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Infective endocarditis (IE) is one of the most severe complica-
tions in intravenous drug abusers (IVDA). IE usually involves
the tricuspid valve, Staphylococcus aureus is the most common
etiologic agent, and it has a relatively good prognosis.
Currently, between 40% and 90% of IVDA with IE are HIV
infected, and the HIV epidemic has caused a decrease in the
incidence of this disease, probably due to changes in drug
administration habits undertaken by addicts in order to avoid
HIV transmission. This review focuses on progress made over
the past few years in some aspects of IE in IVDA. The patho-
genesis of tricuspid endocarditis is still unknown more than
60 years after the first series. The most important advance in
antibiotic therapy is that noncomplicated S. aureus right-sided
endocarditis can be successfully treated with an intravenous
2-week course of nafcillin or cloxacillin plus an aminoglyco-
side, although probably the aminoglycoside administration
could be stopped after the first 3 to 5 days. Surgery in
HiV-infected IVDA with IE does not worsen the prognosis.
Considering the possibility of reinfection in VDA, prosthetic
material is usually avoided. Tricuspid valvulectomy or valve
repair should be considered the technique of choice in VDA
with right-sided |E. Replacement of the tricuspid valve by a
cryopreserved mitral homograft is the latest introduction
into clinical practice. It provides atrioventricular competence,
thereby avoiding late right heart failure. Reinfections can be
treated medically with a negligible reoperation rate. Overall
mortality for HIV-infected or non—HIV-infected IVDA

with |E is similar. However, among HIV-infected IVDA,
mortality is significantly higher in those who are most
severely immunosuppressed, with CD4" cell counts below
200/pL or with AIDS criteria.

Introduction
Infective endocarditis (IE) is one of the most severe com-
plications of intraveous drug abuse (heroine, cocaine, or

other drugs) [1-3,4e,5e¢|. The first series of cases of IE in
intravenous drug abusers (IVDA) were reported in the
United States in the 1950s [1-3]. Since then, the main clin-
ical and microbiologic features of IE in IVDA have changed
very little. The tricuspid valve is the most frequently
involved (70%) (Table 1) [1-3,4®¢,5#¢,6], and methicillin-
sensitive Staphylococcus aureus (MSSA) is usually the etio-
logic agent (60%-70%) (Table 2) [1-3,4e¢,50¢,6].

Currently, the diagnosis of IE is made according to the clin-
ical, microbiologic, and echocardiographic criteria
described by Durack et al. [7] a decade ago. The recently
modified Durack criteria [8¢] have proved useful for the
diagnosis of IE in IVDA [9]. Physicians from everywhere
have learned that right-sided endocarditis should be always
suspected in active IVDA with fever and radiologic pulmo-
nary infiltrates, despite the absence of a significant clinical
murmur. However, early diagnosis may be difficult in the
febrile IVDA in the emergency room. In a recent article
[10e], the use of a polymerase chain reaction (PCR) assay
allowed rapid detection of bacteremia (6-7 hours) in IVDA
with significant infections, including bacteremia and IE.
This new PCR assay may allow early antibiotic therapy in
these patients who have a high risk of bacteremia and IE.

The outcome of IE in IVDA depends on the side of the
heart involved and the pathogen. The prognosis of staphy-
lococcal right-sided endocarditis is usually good (mortality
< 5%, with surgery < 2%) [1-3,4ee,5e¢ (]. Patients with
tricuspid valve vegetations greater than 2 cm in size [11,12]
and with acute respiratory distress syndrome [13] have
higher mortality. Conversely, the prognosis of left-sided IE
in IVDA, particularly when the aortic valve is involved, is
notably worse (mortality 20%-30%, with surgery 15%-
25%) [1-3,4%9,50¢ 6]. IE caused by gram-negative bacilli
or fungi has the worst prognosis. Heart failure and systemic
embolization (especially to the central nervous system) are
the main causes of mortality [1-3,4ee,500].

Although IE in IVDA is usually seen in urban medical
centers from North America, Western Europe, or Australia
[1-3,4e,50¢], in the past decade a growing number of
reports have come from some countries from Eastern
Europe (Russia), Asia (China, Thailand, and Malaysia),
South America (Brazil and Argentina), and Africa (South
Africa) [14-20]. The incidence of IE among IVDA in the
United States is estimated at 150 to 2000 per 100,000
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Table I. Valve involved in 1529 episodes of infective
endocarditis in Spanish intravenous drug abusers
(1977-1993)

Table 2. Etiology of infective endocarditis in
intravenous drug abusers: analysis of 1529 episodes
diagnosed in Spain (1977-1993)

person-years [2,21,22e¢], and can be higher among
patients with known valvular heart disease or in cocaine
addicts [23]. However, the incidence of IE in IVDA in the
AIDS era is decreasing in Western countries, probably due
to their inclusion in methadone programs, stopping the
intravenous drug abuse, or to the changes in injection
practices undertaken in order to avoid HIV transmission
(less use of the parenteral route of administration,
increased use of sterile needles and syringes, and less
sharing of the injection paraphernalia) [2,24].

This paper focuses on progress made over the past few
years in the pathogenesis of right-sided IE in IVDA, anti-
biotic therapy for S. aureus right-sided IE, advances in
surgery, and on the influence of HIV coinfection on the
incidence, clinical and microbiologic characteristics, and
outcome of this disease.

Advances in the Pathogenesis

of Right-sided Infective Endocarditis

The reason for the predominance of tricuspid valve
involvement in IVDA is still unknown more than 60 years
after the first reported cases [3]. The most accepted hypoth-
esis is that endothelial damage is caused by physical “bom-
bardment” of the tricuspid valve by impurities contained
in injected drugs and/or adulterants [25]. However, several
pathologic studies of tricuspid valves from IVDA who died
of unrelated causes showed no such endothelial damage
[2]. Attempts to reproduce tricuspid valve endocarditis in
the rabbit model by injecting street heroin over several
weeks, followed by intravenous challenge with a high inoc-
ulum of S. aureus, were unsuccessful [2,26]. In a recent
review, Frontera and Gradon [22ee] analyzed other
theories. Proposed hypotheses include cocaine-induced
microthrombi on cardiac valves, drug-induced pulmonary
hypertension with increased right-sided intracardiac
turbulence, increased right-sided expression of matrix

n(%) Organism n(%)
Right-sided endocarditis 1199(79) Staphylococcus aureus 1138(74)
Tricuspid valve 1045(68) Coagulase-negative staphylococci 44(3)
Pulmonic valve 14(1) Viridans streptococci 94(6)
Tricuspid and pulmonic valves 8(<1) Enterococci 21(1.5)
Unknown 132(9) Other streptococci 37(2)
Left-sided endocarditis 254(16) Pseudomonas aeruginosa 12(< 1)
Aortic valve 103(7) Other gram-negative aerobes (<)
Mitral valve 98(6) Other organisms 4<1)
Aortic and mitral valves 27(1.5) Candida species 18(1.5)
Mural/coarctation of the aorta 3(<1) Polymicrobial 44(3)
Unknown 24(1.5) Negative blood culture endocarditis 106(7)
Mixed (right and left) endocarditis 76(5)
Data from Miré et al. [4+] and Mir6 et al. [6].
Data from Miré et al. [4+¢] and Mir6 et al. [6].

molecules capable of binding microorganisms in IVDA,
the etiologic microorganism by itself, and HIV infection
[22ee]. However, the authors concluded that no single
hypothesis can explain the frequency of tricuspid valve
infection, and some combination of the above possibilities
is probably required for developing tricuspid IE.

Advances in Antibiotic Therapy
Two-week course of combination therapy for
methicillin-sensitive Staphylococcus aureus
right-sided endocarditis in intravenous drug abusers
The standard therapy for MSSA endocarditis on the native
valve is a 4- to 6-week course of intravenous nafcillin or
coxacillin (8-12 g/d) [2,4¢,6,27,28¢]. An aminoglycoside
(usually gentamicin) can be given during the first 3 to 5 days
of therapy by the intravenous or intramuscular route in order
to reduce the duration of fever, leukocytosis, and bacteremia
[29]. If the patient is allergic to penicillin, the antibiotic treat-
ment of choice will be a first-generation cephalosporin (cefa-
zolin 2 g/8 h intravenous) for patients without anaphylactic
reactions, and vancomycin or teicoplanin for patients with
anaphylactic reactions or with methicillin-resistant S. aureus
(MRSA) strains [2,27,28e]. If S. aureus is susceptible to peni-
cillin G (< 5%), this antibiotic (12-18 MU/d intravenous)
should be given instead of nafcillin or cloxacillin for the
same period of time [2,27,28e].

However, the duration of therapy for right-sided MSSA
[E can be considerably shortened. This is feasible because
the in vivo models of IE have shown that the density of
bacteria in right-sided vegetations is smaller than on the
left side [30], the time required to sterilize valve vegeta-
tions is reduced to one half with nafcillin or cloxacillin
plus an aminoglycoside in comparison with a penicillin
alone [31,32], and clinically the prognosis of right-sided
endocarditis is very good [1-3,4ee,5ee,6]. These data pro-
vided the rationale for testing short-course therapy for
right-sided endocarditis caused by MSSA.



Infective Endocarditis in Intravenous Drug Abusers ® Mird et al. 309
Table 3. Published studies with nafcillin or cloxacillin plus an aminoglycoside, cloxacillin alone,
or vancomycin or teicoplanin plus an aminoglycoside during 2 weeks for methicillin-sensitive
Staphylococcus aureus right-sided infective endocarditis in intravenous drug abusers
Study Therapy Number Cures, n Failures/relapses, n/n Deaths, n
Chambers et dl. [33] Naf + Tob 50 47 0/3 0
Espinosa et dl. [34] Clo + Gen 12 12 0/0 0
Torres-Tortosa et dl. [35] Clo + Amk 72 67 4/0 I
Mird [26] Clo + Gen 20 19 0/1 0
Fortin et dl. [36] Clo + Gen 8 7 1/0 0
Ribera et dl. [37] Clo + Gen 36 31 2/1 2
Fortin et al. [38¢] Clo + Gen I I 0/0 0
Total 209 194(93%) 715(6%) 3(1%)
Ribera et dl. [37] Clo alone 38 34 3/0 I
Total 38 34(89%) 3/0(8%) 1(2.5%)
Chambers et al. [33] Van + Tob 3 | 1/1 0
Fortin et al. [38+¢] Van + Gen 10 6 3/1 0
Tei + Gen 10 7 12 0
Total 23 14(61%) 5/4(39%) 0
Amk—amikacin (7.5 mg/kg/12 h); Clo—cloxacillin (intravenous 2 g/4 h); Gen—gentamicin (intravenous | mg/kg/8 h); Naf—nafcillin
(intravenous 1.5 g/4 h); Tei—teicoplanin (12 mg/kg/24 h, with a loading dose of 24 mg/kg the first day); Tob—tobramycin (intravenous | mg/kg/8 h);
Van—vancomycin (intravenous 500 mg/6 h).

In 1988 Chambers et al. [33] published the first study
showing the efficacy of a 2-week course of nafcillin plus
tobramycin for the therapy of right-sided MSSA endocarditis
in IVDAs. Ninety-four percent of the 50 patients treated were
cured with this regimen. Table 3 summarizes the studies
published between 1988 and 2001 [26,34-37,38e¢] with a
2-week course of nafcillin or cloxacillin plus an aminoglyco-
side (usually gentamicin) for the therapy of noncomplicated
right-sided MSSA endocarditis in IVDAs. Overall, 209
patients have been treated, with an overall cure rate of greater
than 90%. There were only seven failures during the treat-
ment, including five relapses; only three patients died.

Some studies suggest that it may not be necessary to
administer an aminoglycoside during 2 weeks. In a descrip-
tive study, Mir6 et al. [39] had the opportunity to follow 10
IVDA with right-sided S. aureus endocarditis who left the
hospital against medical advice before finishing the 4 weeks
of treatment, having received 10 to 14 days of cloxacillin but
only 1 week of gentamicin. All patients were cured without
relapses or deaths after a follow-up period ranging between 3
to 18 months. Ribera et al. [37] recently demonstrated that a
regimen of 2 weeks of monotherapy with cloxacillin was as
effective as the combination therapy with cloxacillin plus
gentamicin for treating right-sided MSSA IE. The rate of cures
for the arm of cloxacillin alone was almost 90%. These data
suggest that for right-sided MSSA endocarditis, the addition of
an aminoglycoside is not essential. However, its addition for
the first 3 to 5 days of therapy may have some therapeutic
value due to its synergistic effect with penicillinase-resistant
penicillins [27,28e¢,29].

Conversely, it is important to remember that drug
addicts with MSSA right-sided IE treated with vancomycin or
teicoplanin combined with an aminoglycoside during 2
weeks (Table 3) or given alone during 4 weeks [33,38e¢,40]

have an unacceptable rate of failures. Furthermore, adverse
events (rash or nephrotoxicity) are not unusual. This is the
same for left-side involvement and for MRSA infections
[28e]. Lodise et al. [41] studied the prognostic factors of
mortality in 98 IVDA with S. aureus native valve IE diag-
nosed in Detroit from 1997 through 2001. The IE was right-
sided in 67% of patients and caused by MRSA in 14% of
episodes. A B-lactam antibiotic or vancomycin was the
empiric treatment in 45 and 39 patients, respectively. In the
multivariate analysis, vancomycin therapy was an indepen-
dent predictor of mortality (odds ratio [OR], 3.2 [1.0-10.8])
and was associated with slower response and longer bactere-
mia compared with 3-lactams [41]. There are several reasons
to explain the failures of MSSA endocarditis in IVDA treated
with glycopeptides: 1) glycopeptides are less rapidly bacteri-
cidal against MSSA compared with penicillinase-resistant
penicillins [40]; 2) glycopeptides have a poor diffusion into
the valve vegetations (eg, teicoplanin has a peripheral pat-
tern) [42]; and 3) the renal clearance of glycopeptides in
IVDA is greater than in healthy volunteers [43]. For these
reasons, [VDA with IE treated with these drugs should be
closely monitored in order to check the effectiveness of the
treatment. Therefore, vancomycin or teicoplanin should be
used only in patients with allergy to penicillin and must be
given for at least 4 weeks, plasma serum levels should be
monitored often, and gentamicin should be added during
the first 1 to 2 weeks of therapy.

Exclusion criteria for 2-week course of combination
therapy for methicillin-sensitive Staphylococcus aureus
right-sided endocarditis in intravenous drug abusers
The standard 4-week regimen must be used in the follow-
ing situations: 1) slow clinical or microbiologic response
(> 96 hours) to the initial antibiotic therapy [28e,44];
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2) complicated right-sided endocarditis: presence of right
heart failure, valve vegetations greater than 2 cm in diame-
ter, acute respiratory failure, empyema, or septic metastatic
foci outside the lungs or extracardiac complications (eg,
renal failure) [11,12,28¢]; 3) therapy with antibiotics other
than penicillinase-resistant penicillins (eg, first-generation
cephalosporins, glycopeptides) [36,38¢¢,40,44]; 4) right-
sided endocarditis caused by MRSA or polymicrobial infec-
tions; 5) IVDA with severe immunosuppression (< 200
CD4 cells/pL) or AIDS.

Other antibiotic treatments for right-sided
methicillin-sensitive Staphylococcus aureus
endocarditis in intravenous drug abusers

Right-sided S. aureus endocarditis in IVDA can be successfully
treated with ciprofloxacin plus rifampin given by the oral
route [45,46]. Heldman et al. [46] demonstrated that oral
antibiotic treatment with ciprofloxacin plus rifampin during
4 weeks was as effective as the recommended 4-week regi-
men with oxacillin plus gentamicin. This oral regimen may
be a reasonable alternative to parenteral therapy in some
patients. However, it should be taken into account that resis-
tance to one or both drugs during treatment has been
described, and an important pharmacokinetic interaction
between rifampin and methadone exists.

Advances in the Surgical

Treatment of Infective Endocarditis

in Intravenous Drug Abusers

Surgery for IE continues to be a challenge regardless of the
valve involved [47,48]. In the case of HIV-infected IVDA, this
is a particularly serious issue for the following special circum-
stances [49ee]: 1) the addiction itself and the likelihood of
continuing the addiction after surgery, including the continu-
ous risk of recurrent IE throughout the follow-up, and the
continuous risk of overdose and other drug-related compli-
cations; 2) the HIV-infection; and 3) social issues regarding
drug addiction and HIV infection.

It is true that IE in IVDA has to be initially approached
in the same way as in the general population, from diagno-
sis to medical and surgical therapy. However, it is also true
that drug addiction has represented a stigma for many
years and surgery has been denied to IVDA and to HIV-
infected patients based on ignorance, unclear data on
results, lack of immunologic and virologic data, postopera-
tive reinfection rate, and follow-up [49ee]|. Our knowledge
today suggests that neither drug abuse nor HIV infection
are contraindications for surgery [44]. Currently, there are
effective detoxification programs for IVDA, and the prog-
nosis of HIV infection has dramatically improved with the
introduction of highly active antiretroviral therapy
(HAART) [49e¢]. On the other hand, the risk of HIV trans-
mission to health care professionals (“operative team”)
has been minimized with the standard practice of “univer-
sal precautions” and the effective postexposure prophylaxis

regimens with antiretroviral therapy [49ee]. This reason
should never enter in the decision-making process.

Accumulated experience in the form of scanty reports
including short series suggest that surgery can be carried out
in HIV-infected IVDA with acceptable results in terms of early
and late morbidity and mortality [49ee,50-55]. Some reports
represent the cooperative task of several institutions on a ret-
rospective basis [50,52]; however, the information provided is
useful to assess the outcome of this special subset of patients
[49e¢]. Mathew et al. [56] studied a cohort of 80 IVDA who
underwent several types of operations for IE. The probability
of survival at 3 and 5 years was 74% and 70%, respectively,
and these figures are comparable to the general population
undergoing surgery for IE. Arbulu et al. [57], in a cohort of 54
IVDA undergoing surgery for right-sided IE, found a survival
rate of 64% at 22 years. Aris et al. 53] studied 40 HIV-infected
patients (mostly IVDA with IE) undergoing cardiopulmonary
bypass, and the probability of survival at 1, 3, and 5 years was
70%, 60%, and 48%, respectively. These studies were per-
formed before the HAART era (before 1996) and currently the
HIV prognosis with HAART is much better. At our institution
[58¢], we have been able to determine that the overall 10-year
actuarial survival for all HIV patients undergoing major car-
diac surgery is 58%, and in the subgroup of HIV IVDA the sur-
vival extends up to 48%. After 10 years the survival is roughly
the same; however, the number of patients is very small.

Left-sided infective endocarditis

From a practical standpoint the indications and technical
options in the case of left-sided IE are the same as in the
general population, and this applies to native and pros-
thetic IE. There is a trend toward a radical management of
the complicated aortic root, namely in the presence of
abscesses or fistulae. Aortic root replacement with a
homograft (antibiotic-preserved or cryopreserved) as
described by Donaldson and Ross [59] seems to be a good
option in cases with a complicated annulus with low reop-
eration rate in the long-term. This has recently been read-
dressed by Yankah et al. [60¢] in an elegant report.

Right-sided infective endocarditis

The tricuspid valve is the most commonly involved
(Table 1) [1-3,4#e,5¢¢ (]. Pulmonary valve involvement is
exceptional. In our experience, we have operated on seven
patients in the past 20 years with tricuspid IE, with only one
case of pulmonary valve IE in an IVDA who underwent
pulmonary valvulectomy and replacement of the pulmo-
nary root with a pulmonary homograft. We found this to be
a good surgical option [48]. Medical therapy is able to
control the infection in the majority of cases, and therefore
just a handful of patients may require surgery as a last resort.

Indications for surgery on the right heart

Indications are based on anatomic, clinical, and micro-
biologic criteria, considering two main indications for sur-
gery in right-sided IE in IVDA: 1) patients with vegetations
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larger than 2 cm, right heart failure, and recurrent pulmo-
nary emboli [11-13,30]; and 2) fungal endocarditis or IE
caused by other pathogens difficult to eradicate, and persis-
tent or recurrent bacteremia despite optimal antimicrobial
therapy for more than 7 days (eg, S. aureus, Pseudomonas
aeruginosa) [2,4ee,50e,47,48].

In addition, surgery on the tricuspid valve may be indi-
cated in patients with cured IE but who present with
uncontrollable right heart failure because of severe involve-
ment of the valve during the follow-up.

Technical options in right-sided

infective endocarditis

Presently the need for tricuspid valve replacement in the
general population is almost exceptional. In the case of IE,
medical therapy achieves the best results, and just a hand-
ful of patients will require operative treatment. In these
cases, there are some technical options that have been
tested in the past.

Tricuspid valvulectomy without prosthetic replacement
Tricuspid valvulectomy without prosthetic replacement was
advocated by Arbulu et al. [61] in 1971 as a life-saving
maneuver. It has been shown that it is an effective form of
therapy since it achieves cure of the infection and avoids
recurrent or relapsing endocarditis because there is no valve
left in place. Leaving the patient without right atrioventricu-
lar competence carries a significant risk of late right heart fail-
ure that will eventually require valve replacement. Current
estimates on the order of 15% or higher take into account
valve replacement and the associated problem of impair-
ment of the right ventricular function [57,61,62].

Vegetectomy and/or tricuspid valve repair
Although a relatively old technique, vegetectomy can seldom
be performed on an isolated vegetation without additional
damage to the tricuspid valve [63]. Very recently vegetectomy
under inflow occlusion [64] has been advocated as a safe
alternative to treat isolated vegetations of the tricuspid valve.
The experience reported by Raman et al. [64] seems to be of
interest in selected cases considering the limitations of this
technique. Inflow occlusion consists of a temporary occlu-
sion of the venous return by using slings, thus allowing the
surgeon to open the right atrium for a quick exploration of
the right heart. As the heart continues to beat, it will be
empty within seconds as blood pumps into the pulmonary
tree. Simple vegetectomy can be carried out under these
conditions. The right atrium can be immediately closed and
blood will again fill up the right heart. There were no mortal-
ities in this study [64], and the results can be considered
encouraging. However, the longest period of inflow occlu-
sion was 2 minutes, and therefore this is a major limiting
factor for more complex procedures.

We do not consider a vegetation alone as an isolated
indication for surgery unless some other criteria apply like
persistent sepsis or recurrent pulmonary emboli despite

aggressive medical therapy. Tricuspid valve repair should
be considered as the technique of choice in any of its
modalities, from partial leaflet resection to chordal trans-
position with or without annuloplasty [65-68]. It is our
belief that prosthetic rings should ideally be avoided in the
case of active IE of the tricuspid valve. The already old but
worldwide tested De Vega annuloplasty is probably well
indicated in this setting, as it provides valvular competence
without foreign material [69]. The experience reported in
the literature with tricuspid valve repair in IE is still scanty,
even though the results are satisfactory.

Tricuspid valve replacement with mechanical

valves or bioprostheses

In the case of IVDA, mechanical valves should be avoided.
The rationale is the risk of fatal or nonfatal accidents due to
a badly controlled anticoagulation therapy or simply
because of the lack of compliance of the IVDA [57]. Further-
more, persistent addiction to parenteral drugs favors pros-
thetic valve endocarditis. There is almost no information in
the literature regarding the performance of mechanical
versus biologic valves implanted in the tricuspid position in
IDVA for endocarditis, but data extrapolated from the
general population indicate that both types of replacement
devices perform similarly, including morbidity and mortal-
ity rates in the early postoperative period and also in the
long term. The use of bioprostheses in the tricuspid position
is not free from thrombotic complications [70,71].

Tricuspid valve replacement with

cryopreserved mitral homografts

This has emerged as the latest technical option for tricus-
pid valve replacement. In this case the rationale is to
completely avoid implantation of foreign material [57,72].
Bioprostheses have a polyester sewing ring that is poten-
tially infectable and they are not free from complications
like pannus [71]. The reported experience so far refers to
small groups of IVDA suffering from a variety of types of
endocarditis since the initial report in 1993 by Pomar and
Mestres [73]. The operation is conceptually and practically
simple and provides competence of the right atrioventricu-
lar orifice, thus eventually avoiding late right heart failure
due to persistent massive tricuspid regurgitation. The
review of the literature produces short series and case
reports that tend to conclude that the use of cryopreserved
mitral homografts in IE achieves complete cure of the
infection and provides valve competence [74,75¢9,76]. The
longest follow-up available is just turning into the tenth
year and shows that several degrees of valve competence
can be observed on routine serial echocardiography studies
but without development of right heart failure [74].
Patients require limited medication like diuretics. On the
other hand, a constant in the IVDA population, persistent
addiction, dictates the appearance of new episodes of
endocarditis, but the main difference is that medical
therapy is possible, reliable, and effective.



312 Cardiovascular Mechanisms

Table 4. Intravenous drug abusers with tricuspid endocarditis who underwent cryopreserved mitral
homograft implanted into the tricuspid position at the Hospital Clinic of Barcelona since 1991

HIV  Follow-up Drug addiction/ Recurrent infective
Year Etiology stage* years relapse endocarditis Outcome
1991  Polymicrobial A3 I Yes Corynebacterium Alive, no reoperation
(Candida albicans) species
1991  Polymicrobial Al I Yes MSSA Alive, no reoperation
(Candida tropicalis)
1992 MSSA A2 10 No No Alive, no reoperation
1994 MSSA A3 | Yes No Death, overdose
1996 MSSA A2 7 Yes MSSA, Alive, no reoperation
Streptococcus mitis
2001  Brucella species A3 0 No Not applicable Postoperative death, sepsis
* As defined by the Centers for Disease Control and Prevention, 1993.
MSSA—methicillin-sensitve Staphylococcus aureus.

Figure 1. Surgical technique of mitral homograft implantation. A, Cryopreserved mitral homograft after thawing, ready to be implanted into
tricuspid position in an intravenous drug abuser with right-sided endocarditis. B, The mitral homograft during the implantation. Sutures are
placed through the papillary muscles. C, The completed operation. The right atrium is still open, and bulging of the anterior leaflet of

the mitral homograft can be seen.

One question that may arise is why not use tricuspid
instead of mitral homografts. The reply is simple. The
tricuspid valve is much more delicate than the mitral
complex, the leaflets being very thin. In addition, the ana-
tomy of the tricuspid valve is subjected to interindividual
variability that usually involves the papillary muscles that
may differ in number and shape. The tricuspid valve is also
difficult to harvest and extreme care always must be taken
with the harvesting technique.

Personal experience
At our institution we have treated six patients with a cryopre-
served mitral homograft implanted into the tricuspid position
since 1991 [73,74,759¢] (Table 4). The original description of
the surgical technique was based on the simple concept of
implanting a human valve at the atrioventricular level (Fig. 1).
We advocate the elimination of foreign material like annulo-
plasty rings or bands and implanting the homograft with just
an annular reinforcement band made from the patient’s own
pericardium. Miyagishima et al. [76] have slightly modified
the technique of anchoring the papillary muscles through the
right ventricular free wall trying to reduce the rate of late
tricuspid regurgitation.

Our experience shows that surgery on the tricuspid
valve in IVDA can be performed with an acceptable risk, as

we only experienced one case of perioperative death in a
young female patient with a CD4 count below 200/mm?>.
She died 4 weeks after surgery because of Salmonella sepsis.
Follow-up extended 10 years showed recurrence of
endocarditis due to persistent addiction in three patients.
There were also three patients with echocardiographic
evidence of moderate to severe tricuspid regurgitation but
with no clinical evidence of severe heart failure.

Influence of HIV-1 Infection in

Endocarditis in Intravenous Drug Abusers
Currently, the prevalence of HIV-1 infection among IVDA
with IE ranges between 40% and 90% [36,37,46,
77,78,79%¢,80]. However, the full consequences of HIV
infection in IE in IVDA are not yet fully known because
only a few studies have been published [52,77,78,
79e¢,30]. The main conclusions from the literature review
are discussed below.

Incidence

Several epidemiologic studies [21,81,82] have shown that
HIV infection is associated with a several-fold increased risk
of endocarditis in IVDA. Manoff et al. [81] showed that
compared with HIV-negative IVDA, HIV-infected IVDA with
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Table 5. Mortality from infective endocarditis in HIV-infected intravenous drug abusers according to the

HIV stage or the level of immunosuppression

Mortality ratio Odds ratio (95%
Study Criteria* (deaths/cases), n/n(%) confidence interval) P value
Nahass et al. [77] AIDS 4/10(40) 9(1.1-100) <0.05
No AIDS 2/30(7)
Ribera et al. [79+°] AIDS 6/41(15) 2.8(0.9-9) 0.09
No AIDS 10/175(6)
< 100 CD4 cells/pL 7/36(19) Not applicable <0.001
100—-199 CD4 cells/pL 5/42(12) Not applicable
200499 CD4 cells/pL 0/68 Not applicable
= 500 CD4 cells/pL 0/31 Not applicable
Pulvirenti et al. [78] <200 CD4 cells/pL 5/9 32(2-982) <00l
=200 CD4 cells/uL 1127(4)
*AIDS defined by Centers for Disease Control and Prevention criteria, 1993.

CD4 cell counts 350 cells/pL or more had an OR of 2.31
(0.61-8.8) for developing IE, whereas those with a CD4 cell
count below 350 cells/pL had an OR of 8.31 (1.2-56) for
developing IE. These findings have been confirmed by Wil-
son et al. [83e]. IE incidence was higher among HIV-infected
than HIV-seronegative IVDA (13.8 vs 3.3 cases/1000 person-
years), and multivariate analysis of HIV-infected patients
revealed an inverse association between IE and CD4 lympho-
cyte count (OR for 200-499 cells/pL, 2.01 [0.95-4.25]; OR
for < 200 cells/pL, 3.61 [1.52-8.59]). Other variables associ-
ated with an increased risk of IE were female gender (OR,
3.26 [1.73-6.14]), IVDA with increasing injection use fre-
quency (OR for at least daily use of 6.07 [2.71-13.56]), and
patients with prior IE (OR, 4.93 [1.44-16.85]). Conversely,
IVDA with alcohol intake had a decreased risk of IE [83e].
The risk in HIV-infected patients who do not abuse drugs is
not increased [84¢]. Human T-cell lymphotrophic virus I1
(HTLV II) infection has no influence on the risk of IE [85].

Clinical characteristics and etiology

HIV infection does not alter the febrile response of IVDA
patients with IE [86]. However, HIV-infected patients have
lower white blood cell counts [78,79e,80] and a higher
ratio of right-sided endocarditis and S. aureus infections
than HIV-negative IVDA [78,79ee]. Conversely, HIV-nega-
tive IVDA had a higher ratio of left-sided IE and streptococ-
cal infections [79ee,80].

Antibiotic therapy

Response to antibiotic therapy is similar among HIV-
infected and non-HIV-infected IVDA [37,38e¢|. However,
we do not know if right-sided MSSA endocarditis can be
successfully treated with a short-course of therapy in HIV-
infected IVDA. Ribera et al. [37] and Forttn et al. [38ee]
showed that the cure rates for asymptomatic HIV-infected
IVDA were the same as for HIV-negative IVDA (90% and
100%, respectively). In both studies, HIV-infected IVDA
had a mean/median CD4 cell count of about 300/pL.
Although these data are very promising, the reality is that

we do not have enough information about the efficacy of
this short-course regimen in AIDS or severely immunosup-
pressed patients (CD4 cell counts < 200/uL), the
subgroups of HIV-infected patients with the highest rates
of mortality [77,78,79ee]. Therefore, it seems prudent to
treat these patients with the more active antibiotic regi-
mens during 4 weeks.

Surgery

Cardiac surgery in HIV-infected IVDA with IE, as we have
explained earlier, does not worsen the endocarditis or the
HIV infection prognosis [49ee,52,53].

Prognosis

Overall mortality between HIV-infected and non-HIV-
infected IVDA with IE is similar [77,78,79ee]|. However, in
HIV-infected IVDA with endocarditis, several studies have
demonstrated that the AIDS stage and severe immuno-
suppression (CD4 cell counts < 200/pL) worsen the prog-
nosis of endocarditis (Table 5) [77,78,79¢e,87].

Finally, opportunistic infections related to AIDS should
also be considered in HIV-1-infected IVDA with endocardi-
tis because drug addicts may have multiple simultaneous
infections, and the diagnostic work-up may be difficult in
these circumstances.

Conclusions

The clinical and microbiologic picture of IE in IVDA have
changed very little over time. The tricuspid valve is the most
frequently involved, S. aureus is usually the etiologic agent,
and the prognosis is relatively good. HIV-infection is detected
in 40% to 90% of IVDA with IE, increasing the risk of IE.
However, the incidence of IE in IVDA has decreased in West-
ern countries. Noncomplicated MSSA right-sided IE can be
successfully treated with a 2-week course regimen of nafcillin
or cloxacillin plus an aminoglycoside. Conservative tech-
niques can be used in the surgical treatment of right-sided IE,
although the use of cryopreserved mitral homografts for
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tricuspid valve replacement seems to be a reliable alternative
to eradicate disease. Overall mortality for HIV-infected or
non-HIV-infected IVDA with IE seems to be similar. How-
ever, among HIV-infected IVDA, mortality is significantly
higher in those who are most severely immunosuppressed.
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	12(< 1)

	<TABLE ROW>
	Other gram-negative aerobes
	1(< 1)

	<TABLE ROW>
	Other organisms
	4(< 1)

	<TABLE ROW>
	Candida species
	Candida

	18(1.5)

	<TABLE ROW>
	Polymicrobial
	44(3)

	<TABLE ROW>
	Negative blood culture endocarditis
	106(7)


	<TABLE FOOTING>
	<TABLE ROW>
	Data from Miró et al. [4••] and Miró et al. [6].
	Data from





	Advances in the Pathogenesis of Right-sided Infective Endocarditis
	Advances in the Pathogenesis of Right-sided Infective Endocarditis
	The reason for the predominance of tricuspid valve involvement in IVDA is still unknown more than...

	Advances in Antibiotic Therapy
	Advances in Antibiotic Therapy
	Two-week course of combination therapy for methicillin-sensitive
	Two-week course of combination therapy for methicillin-sensitive
	The standard therapy for MSSA endocarditis on the native valve is a 4- to 6-week course of intrav...
	However, the duration of therapy for right-sided MSSA IE can be considerably shortened. This is f...
	<TABLE>
	Table 3.� Published studies with nafcillin or cloxacillin plus an aminoglycoside, cloxacillin alo...
	<TABLE HEADING>
	<TABLE ROW>
	Study
	Therapy
	Number
	Cures, n
	Failures/relapses, n/n
	Deaths, n


	<TABLE BODY>
	<TABLE ROW>
	Chambers et al. [33]
	Naf + Tob
	50
	47
	0/3
	0

	<TABLE ROW>
	Espinosa et al. [34]
	Clo + Gen
	12
	12
	0/0
	0

	<TABLE ROW>
	Torres-Tortosa et al. [35]
	Clo + Amk
	72
	67
	4/0
	1

	<TABLE ROW>
	Miró [26]
	Clo + Gen
	20
	19
	0/1
	0

	<TABLE ROW>
	Fortún et al. [36]
	Clo + Gen
	8
	7
	1/0
	0

	<TABLE ROW>
	Ribera et al. [37]
	Clo + Gen
	36
	31
	2/1
	2

	<TABLE ROW>
	Fortún et al. [38••]
	Clo + Gen
	11
	11
	0/0
	0

	<TABLE ROW>
	Total
	209
	194(93%)
	7/5(6%)
	3(1%)

	<TABLE ROW>
	Ribera et al. [37]
	Clo alone
	38
	34
	3/0
	1

	<TABLE ROW>
	Total
	38
	34(89%)
	3/0(8%)
	1(2.5%)

	<TABLE ROW>
	Chambers et al. [33]
	Van + Tob
	3
	1
	1/1
	0

	<TABLE ROW>
	Fortún et al. [38••]
	Van + Gen
	10
	6
	3/1
	0

	<TABLE ROW>
	Tei + Gen
	10
	7
	1/2
	0

	<TABLE ROW>
	Total
	23
	14(61%)
	5/4(39%)
	0


	<TABLE FOOTING>
	<TABLE ROW>
	Amk—amikacin (7.5 mg/kg/12 h); Clo—cloxacillin (intravenous 2 g/4 h); Gen—gentamicin (intravenous...



	In 1988 Chambers
	Some studies suggest that it may not be necessary to administer an aminoglycoside during 2 weeks....
	Conversely, it is important to remember that drug addicts with MSSA right-sided IE treated with v...

	Exclusion criteria for 2-week course of combination therapy for methicillin-sensitive
	Exclusion criteria for 2-week course of combination therapy for methicillin-sensitive
	The standard 4-week regimen must be used in the following situations: 1) slow clinical or microbi...

	Other antibiotic treatments for right-sided methicillin-sensitive
	Other antibiotic treatments for right-sided methicillin-sensitive
	Right-sided


	Advances in the Surgical Treatment of Infective Endocarditis in Intravenous Drug Abusers
	Advances in the Surgical Treatment of Infective Endocarditis in Intravenous Drug Abusers
	Surgery for IE continues to be a challenge regardless of the valve involved [
	It is true that IE in IVDA has to be initially approached in the same way as in the general popul...
	Accumulated experience in the form of scanty reports including short series suggest that surgery ...
	Left-sided infective endocarditis
	Left-sided infective endocarditis
	From a practical standpoint the indications and technical options in the case of left-sided IE ar...

	Right-sided infective endocarditis
	Right-sided infective endocarditis
	The tricuspid valve is the most commonly involved (

	Indications for surgery on the right heart
	Indications for surgery on the right heart
	Indications are based on anatomic, clinical, and micro�biologic criteria, considering two main in...
	In addition, surgery on the tricuspid valve may be indicated in patients with cured IE but who pr...

	Technical options in right-sided infective endocarditis
	Technical options in right-sided infective endocarditis
	Presently the need for tricuspid valve replacement in the general population is almost exceptiona...
	Tricuspid valvulectomy without prosthetic replacement
	Tricuspid valvulectomy without prosthetic replacement
	Tricuspid valvulectomy without prosthetic replacement was advocated by Arbulu

	Vegetectomy and/or tricuspid valve repair
	Vegetectomy and/or tricuspid valve repair
	Although a relatively old technique, vegetectomy can seldom be performed on an isolated vegetatio...
	We do not consider a vegetation alone as an isolated indication for surgery unless some other cri...

	Tricuspid valve replacement with mechanical valves or bioprostheses
	Tricuspid valve replacement with mechanical valves or bioprostheses
	In the case of IVDA, mechanical valves should be avoided. The rationale is the risk of fatal or n...

	Tricuspid valve replacement with cryopreserved mitral homografts
	Tricuspid valve replacement with cryopreserved mitral homografts
	This has emerged as the latest technical option for tricuspid valve replacement. In this case the...
	<TABLE>
	Table 4.� Intravenous drug abusers with tricuspid endocarditis who underwent cryopreserved mitral...
	<TABLE HEADING>
	<TABLE ROW>
	Year
	Etiology
	HIV stage*
	Follow-up years
	Drug addiction/ relapse
	Recurrent infective endocarditis
	Outcome


	<TABLE BODY>
	<TABLE ROW>
	1991
	Polymicrobial (Candida albicans)
	A3
	11
	Yes
	Corynebacterium species
	Corynebacterium

	Alive, no reoperation

	<TABLE ROW>
	1991
	Polymicrobial (Candida tropicalis)
	A1
	11
	Yes
	MSSA
	Alive, no reoperation

	<TABLE ROW>
	1992
	MSSA
	A2
	10
	No
	No
	Alive, no reoperation

	<TABLE ROW>
	1994
	MSSA
	A3
	1
	Yes
	No
	Death, overdose

	<TABLE ROW>
	1996
	MSSA
	A2
	7
	Yes
	MSSA, Streptococcus mitis
	Alive, no reoperation

	<TABLE ROW>
	2001
	Brucella species
	Brucella

	A3
	0
	No
	Not applicable
	Postoperative death, sepsis


	<TABLE FOOTING>
	<TABLE ROW>
	* As defined by the Centers for Disease Control and Prevention, 1993. MSSA—methicillin-sensitve S...



	<TABLE>
	<TABLE BODY>
	<TABLE ROW>
	<GRAPHIC>
	<GRAPHIC>
	<GRAPHIC>

	<TABLE ROW>
	<TABLE ROW>
	Figure 1.� Surgical technique of mitral homograft implantation. A, Cryopreserved mitral homograft...
	Figure 1.� Surgical technique of mitral homograft implantation.




	One question that may arise is why not use tricuspid instead of mitral homografts. The reply is s...


	Personal experience
	Personal experience
	At our institution we have treated six patients with a cryopreserved mitral homograft implanted i...
	Our experience shows that surgery on the tricuspid valve in IVDA can be performed with an accepta...


	Influence of HIV-1 Infection in Endocarditis in Intravenous Drug Abusers
	Influence of HIV-1 Infection in Endocarditis in Intravenous Drug Abusers
	Currently, the prevalence of HIV-1 infection among IVDA with IE ranges between 40% and 90% [
	<TABLE>
	Table 5.� Mortality from infective endocarditis in HIV-infected intravenous drug abusers accordin...
	<TABLE HEADING>
	<TABLE ROW>
	Study
	Criteria*
	Mortality ratio (deaths/cases), n/n(%)
	Odds ratio (95% confidence interval)
	P value
	P



	<TABLE BODY>
	<TABLE ROW>
	Nahass et al. [77]
	AIDS
	4/10(40)
	9(1.1–100)
	< 0.05

	<TABLE ROW>
	No AIDS
	2/30(7)

	<TABLE ROW>
	Ribera et al. [79••]
	AIDS
	6/41(15)
	2.8(0.9–9)
	0.09

	<TABLE ROW>
	No AIDS
	10/175(6)

	<TABLE ROW>
	< 100 CD4 cells/µL
	7/36(19)
	Not applicable
	< 0.001

	<TABLE ROW>
	100–199 CD4 cells/µL
	5/42(12)
	Not applicable

	<TABLE ROW>
	200–499 CD4 cells/µL
	0/68
	Not applicable

	<TABLE ROW>
	³ 500 CD4 cells/µL
	0/31
	Not applicable

	<TABLE ROW>
	Pulvirenti et al. [78]
	< 200 CD4 cells/µL
	5/9
	32(2–982)
	< 0.01

	<TABLE ROW>
	³ 200 CD4 cells/µL
	1/27(4)


	<TABLE FOOTING>
	<TABLE ROW>
	*AIDS defined by Centers for Disease Control and Prevention criteria, 1993.



	Incidence
	Incidence
	Several epidemiologic studies [

	Clinical characteristics and etiology
	Clinical characteristics and etiology
	HIV infection does not alter the febrile response of IVDA patients with IE [

	Antibiotic therapy
	Antibiotic therapy
	Response to antibiotic therapy is similar among HIV- infected and non–HIV-infected IVDA [

	Surgery
	Surgery
	Cardiac surgery in HIV-infected IVDA with IE, as we have explained earlier, does not worsen the e...

	Prognosis
	Prognosis
	Overall mortality between HIV-infected and non–HIV- infected IVDA with IE is similar [
	Finally, opportunistic infections related to AIDS should also be considered in HIV-1-infected IVD...


	Conclusions
	Conclusions
	The clinical and microbiologic picture of IE in IVDA have changed very little over time. The tric...
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