak/Low
« Fecal micrebinta tranaplantation® Srancyhacarate

FMT: The opinion of the panel is that appropriate antibiotic treatments for
at least 2 recurrences (ie, 3 CDI episodes) should be tried prior to offering
fecal microbiota transplantation.
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Early Fecal Microbiota Transplantation Improves Survival

C. d / f f /C // e : FMT in Severe Clostridium difficile Infections

A Severe CDI
1.0
&
3§ o
>
e
.
»
>
3 04-
3
2
- |
v
0.2
0o
0
Number a1 risk
FAAT 7
Nc FMT 27

Hocquart M et al, Clinical Infectious Diseases 2018

Etude rétrospective monocentrique (Marseille)
Age médian 80 ans
FMT vs ttt habituel : a la discrétion de ’équipe

B Nor-semre CD

10
A 08—
, . Définition sévérité
80% de reductlpr,1 s oo |- GB>15G/L
de mortalite g - Albumine <30 g/L
£ o4 |- Créatinine>130 pmol/L ou >1.5 x
v 5 taux basal
02~ |- Péritonite, sd occlusif,
mégacolon
co- |- Choc
2 40 8 & % 0 20 0 50 & 00
Time from incusion (days) T'mre from neclugion (days)
Number at rigk
54 Ly | 30 28 L) FMT 9 24 & 5 35 P o)
16 1 2 = 8 No FNTT 18 17 17 L7 17 1/
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Effect of Oral Capsule- vs Colonoscopy-Delivered
Fecal Microbiota Transplantation on Recurrent
Clostridium difficile Infection

A Randomized Clinical Trial

Kao D et al, JAMA 2017

\ it .

Successful Resolution of Recurrent
Clostridium difficile Infection using Freeze-
Dried, Encapsulated Fecal Microbiota
Pragmatic Cohort Study

Staley C et al, American Journal of Gastroenterology
2017

N =57
> 3 épisodes
Randomisé vs FMT par coloscopie

N = 49
> 2 épisodes, déja eu un traitement lon
Ouvert

Liquide, décongelée

Vancomycine PO x 2/j jusqu’a la veille
Préparation colique (PEG 4 L)

A jeun > 12 heures

40 gélules (1013 bactéries)

Lyophilisée

Antibiothérapie préalable : non
Pas de préparation colique

A jeun 2 heures

2-3 gélules (10" bactéries)

96% de succes
(absence de récidive a 3 mois)

88% de succes
(absence de récidive a 2 mois)




Durability and Long-Term Clinical Outcomes of Fecal Microbiota Transplant

F M T p our C d /f f /C / / e (FMT) Treatment in Patients with Recurrent Clostridium difficile Infection;

Mamo Y et al, Clinical Infectious Diseases 2017

Effets de la FMT « sur le long
terme »

» Enquéte teléphonique a distance de la FMT (délai
médian 24 [3 - 51] mois )

» Avant FMT : 4 cures d’ATB [1 - 12]

» Pas de rechute chez 82% des patients (38% ont pris des
ATB)



Durability and Long-Term Clinical Outcomes of Fecal Microbiota Transplant

FMT pO ur C d /f f / C / / e (FMT) Treatment in Patients with Recurrent Clostridium difficile Infection;

Mamo Y et al, Clinical Infectious Diseases 2017

Effets inattendus de la FMT

Table 5: Improvement in pre-existing medical conditions in respondents to survey of
Fatiens uncergoing FMT from 7/2012 - 12/12016,

Improvec medicsl condition N Amélioration de
oaln = 37y pathologies préexistantes
Conditiore previously cr patentialy aceociated with intestinal microbiota™ CheZ 1 2 patients (9%)
Imtabie bowe syndrome (IES) 3

L]

Crohn digzase

Diveriiculosis Z
Hygercho esterolemia 1
1 0xac magaccion 1
Diabstes mslitus 1
Kheumatold arthntis 1

Conditiong not previcusly ascociated with intestinal microbiota

CVID-assaciaed infections 1
Low kack pain 1
Hyrertensicn 1

FMT —fecel microkiota transplant, CYID - common vanasle inmunodefiaency.



Durability and Long-Term Clinical Outcomes of Fecal Microbiota Transplant

F M T p our C d /f f /C / / e (FMT) Treatment in Patients with Recurrent Clostridium difficile Infection;

Mamo Y et al, Clinical Infectious Diseases 2017

Effets inattendus de la FMT

» Prise de poids 76 patients (médiane +2,5 kg)

» Apparition de nouvelles affections chez 43 (36%) des patient
- Insuffisance renale (n = 5)
- Hypothyroidie (n = 2)
- Lombalgies (n = 2)
- Constipation (n = 3)
- Diabete (n = 2)
- Ulcere gastrique (n = 1)



Effets inattendus de la FMT

Fecal Microbiota Transplant for Refractory Clostridium difficile Infection

Interrupts 25-Year History of Recurrent Urinary Tract Infections
Wang T et al, Open Forum Infectious Diseases 2018

Femme 83 ans AT PRESENT
IU a répétition depuis 25 ans

LM R AU ALINIAL
ALNOBRGANI
AL AKORGANI!
W K oxvrocs”
PRECTGIRLY
PAUTGARIS
K, PNSUMUNIAL

K. "NEUMONLAL LY, CGLOACAL'

25 mois apres FMT
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FMT et colonisation par BMR

Is faecal microbiota transplantation an option to eradicate highly drug-

resistant enteric bacteria carriage?
Davido B ef al, Journal of Hospital Infection 2017

» 8 patients (2 ERV, 6 carbapénémases)
» 6/8 encore colonisés a 1 mois

» 4/7 encore colonisés a 3 mois



FMT et colonisation par BMR

Fecal Microbiota Transplantation in Patients With Blood Disorders Inhibits Gut
Colonization With Antibiotic-Resistant Bacteria: Results of a Prospective, Single-

Center Study

Bilinski J et al, Clinical Infectious Diseases 2017

VWith Antisiotics,

Without Antibiatcs

AIFMTs n =25 I n-14

Endpo rt MNo. % MNo. e MNo. %
Effect on all strains of ARB per FMT (comp et ARE ceco onizdtiar)

At 1T manth 1525 &0 411 36 1114 /9

At 5 manths 13774 93 4/5 830 94 1040
Ltect or atleast T strain of A/ 1B o2r | M1 (parjal AR dezclorjzat on)

At 1 menth 20725 80 72k 67 13714 g3

AL 8 menths 13714 93 A4/5 80 979 100




FMT et colonisation par BMR

Fecal Microbiota Transplantation in Patients With Blood Disorders Inhibits Gut
Colonization With Antibiotic-Resistant Bacteria: Results of a prospective, Single-Center
Study

Bilinski J et al, Clinical Infectious Diseases 2017

Décolonisation en fonction de I’abondance de
Barnesiella dans le matériel transplanté
— 3.0 1
<
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@ ¥ choix du donneur ?
% 1.8 |( \
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| e futur : formulations commerciales

SER-109

Spores de donneurs PO
Phase 1 : prometteur
Phase 2 : échec vs placebo
Phase 3 : en cours

RBX7455

PO

Conservable a RT
Phase 1 en cours

VE303

PO

Synthétique
Phase 1 en cours

RBX2660
IMM-529 Donneur
Phase 1 en cours Lavement
Phase 3
MET-2
SER-262 Donneurs
Synthétique PO Phase 1 en cours

Phase 1b

CP-101
Synthétique
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State of the art on Mycobacterium chimaera research: a

MyC obacterium chimaera bibliometric analysis ; Ortiz-Martinez Y et al, The Journal of

Hospital Infection

Depuis 2013 : plus de 100 cas rapportés dans le monde

»Endocardite a hémocultures négatives,
révélation en moyenne 19 mois apres la chirurgie
PUK : cas dans % des centres de chirurgie
cardiaque

PFrance : 2 cas

Pays ayant rapporté
au moins un cas

Nombre d’articles sur
M. chimaera
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Prolonged Outbreak of Mycobacterium chimaera Infection

Mycobacterium chimaera After Open-Chest Heart Surgery

Sax H et al, Clinical Infectious Diseases 2015

Prelevements environnementaux

Souches lsolees de patients

Séquencage, comparaison



Prolonged Outbreak of Mycobacterium chimaera Infection

Mycobacterium chimaera After Open-Chest Heart Surgery

Sax H et al, Clinical Infectious Diseases 2015

Le responsable ?
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Global outbreak of severe Mycobacterium chimaera disease

MyC obacterium chimaera after cardiac surgery: a molecular epidemiological study ; Van

Ingen J et al, Lancet Infectious Diseases 2017

"2

.o Tout vient d’une usine

. >\ \'« de production de

S _ o o= .0 générateurs thermiques
—2 (f{ ) . LivaNova™ (ex-Sorin™)

aoeepoepoed: spddomooROm



Reemergence of Mycobacterium chimaera in Heater-Cooler Units

My COb a Ct er /'Um Ch /'m aera despite Intensified Cleaning and Disinfection Protocol

Fin de [’histoire ?

Culture positive a M. chimaera

\

TS - {:r ' L ':’ 2 J
"7 Heu2 o o , .. . .
v
wlx % %o o o 0 % 0 ¥k X
feb Mar Ant May Jun  Jul Aug Sep Oct Nov Dec Jan Feh Mas Apr May Jur  Jul Aug Sen Cct NMav [ec .an
2014 2015 2016

Nouveau protocole de
désinfection intensive



Mycobacterium chimaera

Un bon investissement

LivaNova PLC

NASDAQ: LIVN - 16 mars a 17:0C UTC—4

87,53 usn ¥0,38 (0,43 %)

Apres la cioturs: UF.05 JU0 "%

1 joul 5 uurs 1 mws 3 nwis 1a B ans I



Candida auris: an Emerging Fungal Pathogen. Spivak ES et al. J Clin
Microbiol 56:e01588-17. https.//doi.org/10.1128/JCM.01588-17.

Candida auris

« Champignon résistant aux anti fongiques émergent 9

«  Epidémiologie Situation complexe

single C aur's case
reported

B Trzansmission or multiple
cases of C auris reported

W U.S. C. auris cazeslinked
W hesllhare slaysin
these ccuntries

Données CDC; Mars 2018
GERICCO, Quimper, 22 & 23 Mars 2018



Candida auris: an Emerging Fungal Pathogen. Spivak ES et al. J Clin
Microbiol 56:e01588-17. https.//doi.org/10.1128/JCM.01588-17.

Candida auris

 Particularités microbiologiques : erreurs fréquentes d'identifications de C. auris

Biochemical method Misidentification
Il methods Candida haemulonii
Candida spp. not otherwise specified g
Mortalité 30-60%
APl 20C AUX Candida sake
Rhodotorula glutinis®
BD hoenix Candida catenulata
MicroScan Candida catenula‘a

Candida famata
Candida quilliermondii
Candida lisitania<

Candida parapsilcsis©

Vitek?2 Candida duobuchaemulonii
Candida lamata

« Particularités thérapeutiques : Colonisation/ infection

« USA: 1) Echinocandines - 2) AmphoB si fongémie > 5j- 3) azolés (Posa> Isavuco - Pas fluco)
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Infections sexuellement

transmissibles
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Use of Pristimycin for Macrolide-Resistant Mycoplasma
genitalium Infection Read TRH et al. EID 2018; 24:328-335

Mycoplasma genitalium

* 114 Patients - infections a Mycoplasma genitalium traités par pristinamycine
* (Centre de santé sexuelle - Melbourne, Australie - 2012-2016

Table 2. Mycoplasma agenitzhum infect ons among 114 catients cured after 10 days of pristinamycin treatment, Melbourne Sexual
o J )
g™ Am

Health Centre, Melbourne, Victoria. Australia, 2012-2016

Subgroug Prist namyein failurz, na (%) Cured no % 85% CI) p valua*
Cverall 29 (25) 85[75. 6E-32) |
l gosage regimean )
nstinamyan 2 g 2(22) 7(72,40-87) 0.91

Pristinamyein 3 g with daxyeyeiine 200 mg/d 14 (26) 40 (74 60-83)
Pnstinamycin 4 g'd _ 13 (25) 38 (/5. 80-3€)

Site of infection
Urathral rnfaction, M 22 (29) 55 (71.60=81) 2.20
Ancrectal infechion ) 4(14) 24 (86, 87-98)

Patient sex
F 3(27) 3 (73, 39-24) 0
M 26 (25) 77 (75. 65-83)

Patient signs/symptoms
Symptomatc 28 (29) 70 (71.81-30) 0.07
Asymptomalic 1(8) ‘2194, 70-100)
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Fluoroquinolone-Resistant Mycoplasma genitalium, Southwestern
France. Le Roy C et al. EID 2016 22: 1677 - 1679

Mycoplasma genitalium

« Prévalence infection M. genitalium = 4% en 2013-2014 Bordeaux
»  Etude rétrospective - CHU Bordeaux

« 344 patients avec prélevements urogénitaux + M. genitalium

Résistance aux macrolides (23S r RNA mutations) : 17,20%

Résistance aux fluoroquinolones (changement acide aminés dans GyrA & ParC) : 6%

GERICCO, Quimper, 22 & 23 Mars 2018



Mycoplasma genitalium

2016 European guideline on Mycoplasma genitalium
infections. Jensen JS et al. JEADV 2016, 30, 1650-1656

Recommended treatment for uncomplicated
M. genitalium infection in the absence of macrolide
resistance mediating mutations [llb; B]
« Azithromycin 500 mg an day one. then 250 mg od days
2—35 (oral).

« Josamycin 500 mg three times daily for 10 days [1V; C).

Recommended treatment for uncomplicated macrolide-
resistant M. genitalium infection [lib;B]
« Moaxifloxacin 400 ma od far 7-10 days (oral). The optimal
duration of rreatment 1s uncertain and a few observational
studies have found higher cure rate after longer treatment

. . 5"
M Cervicins.

Recommended second-line treatment for uncomplicated
persistent M. genitalium infection [lib; B]

« Maoxifloxacin 400 mg od for 7—10 days (oral).

Recommended third-line treatment for persistent
M. genitalium infection after azithromycin and
moxifloxacin [1l1; B)

* Doxycycline LU0 mg two times daily for 14 days can be
tricd and will eradicate M. gemitalinvm from approximatcely
30%% ol the patients, bt the patient muost be informed abot
the poor eradication rate and accept to complv with advice
regacding sexual abstinence or condom usce,

o Pristinamycin 1 g four times daily for 10 days (oral). The
patient should be intermed about the need to comply

strictly with e dnsage scheme.

Recommended treatment for complicated M. genitalium
infection (PID, epididymitis) [IV; C]

* Moxitloxacn 100 mg od for 11 days foral),™
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. - Post-exposure prophylaxis with doxycycline to prevent sexually transmitted
Prophylaxie post exposition (PEP) par

infections in men who have sex with men: an open-label randomised substudy

Doxycycline of the ANRS IPERGAY trial. Molina JM et al. Lancet Infect Dis 2017

* Population éligible : HSH 218 ans - RSNP - PreP (Essai ANRS HYPERGAY) - 2015 - 2016
« Essai randomisé : PEP Doxy 200 mg dans les 24H / RS (N=116) vs pas de PEP (N=116)

|Age médian 38 (33-48) 39 (32-44) |
18 -24 ans 0 (0%) 5 (4%)
25-29 ans 12 (10%) 11 (10%)
30-39 ans 47 (41%) 41 (35%)
40-49 ans 1(27%) 44 (38%)
> 49 ans 26 (22%) 15 (13%)
Drogues récréatives 49 (42%) 49 (42%)
Nb partenaires (< 2 0 (5-15) 10 (5-20)
mo1s
NB RS (< 4 5em) 10 (5-19) 10 (4-20)
Nb circoncis 28 (24%) 21 (18%)
Nb IST dg au screening 22 (19%) 16 (14%)
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Post-exposure prophylaxis with doxycycline to prevent sexually transmitted

Prophylaxie post exposition (PEP) par

. infections in men who have sex with men: an open-label randomised substudy
Doxycyc line of the ANRS IPERGAY trial. Molina JM et al. Lancet Infect Dis 2017

DL w— R PEF 05= HRDPMAZ(G5EC0&7-1 47).p=D52
— PEF Loq rar¥e 11 el G2

0d 4 HT053IE54 CI033 DRG] ne Al
of-rank test pu 047

o3

’ »
o H_’_"-r'
02 .

D B

04+

A ]
L
1
¢ procazleygoffist
vecelinks e

)=

Curmnbares pectab Lty of £st 510
(cklarpd argonaoscal'seph s infection]

Nouvelle IST : 22% (PEP) vs 42%, p = 0,007

Numberat risk

i 1 Nb médian gel doxy = 6,8 / mois (2,8-14,5) - k,
Médiane de 680 mg doxycycline / mois (280-1450)

. Effets secondaires digestifs 25% (PEP) vs 14% (No PEP), p
2 =0,03
3z
EE
—
= | T— l'_
B
Nusnber arrick Poumber at rik Tima imenshs)
Ne PZF JLG 113 102 93 Yy 9 NoFEP 16 114 110 102 74 ?
PP 116 14 111 o 82 22 1 118 .
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Merci pour votre attention
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