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Safety, Cost Issues Raised About Drug Importation

BY MARY ELLEN SCHNEIDER

Senior Writer

limited, commercial program that
would import drugs from Canada is
easible but would result in limited
savings for consumers, members of a gov-
ernment task force on drug importation
said at a press briefing sponsored by the
Health and Human Services Department.
The HHS-convened task force dismissed
the idea of personal importation of drugs

from other countries as being extraordi-
narily difficult and costly to implement
safely.

It could cost as much as $3 billion a year
to regulate personal importation, accord-
ing to a letter sent to congressional lead-
ers from the secretaries of HHS and the
Commerce Department.

“Any plan to permit importation must
be limited to commercial importation of
a discrete number of high-volume, high-
cost prescription drugs from a country

with equivalent drug safety protections,”
according to the secretaries. “These drugs
must have the same level of safety and ef-
fectiveness as FDA-approved products.”

In the letter, Bush administration offi-
cials outlined the requirements of such a
system. For example, it should require
drug pedigrees, limit ports of entry and
distribution channels, and allow commer-
cial importation only from licensed foreign
wholesalers to authorized sellers in the
United States.
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Brief Summary:
For complete details, please see full Prescribing Information for CAMPRAL

INDICATIONS AND USAGE

CAMPRAL (acamprosate calcium) is indicated for the maintenance of abstinence from alcohol in patients with
alcohol dependence who are abstinent at treatment initiation. Treatment with CAMPRAL should be part of a com-
prehensive management program that includes psychosocial support. The efficacy of CAMPRAL in promoting
abstinence has not been demonstrated in subjects who have not undergone detoxification and not achieved alco-
hol abstinence prior to beginning CAMPRAL treatment. The efficacy of CAMPRAL in promoting abstinence from
alcohol in polysubstance abusers has not been adequately assessed.

CONTRAINDICATIONS

CAMPRAL is contraindicated in patients who previously have exhibited hypersensitivity to acamprosate calcium or
any of its components. CAMPRAL is contraindicated in patients with severe renal impairment (creatinine clearance
=30 mL/min).

PRECAUTIONS
Use of CAMPRAL does not eliminate or diminish withdrawal symptoms. General: Renal Impairment Treatment
with CAMPRAL in patients with moderate renal impairment (creatinine clearance of 30-50 mL/min) requires a
dose reduction. Patients with severe renal impairment (creatinine clearance of =30 mL/min) should not be given
CAMPRAL (see also CONTRAINDICATIONS). Suicidality In controlled clinical trials of CAMPRAL, adverse events of
a suicidal nature (suicidal ideation, suicide attempts, completed suicides) were infrequent overall, but were more
common in CAMPRAL-treated patients than in patients treated with placebo (1.4% vs. 0.5% in studies of 6
months or less; 2.4% vs. 0.8% in year-long studies). Completed suicides occurred in 3 of 2272 (0.13%) patients
in the pooled acamprosate group from all controlled studies and 2 of 1962 patients (0.10%) in the placebo group.
Adverse events coded as "depression” were reported at similar rates in CAMPRAL-treated and placebo-treated
patients. Although many of these events occurred in the context of alcohol relapse, no consistent pattern of
relationship between the clinical course of recovery from alcoholism and the emergence of suicidality was identi-
fied. The i between alcohol depression and suicidality is well-recognized and com-
plex. Alcohol-dependent patients, including those patients being treated with CAMPRAL, should be monitored for
the development of symptoms of depression or suicidal thinking. Families and caregivers of patients being treated
with CAMPRAL should be alerted to the need to monitor patients for the emergence of symptoms of depression or
suicidality, and to report such symptoms to the patient's health care provider. Information for Patients
Physicians are advised to discuss the following issues with patients for whom they prescribe CAMPRAL. Any
psychoactive drug may impair judgment, thinking, or motor skills. Patients should be cautioned about operating
hazardous machinery, including automobiles, until they are reasonably certain that CAMPRAL therapy does not
affect their ability to engage in such activities. Patients should be advised to notify their physician if they become
pregnant or intend to become pregnant during therapy. Patients should be advised to notify their physician if they
are breast-feeding. Patients should be advised to continue CAMPRAL therapy as directed, even in the event of
relapse and should be reminded to discuss any renewed drinking with their physician. Patients should be advised
that CAMPRAL has been shown to help maintain abstinence only when used as a part of a treatment program that
includes counseling and support. Drug Interactions The concomitant intake of alcohol and CAMPRAL does not
affect the pharmacokinetics of either alcohol or acamprosate. Pharmacokinetic studies indicate that administration
of disulfiram or diazepam does not affect the C of naltrexone
with CAMPRAL produced a 25% increase in AUC and a 33% increase in the Cmax of acamprosate. No adjustment
of dosage is recommended in such patients. The pharmacokinetics of naltrexone and its major metabolite
6-beta-naltrexol were unaffected following co-administration with CAMPRAL. Other concomitant therapies: In
clinical trials, the safety profile in subjects treated with CAMPRAL concomitantly with anxiolytics, hypnotics and
sedatives (including benzodiazepines), or non-opioid analgesics was similar to that of subjects taking placebo with
these concomitant medications. Patients taking CAMPRAL concomitantly with antidepressants more commonly
reported both weight gain and weight loss, compared with patients taking either medication alone.
and of Fertility A study was conducted in which
Sprague-Dawley rats received acamprosate calcium in their diet at doses of 25, 100 or 400 mg/kg/day (0.2, 0.7
or 2.5-fold the maximum recommended human dose based on an AUC comparison). There was no evidence of an
increased incidence of tumors in this carcinogenicity study in the rat. An adequate carcinogenicity study in the
mouse has not been conducted. Acamprosate calcium was negative in all genetic toxicology studies conducted.
calcium no evidence of inan in reverse point mutation
assay (Ames assay) or an in vitro mammalian cell gene mutation test using Chinese Hamster Lung V79 cells. No
clastogenicity was observed in an in vitro chromosomal aberration assay in human lymphocytes and no
chromosomal damage detected in an in vivo mouse micronucleus assay. Acamprosate calcium had no effect on
fertility after treatment for 70 days prior to mating in male rats and for 14 days prior to mating, throughout mating,
gestation and lactation in female rats at doses up to 1000 mg/kg/day (approximately 4 times the maximum rec-
ommended human daily oral dose on a mg/m? basis). In mice, acamprosate calcium administered orally for
60 days prior to mating and throughout gestation in females at doses up to 2400 mg/kg/day (approximately
5 times the max\mum recommended human da\ly oral dose on a mg/m? basis) had no effect on fertility.

y Cate ic Effec calcium has been shown to be teratogenic in rats
when g\ven in doses that are approximately equa\ to the human dose (on a mg/m? basis) and in rabbits when
given in doses that are approximately 3 times the human dose (on a mg/m? basis). Acamprosate calcium
produced a dose-related increase in the number of fetuses with malformations in rats at oral doses of 300
mg/kg/day or greater (approximately equal to the maximum recommended human daily oral dose on a mg/m?
basis). The malformations included hydronephrosis, malformed iris, retinal dysplasia, and retroesophageal subcla-
vian artery. No findings were observed at an oral dose of 50 mg/kg/day (approximately one-fifth the maximum rec-
ommended human daily oral dose on @ mg/m? basis). An increased incidence of hydronephrosis was also noted in
Burgundy Tawny rabbits at oral doses of 400 mg/kg/day or greater (approximately 3 times the maximum recom-
mended human daily oral dose on a mg/m? basis). No developmental effects were observed in New Zealand white
rabbits at oral doses up to 1000 mg/kg/day (approximately 8 times the maximum recommended human daily oral
dose on a mg/m? basis). The findings in animals should be considered in relation to known adverse developmental
effects of ethyl alcohol, which include the characteristics of fetal alcohol syndrome (craniofacial dysmorphism,
intrauterine and postnatal growth retardation, retarded psychomotor and intellectual development) and milder
forms of neurological and behavioral disorders in humans. There are no adequate and well controlled studies in
pregnant women. CAMPRAL should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus. Nonteratogenic Effects A study conducted in pregnant mice that were administered acam-
prosate calcium by the oral route starting on Day 15 of gestation through the end of lactation on postnatal day 28
demonstrated an increased incidence of still-born fetuses at doses of 960 mg/kg/day or greater (approximately 2
times the maximum recommended human daily oral dose on a mg/m? basis). No effects were observed at a dose
of 320 mg/kg/day (approximately one-half the maximum recommended human daily dose on a mg/m? basis).
Labor and Delivery The potential for CAMPRAL to affect the duration of labor and delivery is unknown. Nursing
Mothers In animal studies, acamprosate was excreted in the milk of lactating rats dosed orally with acamprosate
calcium. The concentration of acamprosate in milk compared to blood was 1.3:1. It is not known whether
acamprosate is excreted in human milk. Because many drugs are excreted in human milk, caution should be exer-
cised when CAMPRAL is administered to a nursing woman. Pediatric Use The safety and efficacy of CAMPRAL
have not been established in the pediatric population. Geriatric Use Forty-one of the 4234 patients in double-
blind, placebo-controlled, clinical trials of CAMPRAL were 65 years of age or older, while none were 75 years of
age or over. There were too few patients in the =65 age group to evaluate any differences in safety or effective-
ness for geriatric patients compared to younger patients. This drug is known to be substantially excreted by the
kidney, and the risk of toxic reactions to this drug may be greater in patients with impaired renal function. Because
elderly patients are more likely to have decreased renal function, care should be taken in dose selection, and it

may be useful to monitor renal function (See CLINICAL PHARMACOLOGY, ADVERSE REACTIONS, and DOSAGE
AND ADMINISTRATION).

ADVERSE REACTIONS

The adverse event data described below reflect the safety experience in over 7000 patients exposed to CAMPRAL
for up to one year, including over 2000 CAMPRAL-exposed patients who participated in placebo-controlled trials.
Adverse Events Leading to Discontinuation In placebo-controlled trials of 6 months or less, 8% of
CAMPRAL-treated patients discontinued treatment due to an adverse event, as compared to 6% of patients treat-
ed with placebo. In studies longer than 6 months, the discontinuation rate due to adverse events was 7% in both
the placebo-treated and the CAMPRAL-treated patients. Only diarrhea was associated with the discontinuation of
more than 1% of patients (2% of CAMPRAL-treated vs. 0.7% of placebo-treated patients). Other events, including
nausea, depression, and anxiety, while accounting for discontinuation in less than 1% of patients, were neverthe-
less more commonly cited in association with discontinuation in CAMPRAL-treated patients than in placebo-treat-
ed patients. Common Adverse Events Reported in Controlled Trials Common, non-serious adverse events
were collected spontaneously in some controlled studies and using a checklist in other studies. The overall profile
of adverse events was similar using either method. Table 1 shows those events that occurred in any CAMPRAL

treatment group at a rate of 3% or greater and greater than the placebo group in controlled clinical trials with
spontaneously reported adverse events. The reported frequencies of adverse events represent the

proportion of individuals who experienced, at least once, a treatment-emergent adverse event of the type listed,
without regard to the causal relationship of the events to the drug.

Table 1. Events Occurring at a Rate of at Least 3% and Greater than Placebo in any CAMPRAL
Treatment Group in Controlled Clinical Trials with Spontaneously Reported Adverse Events

Body System/ CAMPRAL CAMPRAL CAMPRAL Placebo
Preferred Term 1332 mg/day 1998 mg/day' Pooled?

Number of Patients in 397 1539 2019 1706
Treatment Group

Number (%) of Patients 248(62%) 910(59%) 1231(61%)  955(56%)
with an AE

Body as a Whole 121(30%) 513(33%) 685(34%) 517(30%)
Accidental Injury* 17 (4%) 44 (3%) 70 (3%) 52 (3%)
Asthenia 29 (7%) 79 (5%) 114(6%) 93 (5%)
Pain 6 (2%) 56 (4%) 65 (3%) 55 (3%)
Digestive System 85 (21%) 440(29%) 574(28%) 344(20%)
Anorexia 20 (5%) 35 (2%) 57 (3%) 44 (3%)
Diarrhea 39 (10%) 257(17%) 329(16%) 166(10%)
Flatulence 4 (1%) 55 (4%) 63 (3%) 28 (2%)
Nausea 11 (3%) 69 (4%) 87 (4%) 58 (3%)
Nervous System 150(38%) 417(27%) 598(30%) 500(29%)
Anxiety™ 32 (8%) 80 (5%) 118(6%) 98 (6%)
Depression 33 (8%) 63 (4%) 102(5%) 87 (5%)
Dizziness 15 (4%) 49 (3%) 67 (3%) 44 (3%)
Dry mouth 13 (3%) 23 (1%) 36 (2%) 28 (2%)
Insomnia 34 (9%) 94 (6%) 137(7%) 121(7%)
Paresthesia 11 (3%) 29 (2%) 0 (2%) 34 (2%)

Skin and Appendages 26 (7%) 150(10%)  187(3%) 169(10%)
Pruritus 12 (3%) 68 (4%) 82 (4%) 58 (3%)
Sweating 11 (3%) 27 (2%) 40 (2%) 39 (2%)

“includes events coded as “fracture” by sponsor; *“includes events coded as “nervousness” by sponsor
"includes 258 patients treated with acamprosate calcium 2000 mg/day, using a different dosage strength and
regimen. 2 includes all patients in the first two columns as well as 83 patients treated with acamprosate calcium
3000 mg/day, using a different dosage strength and regimen.

Other Events Observed During the Premarketing Evaluation of CAMPRAL

Following is a list of terms that reflect treatment-emergent adverse events reported by patients treated with
CAMPRAL in 20 clinical trials (4461 patients treated with CAMPRAL, 3526 of whom received the maximum
recommended dose of 1998 mg/day for up to one year in duration). This listing does not include those events
already listed above; events for which a drug cause was considered remote; event terms which were so general as
1o be uninformative; and events reported only once which were not likely to be acutely life-threatening.

Events are further categorized by body system and listed in order of decreasing frequency according to the
following definitions: frequent adverse events are those occurring in at least 1/100 patients (only those not

already listed in the summary of adverse events in controlled trials appear in this listing); infrequent adverse
events are those occurring in 1/100 to 1/1000 patients; rare events are those occurring in fewer than 1/1000
patients. Body as a Whole — Frequent: headache, abdominal pain, back pain, infection, flu syndrome, chest
pain, chills, suicide attempt; Infrequent: fever, intentional overdose, malaise, allergic reaction, abscess, neck pain,
hernia, intentional injury; Rare: ascites, face edema, photosensitivity reaction, abdomen enlarged, sudden death.
Cardiovascular System — Frequent: palpitation, syncope; Infrequent: hypotension, tachycardia, hemorrhage,
angina pectoris, migraine, varicose vein, myocardial infarct, phlebitis, postural hypotension; Rare: heart failure,
mesenteric arterial occlusion, cardiomyopathy, deep thrombophlebitis, shock. Digestive System — Frequent:
vomiting, dyspepsia, constipation, increased appetite; Infrequent: liver function tests abnormal, gastroenteritis,
gastritis, dysphagia, eructation, rectal liver cirrhosis,
esophagitis, hematemesis, nausea and vomiting, hepatitis; Rare: melena, stomach ulcer, cholecystitis, colitis,
duodenal ulcer, mouth ulceration, carcinoma of liver. Endocrine System — Rare: goiter, hypothyroidism. Hemic
and Lymphatic System — /nfrequent: anemia,
Rare: leukopenia, etaboli Disorders — Frequent: peripheral
edema, weight gain; Infrequent: weight loss, hyperg \ycemla SGOT increased, SGPT increased, gout, thirst, hyper-
uricemia, diabetes mellitus, Rare: alkaline increased, creatinine
increased, , lactic increased. System — Frequent: myalgia,
arthralgia; Infrequent: Ieg cramps; Rare: rheumatoid arthritis, myopathy. Nervous System — Frequent: somno-
lence, libido decreased, amnesia, thinking abnormal, tremor, vasodilatation, hypertension; Infrequent: convulsion,
confusion, libido increased, vertigo, withdrawal syndrome, apathy, suicidal ideation, neuralgia, hostility, agitation,
neurosis, abnormal dreams, hallucinations, hypesthesia; Rare: alcohol craving, psychosis, hyperkinesia, twitching,
depersonalization, increased salivation, paranoid reaction, torticollis, encephalopathy, manic reaction.
Respiratory System — Frequent: rhinitis, cough increased, dyspnea, pharyngitis, bronchitis; Infrequent: asthma,
epistaxis, pneumonia; Rare: laryngismus, pulmonary embolus. Skin and Appendages — Frequent: rash;
Infrequent: acne, eczema, alopecia, maculopapular rash, dry skin, urticaria, exfoliative dermatitis, vesiculobullous
rash; Rare: psoriasis. Special Senses — Frequenr abnormal vision, taste perversion; Infrequent: tinnitus, ambly-
opia, deafness; Rare: diploy m — Frequent: impotence; Infrequent:
metrorrhagia, urinary frequency, urinary tvact infection, sexual function abnormal, urinary incontinence, vaginitis;
Rare: kidney calculus, abnormal ejaculation, hemaluna menorrhagia, nocturia, polyuria, urinary urgency. Serious
Adverse Events Observed Durlng the Non-
calcium) Although no causal relationship to CAMPRAL has been found, the serious adverse event of acute kidney
failure has been reported to be temporally associated with CAMPRAL treatment in at least 3 patients and is not
described elsewhere in the labeling.

DRUG ABUSE AND DEPENDENCE

calcium is not a controlled substance. Physical and Psychological
Dependence CAMPRAL dld no( produce any evidence of withdrawal symptoms in patients in clinical trials at
therapeutic doses. Post marketing data, collected retrospectively outside the U.S., have provided no evidence of
CAMPRAL abuse or dependence.

OVERDOSAGE

In all reported cases of acute overdosage with CAMPRAL (total reported doses of up to 56 grams of acamprosate
calcium), the only symptom that could be reasonably associated with CAMPRAL was diarrhea. Hypercalcemia has
not been reported in cases of acute overdose. A risk of hypercalcemia should be considered in chronic
overdosage only. Treatment of overdose should be symptomatic and supportive.
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A commercial program would have to
be limited to those prescription drugs
that are mostly likely to yield savings,
such as a high-volume drug without a
U.S.-approved generic. The administra-
tion is also asking Congress to exclude
drugs or classes of drugs that could pose
increased safety risks in an importation
program, such as controlled substances
or drugs that require refrigeration during
shipping.

And the program must avoid “anti-
competitive provisions” including “forced
sale” clauses and other types of price con-
trols.

The letter also warns Congress that if its
members pass legislation that stifles com-
petition or fails to address safety concerns,
the president’s senior advisors will rec-
ommend a veto.

None of the legislation previously in-
troduced in Congress would meet these
criteria since most of it deals with personal
importation of drugs, a senior adminis-
tration official said in a teleconference an-
nouncing the release of the report.

The American Medical Association re-
cently took a similar position on drug im-
portation. The group said that it supports
importation of prescription drugs by
wholesalers and pharmacies, provided that
the drugs have been FDA approved and
are part of a closed distribution chain.
AMA does not support personal importa-
tion via the Internet until patient safety
can be assured.

“Patient safety must remain the over-
riding concern as we work to make pre-
scription drugs more available and afford-
able for patients. Patients must be
protected from unapproved drugs that
could be unsafe, expired, counterfeit, adul-
terated, misbranded, or inappropriately
labeled,” AMA Trustee Edward L.
Langston, M.D,, said in a statement.

But Sen. Byron Dorgan (D-N.D.), a lead-
ing proponent of the importation of drugs
from other countries, said he never had
much confidence that the HHS study
would be objective and plans to introduce
reimportation legislation.

“Millions of American obtain prescrip-
tion medicines from Canada and other
countries every year and do so safely,” Sen.
Dorgan said in a statement. “The federal
government itself is buying flu vaccine
from abroad right now. The only thing en-
dangered by allowing Americans access to
lower priced FDA-approved medicines
from abroad is the incredibly large profits
of the drug companies who overprice
their medicines in our market, just be-
cause they can.”

The HHS task force was formed early
in 2004 to address questions posed by
Congress in the Medicare Modernization
Act. The law includes a provision that
would allow the importation of prescrip-
tion drugs from Canada if the HHS sec-
retary certifies that the drugs pose no ad-
ditional risk to public health and safety
and would offer significant savings to U.S.
consumers. ]

The HHS Task Force report on prescription
drug importation is available online at
www.hhs.gov/importtaskforce.
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