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‘ Staphylococcus anrens endocarditis
a consequence of medical progress

= ICE: 1779 definite IE cases collected
prospectively between Jun '00 and Dec '03

No. (%)

Staphylococcus
S aureus
Coagulase-negative
staphylococei

Streptococcus
\iridans group streptococci 319 (18.0)
Streptococcus bovis 114 (6.5)
Other streptococe 91 (5.1)
Enterccocc 188 (10.6)
HACEK 30 (1.7)
MNon-HACEK gram-negative bacteria 38 (2.1)
FLINg| 32 (1.8)
FPolymicrobial 23 (1.3)
Other® o6 (3.1)
Culture negative 144 (8.1)

VG Fowler et al., JAMA 2005:293:3012



‘ Staphylococcus anrens endocarditis

a consequence of medical progress

= ICE: 1779 definite IE cases collected
prospectively between Jun '00 and Dec '03

No. (%)
INt:rn-S aureus S aureus |
Characteristics in=1221) {n = 558) P Value

Male sex 868 (71.1) 341 (B61.1) <.,001
Age, median (25th-7 5th percentiles), v 59.3 [45.2-72.2) 56.6 (41.1-70.5) 007
Type of IE

Prosthetic valve 276 (22.6) 86 (15.4) 23.7% | <.001

Mative valve 846 (69.3) 401 (71.9) 32 1% 27

Cther and unknown 99 B8.1) 71 (12.7) 002

VG Fowler et al., JAMA 2005:;293:3012



‘ Staphylococcus anrens endocarditis
a consequence of medical progress

VG Fowler et al., JAMA 2005:293:3012



Temporal Trends in Infective Endocarditis
A Population-Based Study in Olmsted County, Minnesota

Incidence of |IE ranged from 5 to 7 cases per 10° person-years
and did not change significantly over time (P=.42 for trend).

& \iridans Group Streptococa
& Staphylococcus aursus

Y

\
/
\

Age- and Sex-Adjusted Incidence Rate
per 100000 Person-Years
e [xa
\
h/

1970-19v4 19751979 1980-1984 1985-1989 1990-12994  1995-2000

IM Tleyjeh, JAMA 2005;293:3022-3028



Staphylococcus anrens native valve infective endocarditis:
Report of 566 episodes from the ICE merged database

International Collaboration on Endocarditis MD
o combination of 7 existing databases from 5 countries
o 2212 cases of definite infective endocarditis (IE).

1640 patients with native valve IE
o 566 patients (34%) had IE due to S. aureus,
o 1074 patients (66%) had IE due to other pathogens

Patients with S. aureus IE were more likely to

o die (20% vs. 12%; p<0.001)

0 experience an embolic event (60% vs. 31%; p<0.001)

o more likely to develop a CNS event (20% vs. 13%; p<0.001)
o NOT undergo surgery (26% vs. 39%; p<0.001)

JM Miro, Clin Infect Dis 2005:; 41:507-14



Staphylococcus anrens native valve infective endocarditis:
Report of 566 episodes from the ICE merged database

Prognostic factors — Multivariate analysis

OR 95% ClI
Age 1.4 1.1-1.7
Periannular abscess 2.4 1.1-5.6
Heart failure 3.9 2.3—-6.7
NoO surgery 2.3 1.3-4.2

JM Miro, Clin Infect Dis 2005:; 41:507-14



Native Valve Endocarditis due to Coagulase-Negative
StaphleCOCCiZ Report of 99 Episodes from the ICE Merged Database

T . Fvalues

uiztedllufel e ekl P value CoNS vs.
Viridans group ColNS ws. windans group

Variable CoNS S. aureus streptococal S. aureus streptococal

Total no. of patients 99 353 478
Demographics
Age, median years

(25th-75th percentile] 68 (B0-75) 63 (49-73) b9 (43-71)

Male sex 76/99 (77)  223/353 (62)  329/476 (69
Place of acquisition

Health care associated® 27/67 (40) 64/194 (33) 4/293 (1.36)

Comrmunity 40/67 (B0) 127/194 (65) 289/293 (99)
Complications and outcome

Heart failure 49/99 (49) 147/351 (42) 147/478 (31) 18 <.001

Cardiac abscess 15/99 (15) 29/353 (8.2 38/478 (8] \ 04 .03
surgery I 53/99 (54) 123/353 (356) 167/478 (35) <.001 <.001
In-hospital mortality 19/99 (19) 89/352 (25) 31/471 (6.6) 27 <007

VH Chu, Clin Infect Dis 2004; 39:1527-30



Risk of Embolism and Death in 1

e

prognostic value of echocardiography

Multicenter prospective European study
o 384 consecutive patients — TEE performed in all patients.

Embolism occurred

o at any time (total-EE) in 131 patients (34.1%)
o after start of antibiotics (new-EE) in 28 patients (7.3%).

Adjusted

P Odds Ratio 05% Cl
Total-EE
S bovis <(0.001 3.9 1.86-8.21
5 aureus 0.002 2.4 1.15-4.83

F Thuny, Circulation 2005;112:69-75



Risk of Embolism and Death in 1

e

prognostic value of echocardiography

1 year-mortality: 20.6%

a
a

9.6% in hospital stay

11% after discharge
62% due do IE lesions

By multivariable analysis, baseline
predictors of 1-year mortality were

a

a

a

Vegetation length > 15 mm

(RR 1.7; 95%CI 1.1-2.64; P=0.03)
Higher age

(RR 1.02; 95%CI 1.0-1.04; P=0.009)

female sex
(RR 1.6; 95%CI 1.01-2.57; P=0.04)

serum creatinine >2 mg/dL
(RR 2.1; 95%CI 1.29-3.46; P=0.003)

S aureus
(RR 1.9; 95%Cl, 1.16-3.14; P=0.01)

moderate or severe CHF
(RR 1.6; 95%ClI, 1.02-2.54; P=0.04).

1-year survival according to vegetation length

F Thuny, Circulation 2005;112:69-75



Prosthetic valve endocarditis: who needs
surgery? A multicentre study of 104 cases

Logistic regression analysis
Adjusted
Predictors of in-hospital mortality p Valve OR 95% I
Severe heart failure 0.002 5.5 1.9 o 14.1
S aureus 0.002 A.1 1.9 10 19.2

G Habib et al, Heart 2005;91:954—-959.



Prosthetic valve endocarditis: who needs

surgery? A multicentre study of 104 cases

1.0

ot
o

©
o

Survival probabilities

o
b

0.0

Staphylococcal PVE

o
I
T

o =0.03

Survival probabilities

4 5 6
Time (years)

Complicated PVE

1.0 =
Surgical treaiment
o8 | Medical treament
0.6 -+
0.4 —+
|
0.2 _i p = 0.0001
|
|
S R T O Y I
o 1 2 3 4 5 & 7 B 9 10
Time (years)

G Habib et al, Heart 2005;91:954—-959.



Risk of endocarditis among patients with
prosthetic valves and S. aureus bacteremia

12-week prospective evaluation of all patients with a
PV or ring who developed S. aureus bacteremia.

Overall rate of definite PV IE : 26/51 (51%).

The risk of endocarditis was similar in patients with

o late (>12 months after valve implantation) vs.
early S. aureus bacteremia (50% vs.52%, NS),

o mitral vs. aortic prostheses (62% vs. 48%, NS),
o mechanical vs. bioprosthetic valves (62% vs. 44%, NS).

All patients with a prosthetic valve who develop
S. aureus bacteremia should be aggressively
screened for the diagnosis of endocarditis.

F El-Ahdab et al., Am J Med 2005:18:225



Endocardites fungiques : de nouvelles
perspectives thérapeutiques ?

Native valve endocarditis due to Candida glabrata treated
without valvular replacement: a potential role for
caspofungin in the induction and maintenance treatment
o MJ Jimenez-Esposito, Clin Infect Dis 2004; 39(7):e70

Candida prosthetic valve endocarditis cured by
caspofungin therapy without valve replacement
o R Rajendram, Clin Infect Dis 2005; 40(9).e72

Successful treatment of Aspergillus prosthetic valve
endocarditis with oral voriconazole
o LJ Reis, Clin Infect Dis 2005; 41(5):752



Infective endocarditis in Europe:
lessons from the EuroHeart Survey

Prophylaxis awareness among patients at risk

In patients with native valve |IE

0 50% educated about prophylaxis

0 33% reqgular dental follow-up

In patients with prosthetic valve IE

0 /7% educated about prophylaxis
a0 53% reqular dental follow-up

P. Tornos et al, Heart 2005:91:571



Infective Endocarditis

Diagnosis, Antimicrobial Therapy, and Management of Complications

A Statement for Healthcare Professionals From the Committee on Rheumatic
Fever, Endocarditis, and Kawasaki Disease, Council on Cardiovascular
Disease in the Young, and the Councils on Clinical Cardiology, Stroke, and
Cardiovascular Surgery and Anesthesia, American Heart Association

Endorsed by the Infectious Diseases Society of America

Larry M. Baddour, MD, Chair: Walter R. Wilson, MD: Arnold S. Bayer, MD:

Vance G. Fowler, Jr, MD, MHS: Ann F. Bolger, MD: Matthew E. Levison, MD*: Patricia Ferrieri, MD:
Michael A. Gerber, MD: Lloyd Y. Tani, MD: Michael H. Gewitz, MD: David C. Tong, MD;
James M. Steckelberg, MD: Robert S. Baltimore, MD+: Stanford T. Shulman, MD; Jane C. Burns, MD:
Donald A. Falace, DMD:: Jane W. Newburger, MD, MPH: Thomas J. Pallasch, DDS, MS:
Masato Takahashi, MD: Kathryn A. Taubert, PhD

Circulation 2005:111:€394-e433



Antibiotic Treatment of Chlamydia pneumoniae
after Acute Coronary Syndrome

Double-blind, randomized, placebo-controlled trial

4162 patients hospitalized for an acute coronary
syndrome within the preceding 10 days

Gatifloxacin 400 mg daily or matching placebo
o Initial 2-week course starting 2 weeks after randomization,
o subsequent 10-day course every month for a mean of 2 years.

The primary end point was a composite of death from
all causes, myocardial infarction, documented unstable
angina requiring rehospitalization, revascularization
(performed at least 30 days after randomization), and
stroke.

PROVE IT — TIMI 22 CP Cannon, N Engl J Med 2005;352:1646-54



Antibiotic Treatment ot Chlamydia pnenmoniae
after Acute Coronary Syndrome

Event = death or major cardiovascular events

CP Cannon, N Engl J Med 2005;352:1646-54



‘ Antibiotic Treatment of Chlamydia pneumoniae
after Acute Coronary Syndrome

Percent Change

in Risk 2-Year Event Rate (%)
Gatifloxacin Placebo
Death from all causes +23 31 2.4 [ E ] |
Death from coronary heart disease +55 1.5 0.9 I i L 2'?-
Myocardial infarction -3 6.6 7.4 I—Ii—|
Unstable angina requiring hospitalization +6 4.5 4.4 : i. :
Revascularization after 30 days -4 17.0 18.1 I—.1:—|
Stroke +2 1.1 1.07 O =4
Death or myocardial infarction -3 289 9.3 I—-I—|
Myocardial infarction, revascularization, -5 204 21.6 I—.—i—|
or death from coronary heart disease :

Primary end point -5 23.7 25.1 —.i—

I:I.!SO D.I?'S l.fllllj l.|25 1.!SD l.IF"S

Gatifloxacin Placebo
Better Better

CP Cannon, N Engl J Med 2005;352:1646-54



Azithromycin for the Secondary Prevention
of Coronary Events

Double-blind randomized placebo-controlled trial

4012 patients with documented stable coronary artery
disease

Azithromycin 600 mg weekly or placebo for one year
Participants were followed for a mean of 3.9 years

Primary endpoint : a composite of death due to
coronary heart disease, nonfatal myocardial infarction,
coronary revascularization, or hospitalization for
unstable angina.

The Aces Study JT Grayston, N Engl J Med 2005;352:1637-45



Azithromycin for the Secondary Prevention

ot Coronary Events
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Azithromycin for the Secondary Prevention
ot Coronary Events

JT Grayston, N Engl J Med 2005;352:1637-45



‘ Effects of antibiotic therapy on outcomes of patients
with coronary artery disease: a meta-analysis of RCT

| Mortality, Ma. /Total | Favors Antibictic Favors Placebo
Source Antibiotic  Placebo OR (95% CI)
Gupta et al== 1/40 1/20 048 (0.03-8.22) -t i
ACADEMIC =7 5150 4152 1.28(0.534-4.85) i B
ROXI5=2 2102 5100 0.38 (0.07-2.01) =t L
CLARIFY = 4/74 1/74 417 (0.46-38.24) L -
Lecwattana et al &' 1/43 1/44 0.95 (0.068-15.75) - . -
STAMINAZ2 5111 5107  0.06(0.27-3.42) l

ANTIEID == 28/431 26/437 1.10(0.63-1.21)
AZACE 23/7186 29/723 0.79 (0.45-1.39)

i
WIZARD > 175/3866  188/3856  0.93 (0.75-1.14) -i
+

ACES=* 142/2004  133/2008 1.08(0.84-1.37)
PROVE-IT=5 G64/2075 50/2085  1.30(0.89-1.89)
I'l'vc:-’[EII't 450/9613  443/9804  1.02 (0.89-1.16)
Df1 DTE DTE 1TD ETD ETD 1IQZ;I.D
*Test of Heterogeneity P =.75 COdds Ratio (95% Cl)

R Andraws, JAMA 2005;293:2641-2647



Effects of antibiotic therapy on outcomes of patients
with coronary artery disease: a meta-analysis of RCT

Mycardial Infarction,

| No./Total | Favors Antibiotic Favors Placebo
Source Antibictic  Placebo OR (9526 Cl)
ACADEMIC=T 4150 B/152 067 (0.18-2.41) L
ROXSE oMoz 2100 0,19 (0.01-4.058) - L
CLARIFY=0 574 14/74 0.31(012-091) .
Lecywattana et al ¥ 4743 B4 0.60(0.168-2.30) [
ANTIBIC== 21/431 24/437 0.88(0.48-1.61) —.—
ALACE 17/716 22/723 0.78(0.41-1.47) .
WIZARD= 145/3866 153/38558 024 (0.75-1.149) .
ACESSS 1362004 131/2008  1.04(0.82-1.34) l
FROVE-IT= 137/2076 154/2085 08%(0.70-1.13) l
I Total” 459/9462 512/9477  0.92(0.81-1.04) "-" I
Df1 DTE 075 17'1] ETD 57[] 1[;I.D
“Test of Heterogeneity F= .54 COdds Ratio (95% Cl)

R Andraws, JAMA 2005;293:2641-2647



Antibiothérapie anti-Chlamydia et maladies
coronariennes : est-ce bien fini ?

Effects of a brief course of Azithromycin on
soluble cell adhesion molecules and markers of
iInflammation in survivors of an acute coronary
syndrome: a double-blind, randomized, placebo
controlled study

o GS Hillis, Am Heart J 2004:148:72-9

Infection, antibiotics, and atherothrombosis:
end of the road or new beginnings?

o JL Anderson, N Engl J Med 2005;352:1706-08



Risk of Myocardial Infarction and Stroke

after Acute Infection or Vaccination

o United Kingdom General Practice Research Database, which
contains computerized medical records of > 5 million patients

o Extraction of patients who had received 1 or 2 new diagnoses
of myocardial infarction or stroke during the period of at least
six months after the start of their follow-up in the GPRD.

o EXxposure:

Influenza, tetanus or pneumococcal vaccination
Acute systemic UTI or RTI

o Within-person comparisons, using the case-series method

L Smeeth, N Engl J Med 2004,;351:2611-8



Risk of Myocardial Infarction and Stroke
after Acute Infection or Vaccination

Age-Adjusted Incidence Ratios of a First Myocardial Infarction

L Smeeth, N Engl J Med 2004,;351:2611-8



Risk of Myocardial Infarction and Stroke
after Acute Infection or Vaccination

Age-Adjusted Incidence Ratios of a First Stroke

L Smeeth, N Engl J Med 2004,;351:2611-8



Management of Kawasaki Disease

A statement from AHA
Criteres diagnostiques

[Fmrer z 5 days and 2 or 3 clinical criteriaz)

F_ < >5 ] Assess Patient Characienshcﬁh
- Ievre - Jours Cm}}s:.fﬁ%m Jnco;;?s:ggnt Pe;sasten!
o 24 signes parmi les 5 suivants " " /"
Anomalies extrémités ‘““e“ La"“fﬂ“"ﬁ' Tests umm
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CRP <3.0 rng.fDL CRP 23.0 mga’DL
Chéilite — stomatite (""“" ESR <40 ”"“’“r N ’”"”“

Eruption cutanée
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Algorithme ci-contre

KD Expert

JW Newburger, Circulation 2004;110:2747-71



Management of Kawasaki Disease
A statement from AHA

Traitement de premiere intention

o Aspirine
80-100 mg/kg/j en 4 prises a la phase aigué
Diminution de dose apreés disparition de la fievre

o IVIG
2 g/kg en une seule administration
Avant J10, idealement avant J7
Pas de vaccin rougeole/varicelle pendant 11 mois

o Corticothérapie
Utilité non établie si IVIG

CAT en cas de non reponse au premier traitement
o Nouvelle cure d'IVIG

o Methylprednisolone, 30 mg/kg en 2 a 3 heures pendant 1 a 3, si
échec de 2 cures d'IVIG

o Infliximab si échec persistant ?

JW Newburger, Circulation 2004;110:2747-71



