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DRUG EVALUATION

Warfarin, Aspirin, or Both After Myocardial Infarction

Forty years ago, warfarin was administered routinely after a heart attack to
decrease the risk of subsequent cardiovascular events. This practice fell into
declineandaspirinreplacedwarfarinfor thispurpose. A recent report suggeststhat
itistimeto return to this pre-aspirin era[N Engl J Med 2002;347:969-74].

The importance of thrombosis in the pathogenesis of acute myocardia
infarction is well recognized. Both oral anticoagulants and platelet-inhibiting
drugs offer demonstrated benefitsin this setting. In theory, the combined use of
warfarin and aspirin might have an additive effect by suppressing both the
coagulation cascade and platelet function. This, however, has been difficult to
confirminclinical trias.

In the new study, investigators randomly assigned 3630 patients who had
survived an acute M1 to receive warfarin (in a dose intended to achieve an
international normalized ratio [INR] of 2.8 to 4.2), aspirin (160 mg daily), or
aspirin (75 mg daily) combined with warfarin (in a dose intended to achieve an
INR of 2.0to 2.5). The mean duration of observation was four years.

Of the patients receiving aspirin alone, 20.0% experienced the composite
endpoint—death, nonfatal reinfarction, or thromboembolic stroke—compared
with 16.7% of patientsreceiving warfarin aloneand 15.0% of patientsreceiving
warfarincombinedwithaspirin. Warfarin, either loneor with aspirin, wasmore
effectivethan aspirin a one, but thedifference between thetwo groupsreceiving
warfarin was not statistically significant. The beneficial effect of warfarin was
restricted to nonfata reinfarction and thromboembolic stroke; there was no
satistically significant difference in overall mortality among the groups. Epi-
sodes of mgor, nonfatal bleeding were observed in 0.62% of patients per
treatment-year in both groups receiving warfarin, and in 0.17% of patients
receiving aspirin.

The absolute difference in benefit for warfarin versus aspirin was 3.3%,
suggesting that 30 patients must be treated with warfarin rather than aspirin to
avoid one nonfatal reinfarction or thromboembolic stroke. The absolute differ-
enceinmajor bleedingrisk for warfarinversusaspirinwas0.45%, suggesting that,
for every 222 patients treated with warfarin rather than aspirin, there will be one
additional bleeding episode. The use of warfarin rather aspirin also incurs
substantial costs for regular monitoring of coagulation status.

(Continued on Supplement page 2)
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DRUG EVALUATION (continued)

Warfarin, Aspirin, or Both After Myocardial Infarction (continued)

The principa investigators told Reuters Health
[26 September 2002, “ Although there were more
bleeding episodes during warfarin treatment, the ben-
efitisgtill in favor of warfarin treatment and the com-
bined therapy.” He added, “I think all patients,
younger than 75 years of age, surviving amyocardial
infarction should be considered for secondary preven-

tion with warfarin plus aspirin or warfarin alone, if
there are no contraindications and if patient compli-
anceislikely.” A companion editorial diplomatically
rejectsthisidea, suggesting “it islikely that antiplate-
let therapy will remain the standard of carein many
countriesfor secondary prevention after myocardia
infarction” [Ibid, 1019-21].

Early Aspirin Safe and Effective After CABG Surgery

Thereis no therapy known to reduce complications
and desth after coronary artery bypass graft (CABG)
surgery. Although platelet activation congtitutes an im-
portant mechanism for injury in patients with athero-
sclerosis, many physicians believe that giving aspirin to
patients too soon after surgery will cause severe bleed-
ing. Thisisahugeissue. In 1999, 355,000 Americans,
most of whom were at high risk for complications, had
bypass surgery. Now, a bold research group has tackled
this question and their efforts were richly rewarded
[N Engl J Med 2002;347:1309-17].

Theinvestigators prospectively studied 5065 pa-
tients undergoing CABG surgery, of whom 5022 sur-
vived thefirst 48 hours after the procedure. During hos-
pitalization, 164 patients died (3.2%); 1812 others
(16%0) had nonfatal cardiac, cerebrad, rend, or gas-
trointestinal ischemic complications. Among patients
who received aspirin (up to 650 mg) within 48 hours
after revascularization, subsequent mortality was 1.3%,
as compared with 4.0% among those who did not re-
ceive aspirin during this period. Aspirin therapy was

associated with areduction in incidence of myocardia
infarction (2.8% vs. 5.4%), stroke (1.3% vs. 2.6%),
renal failure (0.9% vs. 3.4%), and bowe infarction
(0.3% vs. 0.8%). Aspirin therapy aso proved safe, in-
curring no increased risk of hemorrhage, gastritis, in-
fection, or impaired wound healing.

Oneleading cardiologist said that the study is
likely to change medical practice. Another opined that
early aspirin use after bypass surgery should become
the standard of practice. However, anote of cautionis
warranted. The study was not arandomized controlled
trial. Patients were not selected at random to receive
aspirin or not. Rather, their physicians decided on trest-
ment. Physicians participating in the study may have
been reluctant to prescribe aspirin for the sickest pa-
tients, whose adverse outcomes may have had moreto
do with their underlying disease rather than with aspi-
rin. Alternatively, the physicians who prescribed aspi-
rin may be more progressive than those who did not,
and their patients may have recelved better overal
cae.

Nucleoside Therapy Prior to HAART Increases Risk of Virus Rebound

Even ashort period of monotherapy or dual
therapy with nucleoside reverse transcriptase inhibitors
before highly active antiretroviral therapy (HAART)
confers an increased risk of virus rebound. Thisisthe
principal finding of asurvey of 1433 HIV-infected
patients who achieved viral suppression—viral load
< 400 copies/ml—within 24 weeks after first sarting
HAART. Of these patients, 409 had received previ-
oudy one or two nucleosides and 1024 were naive to
antiretrovira agents.

During the course of observation, 307 patients ex-
perienced virus rebound—two consecutive virus load

measurements of > 400 HIV RNA copiesml. There
was asgnificantly higher rate of virus rebound
among the patients who previoudy received nucleo-
sdetherapy (relative hazard, 2.86). The results con-
firm previous research. The new study aso found that
therisk of vira rebound was elevated even for pa-
tients who used nucleoside therapy for less than two
months before beginning HAART (RH, 1.95).
Among both nucleos de-experienced and drug-naive
patients, the risk of viral rebound decreased as the du-
ration of vira suppression increased. But the greater
risk for nucleosi de-experienced patients compared

(Continued on Supplement page 3)
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Nucleoside Therapy Prior to HAART Increases Rebound Risk (continued)

with drug-naive patients persisted into the third year
of viral suppression [J Infect Dis 2002;186;1086-91].

Thus, inadequate initia treatment of HIV infection

may compromise the ability to contain the virus for

months or even yearsto come. The findings also have
consequences for the use of short-term monotherapy
regimensin pregnant women to avoid transmission to
their offspring.

DRUG SAFETY

Studies have raised doubts about the cardio-
vascular safety of the COX-2 selective NSAID
rofecoxib (Vioxx). The results of alarge gas-
trointestinal safety trial, indicated that individuals
who took rofecoxib 50 mg/day were five times
more likely to have amyocardid infarction than
were those who took naproxen 1000 mg/day. Un-
like naproxen, rofecoxib has no effect on platelets.
Therefore, whether rofecoxib increasesthe risk of
coronary heart disease (CHD) or naproxen hasa
cardioprotective effect was unclear.

To investigate further, researchers compared
risk of acute M1 and fatal CHD in users of rofe-
coxib with risk in nonusers and users of other fre-
quently prescribed NSAIDs who were enrolled in
the Tennessee Medicaid program. The study in-
cluded an a priori analysis of rofecoxib at doses
greater than 25 mg/day. The FDA does not recom-
mend such doses for long-term (> 5 days) use and
they may be uniquely associated with harm. The

A recent issue of The Medical Letter [2002;

gerous?’ Prompting the inquiry was the nearing
availability of generic versons of isotretinoin, the
active ingredient of Accutane, and widely reported
concerns about its adverse effects, especialy psy-
chiatric symptoms in adolescents. The reviewers
concluded that Accutane is aremarkably effective
drug for treatment of severe acne that has many ad-
verse effects and is unequivocally teratogenic.

| sotretinoin, an oral vitamin A derivative that
suppresses the activity of sebaceous glands, isthe
most effective treatment ever offered for acne. It

COX-2 Selective NSAIDs and Risk of Coronary Heart Disease

Considering the Risks and Benefits of Accutane

44:82] tackled the question, “Is Accutane redlly dan-

cohort included 251,046 NSAID usarsand 202,916
NON-USser's.

Those who used rofecoxib were 1.70 times more
likely to develop serious CHD than nonusersand 1.78
times more likely than celecoxib (Celebrex) users.
New users of rofecoxib had nearly a doubled risk.
There was no evidence of increased risk of serious
CHD for rofecoxib 25 mg or less, celecoxib,
naproxen, and ibuprofen. Risk of serious CHD did not
increase among high dose users of celecoxib (> 300
mg), naproxen (>1000 mg), or ibuprofen (>1800 mg).

The authors of the report say, “ Our data, in con-
junction with premarketing data—that suggest that
high-dose rofecoxib increases hypertension, lower
extremity edema, and creatinine concentrations—
raise serous doubts about the cardiovascular safety
of the drug at doses of greater than 25 mg” [Lancet
2002;360:1071-73]. They recommend that long-
term use of high-dose rofecoxib be avoided.

can completely clear severelesions, leading to pro-
longed remissions that persist for years after treat-
ment is discontinued. Isotretinoin is burdened with
adverse effects, including dry, cracked skin, hair
loss, devated triglyceride levels, and hepatitis,
among others, al characteristic of vitamin A toxic-
ity. The most serious problem has been isotret-
inoin’ steratogenicity, which hasled to restrictions
on its use by young women.

The association of isotretinoin use with psychiat-
ric problems has waxed and waned over many years,
but cause and effect has been difficult to establish.
The only systematic study of the association, which

(Continued on Supplement page 4)
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DRUG SAFETY (continued)

compared more than 7000 isotretinoin users with
more than 13,000 patients taking oral antibiotics for
acne, found no difference between the two groups
in psychiatric diagnoses or suicide risk.

The Medical Letter report on isotretinoin con-
cluded, “Thereisno firm evidence that it causes

Considering the Risks and Benefits of Accutane (continued)

serious psychiatric disorders or suicide, but anec-
dotal evidence and extrapolation from hypervita-
minosis A suggest it might. Until more data be-
come available, the benefit from carefully
monitored treatment of a disfiguring condition
appearsto outweigh therisk.”

NEW DRUGS AND INDICATIONS

Buprenorphine as Drug-Abuse Therapy

The FDA has approved two formulations of anew
drug-abuse therapy, which, under a recent law passed
by Congress, will become the first narcotic-substitute
preparation in the U.S. that can be prescribed in a
physician’s office [Reuters Health, 10 October 2002].
Subutex (buprenorphine) and Suboxone (buprenorphine
and naloxone) are indicated for the prevention of with-
drawal symptoms from heroin or other opioids. Both
products consist of tablets meant to dissolve under the
tongue. Subutex isintended for use at the beginning of
treatment. Suboxone, which contains the narcotic an-
tagoni st naloxone to safeguard againgt intravenous drug
abuse, isintended for maintenance treatment.

Buprenorphine, a partial agonigt, isthought to have
lessrisk of causing dependence than morphine, oxyc-
odone, or methadone. Nevertheless, the Drug Enforce-
ment Administration (DEA) would have placed the
new productsin Schedule Il under the Controlled Sub-
stances Act. But earlier thisyear, congress approved
legidation intended to facilitate the dispensing of
buprenorphine by physicians and makeit easier for

addicts to obtain therapy in areas that do support a
methadone clinic. Accordingly, the FDA and the De-
partment of Health and Human Services have recom-
mended that that the DEA place buprenorphinein
Schedulell1, alessredtrictive class.

The approval of buprenorphine was based on clini-
ca studies enrolling more than 2000 patients. They
showed that both products were safe and effective. But
the FDA also acknowledged reports from France,
where buprenorphine has been available for severa
years, linking the drug to deaths from respiratory com-
plications, especially when used in combination with
alcohol or antidepressants. In conjunction with the
FDA, the maker of Subutex and Suboxone has devel -
oped arisk management program designed to deter
abuse and diversion. The program aso includes provi-
sionsfor surveillance. The FDA hasthe authority to
limit the number of patients treated by individua physi-
cians and to require physiciansto obtain specid regis-
tration from the DEA.

FDA OK'’s Adefovir for Chronic Hepatitis B Infection

New, ord antivira therapy, adefovir dipivoxil
(Hepsera), isnow available for the trestment of patients
infected with hepatitis B virus (HBV). It isthethird
drug treatment—joining interferon and lamivudine—
and the first nucleotide to be made available to trest this
seriousinfection that sometimes leadsto cirrhosis and
liver cancer. Adefovir was originally tested as a pos-
sible treatment for HIV infection, but the dose required
for efficacy precipitated nephrotoxicity. The dose
needed to treat chronic hepatitis B infection ismuch

lower and has a better safety profile. In clinical studies,
adefovir was associated with significant improvements
inliver histology and fibrosis, reductionsin serum
HBV DNA levels, increasesin rates of seroconversion,
and normalizations of alanine aminotransferase as
compared with placebo in trestment-naive patients and
in patients previoudy treated with interferon. The drug
was aso studied and proven effective in patients who
were treated with and devel oped resistance to lamivu-
dine.
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Topical Aerosol Spray Lights Up Nits

Parents of children with head lice may wish to
know of anew product that may make diagnosisand
eradication easier. Neon Nits dyes head lice nits bright
pink, making them easier to see and remove with anit
comb. The dye sticks to the polymer structure on the
surface of thelice egg, but not so strongly to scalp and
hair. It does not eliminate the nits by itself. The prod-
uct is shampooed out of the hair after the nitsarere-
moved. The addition of bicarbonate to the shampoo

facilitates removal of the pink color. Neon Nitshas a
foul odor and should be applied lightly in awell-venti-
lated area. The National Pediculosis Association does
not recommend the use of Neon Nits, expressing con-
cern about the lack of studiesthat demongtrate its
safety. Initstests, the association found the spray dif-
ficult to use and remove from the hair [Prescriber’s
Letter 2002;9:180910].

CLINICAL PRACTICE

UK Issues Guidelines for Type 2 Diabetes

Britain’s Nationa Ingtitute for Clinical Excellence
hasissued clinical guidelines designed to reduce life-
threatening complications of type 2 diabetes. The ingdtitute
noted that the incidence of type 2 diabetesison thein-
crease in England and Wales and that poor glucose control
raises the risk of ischemic heart disease and microvascular
disease, such as diabetic retinopathy and nephropathy.

The guidelines recommend that people with type 2
diabetes should have their hemoglobin HbA1C mea-
sured every two to six months, with atarget between
6.5% and 7.5%. Weight loss and increased physicd ac-
tivity should be encouraged, especially in those who are
overweight or obese.

The guidelines also recommend the use of glucose-
lowering drugs, such as metformin, insulin secreta-

gogues, and the glitazones. “ For patientswho are
overweight (body massindex over 25) and whose
blood glucose isinadequately controlled by lifestyle
interventions, metformin should normally be used as
firgt-line therapy” [Reuters Health 18 September
2002]. Insulin secretagogues—sulfonyluress, nateg-
linide, and repaglinide—should be used in combina-
tion with metformin if blood glucose levelsbegin to
increase over time. These drugs could a so be used for
firg-line therapy if metformin is not tolerated or if
patients are not overweight. A glitazone should be
considered, in combination with another hypoglyce-
mic agent, for patients who are unable to take met-
formin or insulin secretagogues or if their HbA1C
levelsremain unsatisfactory despite an adequate tria
of metformin with insulin secretagogues.

Task Force Report Helps Identify Those Best Served by Tamoxifen Prophylaxis

A report from the U.S. Preventive Services Task
Force concerning chemoprevention of breast cancer
hel psidentify women who might benefit from using
tamoxifen [Ann Intern Med 2002;137:56-67]. The cur-
rent estimate is that tamoxifen prevents 20 cases of in-
vasive breast cancer for every 1000 high-risk women
who take the drug for five years. But tamoxifen aso
causes serious adverse effects—blood clots, stroke,
endometria cancer, and cataracts—and prophylaxis
should be strictly limited to certain high-risk women.
Women are considered at high risk for breast cancer if
they are over 40 and have afamily history of breast
cancer in amother, sister, or daughter or have ahistory
of atypical cellson breast biopsy. A risk assessment
instrument based on age, family history, and other risk
factors, developed by the Nationa Cancer Ingtitute, is
available on-line at http://www.cancer.gov/dar.

Tamoxifen isagood choice for high-risk women in
their 40sif they have no risk factors for thrombosis.
Tamoxifen is appropriate for high-risk women in their
50sif they have no risk factors for thrombosis and do
not have auterus. The risk of endometrial cancer from
tamoxifen is higher in women over 50 than in younger
women. Tamoxifen is not recommended in women
over 60. Although these women have the highest risk
of breast cancer, they aso have the highest risk of com-
plications from tamoxifen. Raloxifene (Evista) might
be more appropriate for older women, in that it does
not increase the risk of endometria cancer, but it isnot
yet gpproved for preventing breast cancer [Prescriber’s
Letter 2002;9:180914].

Recently reported results from arandomized trial

generaly support the Task Force' s recommendations. In
(Continued on Supplement page 6)
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Report Helps Identify Those Best Served by Tamoxifen Prophylaxis (continued)

thetrial, women, 35 to 70 years of age, who were at
increased risk for breast cancer, were randomly assigned
to tamoxifen 20 mg/day or placebo for five years. Inten-
tion-to-treat analysis demonstrated that during amedian
follow-up of 50 months, 69 of 3566 women in the
tamoxifen group developed breast cancer compared
with 101 of 3566 women in the placebo group, an abso-
lute risk reduction of 0.90% and arelative risk reduction
of 32%. The datafrom this study suggest that tamoxifen
prevents only 9 cases of breast cancer for every 1000
high-risk women who take the drug. The reduction in
risk was not affected by age or degree of risk.

Therisk of endometrial cancer increased 2.2 times
among women receiving tamoxifen compared with
placebo, and the risk of thrombolytic eventsincreased
2.5 times. There were significantly more deaths from
al causes among women in the tamoxifen group com-
pared with women in the placebo group. The authors
concluded their report by noting, “ At this stage, tamox-
ifen cannot be routinely recommended for prevention
of breast cancer in high-risk women, and further
follow-up of current trialsis needed to identify which
women are mogt likely to benefit from therapy” [Lan-
cet 2002;360;817-24)].

ALTERNATIVE MEDICINE

m Herbal Remedy for Prostate Health Heavily
Contaminated with Synthetic Drugs. Although
legdly soldinthe U.S. since 1996 asadietary supple-
ment for “prostate hedlth,” PC-SPESisinfact awidely
used aternative medicinetreatment for prostate cancer.
ThePCinthename standsfor prostate cancer and spes
isLatinfor hope. Prompted by allegations of contami-
nation of the natural product, the California Depart-
ment of Health Servicesdecidedtotest|otsof PC-SPES
and found contamination with both the synthetic estro-
gendiethylstilbestrol (DES) andwarfarin. Thisfinding
has now been independently verified [J Natl Cancer
Inst 2002;94:1275-81]. The new report suggests that
PC-SPES was a so contaminated with indomethacin.

Discovering theadulteration of PC-SPESwith syn-
thetic drugs initiated a cascade of consequences. In
February 2002, California shealthdepartmentissueda
warning on the contamination. At the same time, the
Cdifornia-based maker of PC-SPES, Botanic Labs,
voluntarily recalled the product nationwide. The FDA
published a medical product safety dert. Canada and
Ireland also announced recalls of the product. A large
clinica tria comparing PC-SPESand DESwasstopped.
In June 2002, the Cdifornia Department of Hedlth
announced the contamination of severa other herbal
productssold by thesamecompany. BotanicL abswent
out of business on 1 June 2002 and PC-SPES is no
longer available. Consequently, theNationa Center for
Complementary and Alternative Medicine of the Na-
tiona Institutesof Health placed all of itsfunded grants
using PC-SPES on hold pending further review.

The problem, however, may not have been eimi-
nated. Productswith similar names(i.e., PC-Calm, PC-
Plus) and herbal compositionarestartingtofill thevoid.
Whether these products are contaminated and pose a
threat remains to be determined [I1bid, 1261-63].

m St John’s Wort Decreases Plasma Levels of
Irinotecan Active Metabolite. Added to the list of
adverse drug interactions with St. John's wort is the
antineopl astic agent irinotecan (Camptosar). Researchers
warn thet the popular herba remedy for depression re-
ducesplasmalevels of the active metabolite of irinotecan
[Sparreboom A, JNatl Cancer Inst 2002;94:1247-49).

St. John’swort induces expression of CYP3A4, an
isoform of the cytochrome P450 drug metabolizing
enzyme System. Irinotecan is asubstrate for CY P3A4.
To determine the significance of this potential interac-
tion, the investigators conducted a randomized cross-
over study of cancer patientsreceiving irinotecan every
three weeks. Starting two weeks before the first or
second infusion, the patientstook St. John’swort every
day until four days after irinotecan dosing. The results
showed that the average plasma levels for the active
metabolite was 42% lower when irinotecan was given
with St. John’ swort than whenit wasgivenaone. The
effect of the herb on plasmalevelswas detectable even
threeweeksafter thelast dose. Theinvestigatorspredict
that the same problem will be seen with thetaxanesand
other anticancer drugs, pointing out that morethan 50%
of drugsusedtotreat cancer aremetabolizedby CY P3A4
[Reuters Health, 22 August 2002].
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