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Multiple Complex Coronary Plaques in Patients 
with Acute Myocardial Infarction

 

To the Editor:

 

 In their report on multiple complex coro-
nary plaques in patients with acute transmural myocardial
infarction, Goldstein et al. (Sept. 28 issue)

 

1

 

 conclude that
the subgroup of patients with angiographic evidence of mul-
tiple complex coronary plaques is at increased risk for adverse
clinical outcomes. Although the authors assert that “angi-
ography has a limited ability to delineate the severity and
complexity of coronary disease,” they have stretched the nu-
merical interpretation of their findings beyond the limits of
angiography.

In their study, Goldstein et al. considered lesions to be
complex if they were associated with angiographic evidence
of at least 50 percent stenosis. Intravascular ultrasound stud-
ies and postmortem observations have shown that expansive
remodeling of large and complex plaques frequently leads to
stenosis of less than 50 percent.

 

2,3

 

 In an angiographic study,
Ambrose et al.

 

4

 

 reported that myocardial infarction originat-
ed from culprit lesions that were severely stenotic (more than
70 percent stenosis) in only 22 percent of patients. In a
recent postmortem study,

 

5

 

 we observed an association be-
tween histopathological determinants of plaque instability
and expansive remodeling. In our study, the area of the
lumen was not associated with histologic determinants of
plaque instability. Thus, the data reported by Goldstein et al.
represent a subgroup of atherosclerotic lesions selected ac-
cording to angiographic criteria that are likely to miss a sub-
stantial fraction of unstable plaques.

Goldstein et al. restricted their analysis to angiographi-
cally complex lesions. It is conceivable that, irrespective of
the complexity of the lesions, multiple angiographically sig-

nificant lesions in general are associated with an increased
risk of adverse events. The authors did not report on the
outcome for patients with one or more noncomplex lesions.
Therefore, their conclusion may not be limited to angio-
graphically complex lesions.
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To the Editor:

 

 Goldstein and coworkers highlight the prog-
nostic importance of the presence of multiple complex cor-
onary plaques with regard to subsequent clinical events, such
as repeated coronary angioplasty and bypass grafting, in pa-
tients with acute myocardial infarction. The authors discuss
intraplaque lipid components or systemic lipid disorders, as
well as systemic inflammatory processes, as possible contrib-
utors to the “generalized” plaque instability observed in this
group of patients. However, they provide no information on
previous therapy with statins in patients who already had
clinical manifestations of coronary artery disease or on the
initiation of statin therapy on the occasion of the myocardial
infarction.

Statins have been shown to be effective for the secondary
prevention of coronary artery disease in subjects with ele-
vated low-density lipoprotein (LDL) cholesterol levels,
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 as
well as in those with nearly normal levels,
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 reducing cardio-
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vascular risk by about 30 percent. The rapid reduction in
risk achieved with statins in patients with coronary artery dis-
ease indicates that these drugs may act by increasing plaque
stability rather than through effects on atherogenesis itself.
Statins may influence plaque stability through lipid-lowering
effects as well as through non–lipid-related, probably anti-
inflammatory, effects.

 

3

 

 To exclude the possibility of treat-
ment-related bias in this study, it is therefore important to
consider LDL cholesterol levels, as well as the proportion of
patients who had already been treated with a statin and the
proportion with newly initiated statin therapy. In the ab-
sence of such additional information, the increased risk of
adverse outcomes among patients with multiple complex
coronary plaques, as reported by the authors, may be signif-
icantly overestimated or underestimated.
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The authors reply:

 

To the Editor:

 

 Pasterkamp et al. point out that angiogra-
phy has limitations in delineating plaques that may be bio-
logically unstable but not sufficiently severe to have angio-
graphic features of complexity and that such lesions may
progress to clinical instability. We agree that the absence of
angiographic evidence of complexity does not preclude
the possibility that a less stenotic, noncomplex lesion will
progress and cause adverse events, and our observations can-
not be construed to mean that angiographically less complex
plaques are necessarily benign. In our report, we emphasized
the limitations of angiography in delineating the precise ar-
chitecture and biologic behavior of any given lesion, whether
angiographically complex or not. Nevertheless, observations
from our study and others

 

1-4

 

 consistently demonstrate that
complex plaques have a strong predilection to angiographic
progression associated with adverse clinical events.

Wascher et al. emphasize the important relation of LDL
cholesterol levels and statin therapy to the outcome of acute
coronary syndromes. We used a retrospective analysis of a
data base that included total cholesterol levels but did not
include detailed data on the responses of cholesterol frac-
tions (LDL and high-density lipoprotein) over time to ther-
apy with cholesterol-lowering medications. Therefore, we
cannot with certainty exclude the remote possibility that in
our study the strong association between multiple complex
plaques and clinical adverse events was influenced by LDL
cholesterol levels and statin therapy.
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Zanamivir to Prevent Influenza

 

To the Editor:

 

 Hayden et al. (Nov. 2 issue)

 

1

 

 identified an
index case with an influenza-like illness in 337 families, and
assigned the family contacts to prophylaxis with either zana-
mivir or placebo. Among the 414 family contacts who re-
ceived zanamivir, influenza developed in 7 (1.7 percent), as
compared with 40 of the 423 contacts who received pla-
cebo (9.5 percent). Prophylaxis reduced the transmission of
influenza by about 80 percent. But there are some prob-
lems. Although subjects with index cases of influenza-like
symptoms were selected, only 165 of the 337 (49 percent)
actually had influenza. Hence, as the accompanying edito-
rial notes, 10 contacts have to receive prophylactic treat-
ment to prevent 1 case of influenza.

 

2

 

 The wholesale cost of
zanamivir is $44.40 per 10-day course of prophylaxis.

 

3

 

 Thus,
the risk of influenza is small after an exposure at home, and
prophylaxis is expensive. Moreover, immediately after com-
pleting the prophylaxis, the patient is again at risk for influ-
enza. Patients and families may therefore request multiple
courses of prophylaxis during an influenza season.

There is another strategy — to vaccinate the exposed fam-
ily members with influenza vaccine. Antibodies develop in
vaccinated persons within one week after vaccination, and
the concentration of antibodies peaks in four weeks.

 

4

 

 The
vaccine provides approximately 80 percent protection dur-
ing the entire influenza season.

 

5

 

 Those in whom influenza-
like symptoms developed within the first week after expo-
sure to an index case (the incubation period of influenza is
one to three days) could be treated with antiviral drugs.

Influenza vaccination is 80 percent effective for preventing
influenza, costs $6.00, and lasts throughout the influenza
season. Zanamivir is 80 percent effective for preventing in-
fluenza, costs $44.40, and lasts 10 days. Influenza vaccina-
tion is the best way to prevent influenza.
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To the Editor:

 

 Hayden et al. report a 79 percent reduction
(from 19 percent to 4 percent) in the occurrence of influ-
enza infection in the group that received prophylaxis with
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zanamivir as compared with the group that was assigned to
placebo. In the base-line characteristics we noticed a differ-
ence in the number of household contacts that were already
infected at base line. The proportion is 16 percent in the
placebo group and only 6 percent in the group assigned to
zanamivir. As a consequence, the chance for other healthy
family members to become infected differed between the
groups. The difference that the authors found in the out-
comes may, at least in part, have resulted from this differ-
ence that existed at base line. Although it was probably not
foreseen, we believe that the analysis should have adjusted
for this substantial difference at base line.
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The authors reply:

 

To the Editor:

 

 We fully agree that preseason immunization
is the most cost-effective and preferred measure for the pre-
vention of influenza. Unlike influenza vaccine, however, an-
tiviral drugs such as zanamivir offer the possibility of im-
mediate protection for nonimmunized persons who are
exposed in settings such as households. Most household
cases develop in the first week after exposure (Fig. 1). Za-
namivir does not interfere with the immune response to
the vaccine,

 

1

 

 so the combination of short-term prophylaxis
with antiviral drugs and concurrent immunization can pro-
vide protection for exposed persons. This approach is par-
ticularly useful for high-risk patients who receive immuni-
zation after the start of the influenza season.

 

2

 

In Table 1 of our article, the percentage of contacts with
laboratory-confirmed influenza infection refers to those in
whom infection developed after they were enrolled in the
prophylaxis phase of the study — not those who were already
infected at base line. At the start of prophylaxis, there were

only four contacts who had symptoms and in whom labo-
ratory-documented influenza subsequently developed (three
in the zanamivir group and one in the placebo group); of
these, two (one in the zanamivir group and one in the pla-
cebo group) had infections that met the definition of influ-
enza illness that we used for the primary end point and were
included in the intention-to-treat analysis of efficacy.

Wright’s editorial raised a number of pertinent questions.

 

3

 

Zanamivir provides protection from influenza only during
the dosing interval, and our primary efficacy analysis was lim-
ited to the first 11 days after the administration of the drug
was begun. In the subsequent 10-day period there were only
three new cases of symptomatic influenza in contacts (one
in the zanamivir group and two in the placebo group), a re-
sult consistent with the conclusion that most transmission
occurs quickly within households (Fig. 1).

Prophylaxis with zanamivir was associated with amelio-
ration of illness. Among the contacts in whom influenza in-
fection developed despite prophylaxis, illness meeting the
primary end-point definition developed in 40 of the 66 in
the placebo group (61 percent) and only 7 of the 26 in the
zanamivir group (27 percent). Furthermore, in those in
whom illness developed while they were receiving daily pro-
phylaxis, the median time to resolution of symptoms was
5.5 days for the 7 contacts in the zanamivir group and 8.0
days for the 40 contacts in the placebo group. This 2.5-
day difference in the duration of illness is similar to that ob-
served for the subjects with index cases of influenza who
were receiving treatment twice daily.

The potential efficacy of zanamivir in providing addition-
al protection beyond that provided by vaccine was examined
in a small subgroup of immunized contacts. Laboratory-con-
firmed infection developed in 8 of the 78 contacts in the pla-
cebo group who had been vaccinated (10 percent) and in
2 of the 57 vaccinated contacts in the zanamivir group (3.5
percent); influenza illness developed in 5 of the 78 vacci-
nated contacts in the placebo group (6 percent) and in none
of the vaccinated contacts in the zanamivir group. Although
the small numbers of vaccine failures preclude a formal ef-
ficacy analysis, these findings suggest that the protective ef-

 

Figure 1.

 

 Number of Cases of Influenza That Developed in Household Contacts, Treated with Zanamivir
or Placebo, during the First 21 Days after Exposure.
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fects of immunization and prophylaxis with antiviral drugs
are additive. Moreover, inhaled zanamivir is effective in pro-
tecting immunized nursing home residents during outbreaks
of influenza.
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Treating Opioid Dependence

 

To the Editor:

 

 The article by Johnson et al. on the treat-
ment of opioid dependence (Nov. 2 issue)

 

1

 

 and the accom-
panying editorial by O’Connor

 

2

 

 serve an important purpose
in making physicians and, one hopes, the public more aware
of the effectiveness of methadone maintenance for heroin
dependence. It is discouraging, however, that the ineffective-
ness of low-dose methadone therapy still has to be demon-
strated. The effectiveness of methadone, at an average dose
of 100 mg per day, was shown by Dole et al.

 

3

 

 more than 30
years ago and has been repeatedly confirmed since then,
with some patients needing a dose higher than 100 mg per
day.

 

4

 

 If the high-dose group in the study by Johnson et al.
had actually received a high dose of methadone (i.e., higher
than 100 mg per day), its effectiveness might have been even
more impressive. The low-dose group received a daily dose
of 20 mg of methadone, which would not even be an anal-
gesic dose if used for chronic pain. Unfortunately, most pro-
grams are using inadequate doses of methadone with, not
surprisingly, poor results.

Buprenorphine has been shown to be effective as mainte-
nance therapy for heroin dependence; however, the authors
do not mention its high potential for abuse. It is one of the
most frequently abused drugs in Australia and Scotland.
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It would have been helpful if Johnson et al. and O’Connor
had mentioned the risk of addiction with buprenorphine as
well as its effectiveness as maintenance therapy.
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To the Editor:

 

 A maintenance dose of 20 mg of methadone
per day is homeopathic. A dose of 60 to 100 mg per day is
not high; it is a standard dose. Daily doses above 110 mg are
high. The state of California permits a dose of up to 180 mg
per day.

A policy of allowing private physicians to prescribe meth-
adone to addicts has both positive and negative aspects. It
assists addicts who live in states that do not have methadone
treatment programs, and it is appealing because of the dos-
ing schedule and privacy. But how many private physicians
want patients with opioid dependence in their waiting rooms
or want to assume the responsibility for their primary care?

As methadone maintenance has evolved, we now realize
that opioid dependence is a complex problem and needs
more attention. It is not enough to give an addict metha-
done every day. There are other, large problems associated
with opioid dependence. Most heroin addicts did not grad-
uate from high school, are functionally illiterate, do not have
job skills, and have serious emotional problems, and at least
a third of them abuse alcohol. (This last fact is not mentioned
in the article or editorial, nor is the fact that most heroin ad-
dicts are positive for hepatitis C virus.) Few medical offices
are equipped to address these problems. Addicts need help
in learning the coping skills required for living in the com-
munity. In the past decade, treatment centers began seeing
the addict as a whole person, not just a needle user. The
problems associated with opioid dependence are addressed
in many of the large clinics, with even dietary counseling
provided.

THOMAS V. REESE, SR., M.D.

3120 Nahenahe Pl.
Kihei, HI 96753

The authors reply:

To the Editor: Both Stimmel and Reese object to the term
“high dose” for a dose of 60 to 100 mg of methadone per
day. We used the term in its relative, not absolute, sense, and
we agree that for some patients, even higher doses may be
necessary and appropriate.

Both Stimmel and Reese also criticize our use of a lower-
dose control treatment. However, inclusion of this treatment
was critical for documenting the effectiveness of the other
study treatments, and our rescue procedure made it ethically
acceptable. We agree that higher doses should be considered,
and our findings support their use. It is our hope that well-
controlled clinical trials1,2 will help accomplish what 35 years
of uncontrolled clinical experience has not.

Stimmel and Reese err in suggesting that a 20-mg dose
of methadone is ineffective or homeopathic. In the group
of patients who received this dose, there was a large report-
ed reduction in heroin use, and in an earlier study, patients
who received this dose reported substantial improvements
in both symptoms and drug use.3 The effectiveness of low
methadone doses in suppressing opioid withdrawal prob-
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ably contributes to the frequent failure of physicians to in-
crease doses to a level that optimally reduces heroin use.

Stimmel suggests that buprenorphine may have a high po-
tential for abuse. It does have a potential for abuse, but it is
probably less than that of methadone or heroin. Buprenor-
phine has typically been abused in circumstances of limited
regulation, limited availability of other opioids, or both.
Once it has been approved by the Food and Drug Admin-
istration (FDA), the primary formulation for the treatment
of heroin dependence will be a combination product con-
taining the antagonist naloxone, which dramatically reduces
the potential for abuse through injection by opioid-depend-
ent persons.4

Reese notes that many heroin-dependent patients have
serious behavioral and medical problems. We certainly con-
cur. Increasing the array of treatment options should result
in a larger proportion of patients who receive some form of
treatment and should enhance opportunities to address these
problems.
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ate-dependent volunteers. Psychopharmacology (Berl) 1999;141:37-46.

The editorialist replies:

To the Editor: As Stimmel and Reese point out, the dose
of methadone is clearly related to its effectiveness in treating
opioid dependence.1 For example, one study found that a
“high” dose, in the range of 80 to 100 mg per day, was su-
perior to a “moderate” dose, in the range of 40 to 50 mg
per day, in reducing illicit opioid use.2 Even higher doses
(more than 100 mg per day) may be necessary for some
patients.

Like other opioids, buprenorphine has a potential for
abuse, although as a partial opioid agonist, buprenorphine
may have less potential for abuse than pure opioid agonists
such as methadone. A preparation that is likely to be ap-
proved in the United States is a combination of buprenor-
phine and naloxone, which may further decrease (but not
eliminate) the potential for abuse, especially among opioid-
dependent injection-drug users.3

Office-based maintenance therapy for opioid dependence
has the potential to provide greatly increased access to treat-
ment. Although I agree with Reese that this approach may
be especially useful in areas that do not have maintenance
programs, it will also be useful in areas where programs ex-
ist but access to them is limited because of an insufficient
number of treatment slots or other barriers. Studies of of-
fice-based methadone maintenance in Connecticut and else-
where suggest that finding private physicians who are will-

ing and able to provide such treatment and primary care
for stabilized patients may not be difficult. I agree that the
simple act of dispensing a medication is generally not suf-
ficient and that counseling and other services are critical el-
ements of treatment for opioid dependence and other med-
ical disorders. However, studies of office-based methadone
maintenance suggest that selected patients can do well in
the office setting.1,4 Nonetheless, it is unlikely that office-
based methadone maintenance will be broadly available in
the near future.

In 2000, President Bill Clinton signed legislation (Public
Law 106-310) that authorizes appropriately trained physi-
cians to prescribe Schedule III, IV, and V controlled sub-
stances that have been approved for the treatment of opioid
dependence. Although as of this writing the FDA has yet
to approve such medications, it is likely that buprenorphine
will eventually be approved for this purpose.5 Critical issues
remain to be addressed. These include the training of phy-
sicians, the selection of patients, the appropriate level of
counseling, the effectiveness and safety of office-based treat-
ment, satisfaction on the part of patients and physicians, and
links with substance-abuse programs.
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Yale University School of Medicine
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Obesity, Hypertension, and Renal Cancer

To the Editor: We disagree with Dr. Chow and colleagues,
who stated in their recent article (Nov. 2 issue)1 that “ep-
idemiologic studies have not been able to distinguish the
effects of hypertension from those of diuretics or other an-
tihypertensive drugs on the risk of renal-cell cancer. . . . In
addition, although our results provide strong evidence of a
dose–response relation with body-mass index and blood
pressure in men, they may not apply to the same extent in
women.”

Three years ago, we reported the findings of a large,
population-based, case–control study designed specifically
to examine the association of renal-cell carcinoma with the
use of diuretics and antihypertensive agents and its associ-
ation with the conditions (hypertension and obesity) that
call for the use of these drugs.2 The study involved 1204
patients with histologically confirmed, newly diagnosed
renal-cell carcinoma (781 men and 423 women) and an
equal number of age-, sex-, and race-matched controls
from the same neighborhood. Self-reported use of all pre-
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scription diuretics and antihypertensives was validated,
whenever possible, against physicians’ records for both the
patients with renal-cell carcinoma and the controls. We
noted that obesity and a history of hypertension were
strong and independent risk factors for renal-cell carcino-
ma in both men and women. There was little evidence that
the use of diuretics was directly related to the development
of renal-cell carcinoma. The use of diuretics for reasons
other than hypertension (primarily weight control) was un-
related to risk among subjects who described themselves as
having normal blood pressure; among subjects with hyper-
tension, subjects with a high cumulative lifetime dose of di-
uretics had a risk similar to that in subjects with a low cu-
mulative lifetime dose. Similarly, subjects with normal
blood pressure who regularly took nondiuretic antihyper-
tensive agents were not at increased risk for renal-cell car-
cinoma, and among hypertensive subjects, intake did not
further increase the risk.
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The authors reply:

To the Editor: We appreciate the comments of Drs. Yu
and Ross on our recent cohort study. In earlier case–con-
trol studies of renal-cell cancer based on interview data, it
was difficult to disentangle the risks associated with hyper-
tension, use of antihypertensive medications, or both. The
challenge of obtaining accurate and complete histories of
hypertension, fluctuations in blood pressure, and use of an-
tihypertensive medications over long periods would, at least
in part, explain the inconsistent findings reported in the lit-
erature.

In their large and well-designed case–control study of re-
nal-cell cancer, Yu and Ross and their colleagues were able
to limit the potential for bias by contacting physicians to
verify the use of prescription medications. However, the rates
of response from physicians ranged from 35 percent to 40
percent, and it seems likely that only recent prescriptions
could have been verified and that the severity and control
of hypertension were difficult to evaluate.

We agree from the sum of the epidemiologic evidence that
hypertension and obesity are important risk factors in both
sexes. Since our study population consisted of male con-
struction workers who had periodic measurements of height,
weight, and blood pressure, we could not claim that the
observed levels of risk associated with variations in weight
and blood pressure would be similar in women.

WONG-HO CHOW, PH.D.
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Transplantation of a Tissue-Engineered 
Pulmonary Artery

To the Editor: Various vascular grafts are commonly used
in the reconstruction of cardiovascular tissues. However,
prosthetic or bioprosthetic materials lack growth potential
and therefore in children require replacement as the children
grow. Tissue engineering offers the potential to create re-
placement structures from autologous cells and biodegrada-
ble polymer scaffolds. Since they contain living cells, these
structures have the potential to grow, to repair themselves,
and to remodel themselves.1-4

A four-year-old girl had been found to have a single right
ventricle and pulmonary atresia and had undergone pulmo-
nary-artery angioplasty and the Fontan procedure at the age
of three years, three months. Angiography seven months
later revealed total occlusion of the right intermediate pul-
monary artery. The application of tissue engineering in this
patient was approved by the ethics committee at Tokyo
Women’s Medical University in April 1999. The patient’s
parents were thoroughly informed and consented to the
procedure.

An approximately 2-cm segment of peripheral vein was
explanted, and cells from its walls were isolated. The cells
were cultured and expanded as previously described. The cell
count in the culture increased substantially, to approximate-
ly 12¬106 cells, by eight weeks. A tube that served as a scaf-
fold for these cells was composed of a polycaprolactone–
polylactic acid copolymer (weight ratio, 1:1) reinforced with
woven polyglycolic acid (Fig. 1). The biodegradable polymer
conduit (10 mm in diameter, 20 mm in length, and 1 mm
in thickness) was designed to degrade within eight weeks.

Ten days after seeding, the graft was transplanted. The oc-
cluded pulmonary artery was reconstructed with the tissue-

Figure 1. The Tissue-Engineering Technique.
Venous-wall cells were isolated and expanded in vitro and seed-
ed on a biodegradable polymer scaffold. The construct of cells
and polymer was implanted as autologous tissue.
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engineered vessel graft. No postoperative complications oc-
curred. On follow-up angiography, the transplanted vessel
was noted to be completely patent (Fig. 1). Seven months
after implantation, the patient was doing well, with no evi-
dence of graft occlusion or aneurysmal changes on chest ra-
diography. We suggest that in pediatric cardiovascular sur-
gery, tissue engineering may have an important role as an
alternative to transplantation and the use of artificial organs.
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A Fatal Complication of Noninvasive Ventilation

To the Editor: Noninvasive positive-pressure ventilation
is widely used in patients with chronic respiratory failure due
to neuromuscular diseases such as amyotrophic lateral scle-
rosis.1 Noninvasive positive-pressure ventilation can be used
intermittently, the equipment is portable, and ventilation
does not interfere with eating and speaking. It is considered
safe, and most problems that occur are related to the fit of
the mask and the risk of aspiration pneumonitis.2 We de-
scribe a complication we have not previously seen reported.

The patient was a previously healthy 53-year-old man with
amyotrophic lateral sclerosis who was started on nocturnal
noninvasive positive-pressure ventilation (inspiratory pres-
sure, 10 cm of water; expiratory pressure, 2 cm of water).

He tolerated this well and decided that he did not want
invasive mechanical ventilation in the future. The patient’s
disease progressed, but he continued to work full-time and
used noninvasive positive-pressure ventilation all night and
most of the day. He obtained a second ventilator, which he
kept at work.

More than a year after noninvasive ventilation was initi-
ated, the patient’s ventilating unit failed. The machine’s er-
ror code indicated that there had been a power-supply fail-
ure. Respiratory distress quickly developed, and the patient
was taken to a local hospital but died of respiratory failure
before ventilation could be reinstituted.

This case demonstrates a problem that is likely to become
more common as increasing numbers of patients with chron-
ic respiratory failure use noninvasive positive-pressure ven-
tilation. It is important to realize that technical failures of
the machines in these cases can be catastrophic. Patients and
their caregivers should be counseled that noninvasive pos-
itive-pressure ventilation is not a substitute for tracheostomy
and mechanical ventilation. Patients need to be made aware
of the consequences of ventilator failure. We recommend
that our patients consider making the transition to tracheos-
tomy if they require full-time ventilatory support. Although
this event has not decreased our use of noninvasive positive-
pressure ventilation, we have begun to teach caregivers how
to provide bag-and-mask ventilation to patients in the event
of an emergency. If the equipment is available, this simple
technique may be lifesaving.
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