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BY JOYCE FRIEDEN

ajor pharmaceutical firms have

agreed to offer drug discounts

to Medicare Dbeneficiaries
trapped in the Part D “doughnut hole,”
President Obama has announced.

The president endorsed an agreement
reached between the Pharmaceutical Re-
search and Manufacturers of America
(PhRMA) and Sen. Max Baucus (D-

Mont.), chairman of the Senate Finance
Committee. Mr. Obama explained that
“as part of the health care reform I ex-
pect Congress to enact this year,
Medicare beneficiaries whose spending
falls within this gap will now receive a
discount on prescription drugs of at least
50% from the negotiated price their plan
pays. It’s a reform that will make pre-
scription drugs more affordable for mil-
lions of seniors, and restore a measure of

Combined inistration of racemic (40 mg) and (200 mg), a potent CYP3A4 inhibitor,
decreased the Cn,, and AUC of ketoconazole by 21% and 10%, respectively, and did not significantly affect the
pharmacokinetics of citalopram. Ritonavir-Combined administration of a single dose of ritonavir (600 mg), both
a CYP3A4 substrate and a potent inhibitor of CYP3A4, and escitalopram (20 mg) did not affect the pharmaco-
kinetics of either ritonavir or escitalopram. CYP3A4 and -2C19 Inhibitors-/n vitro studies indicated that CYP3A4
and -2C19 are the primary enzymes involved in the metabolism of esci However, of
escnalopram (20 mg) and ritonavir (600 mg), a potent inhibitor of CYP3A4, did not significantly affect the phar-
of Because escitalop! is ized by multiple enzyme systems, inhibition of a
single enzyme may not appreci decrease i { Drugs
P4502D6-/n vitro studies did not revea\ an inhibitory effect of escitalopram on CYP2D6. In addition, steady state
levels of racemic citalopram were not S|gm1|cantly different in poor metabolizers and extensive CYP2D6 metab-
olizers after multiple-dose ini of ing that inistration, with esci of
a drug that inhibits CYP2D6, is unlikely to have clinically signifi effects on i i
However, there are limited in vivo data suggesting a modest CYP2D6 inhibitory effect for escitalopram, i.e.,
coadministration of escitalopram (20 mg/day for 21 days) with the tricyclic antidepressant desipramine (single
dose of 50 mg), a substrate for CYP2DE, resulted in a 40% increase in Cy,, and a 100% increase in AUC of
i The cllnlca\ igni of this flndlng is unknown. Nevertheless, cautmn is indicated in the
and drugs by CYP2D6. pi ion of 20 mg/day
Lexapro for 21 days in healthy volunteers resulted in a 50% increase in C,,, and 82% increase in AUC of the
beta-adrenergic blocker metoprolol (given in a single dose of 100 mg). Increased metoprolol plasma levels have
been associated with decreased cardioselectivity. Coadministration of Lexapro and metoprolol had no clinically
significant effects on blood pressure or heart rate. Electroconvulsive Therapy (ECT)-There are no clinical
studies of the combined use of ECT and escitalopram.
USE IN SPECIFIC POPULATIONS: Pregnancy; Pregnancy Category C-In a rat embryo/fetal development study,
oral administration of escitalopram (56, 112, or 150 mg/kg/day) to pregnant animals during the period of organo-
genesis resulted in decreased fetal body weight and associated delays in ossification at the two higher doses
(approximately = 56 times the maximum recommended human dose [MRHD] of 20 mg/day on a body surface
area [mg/m2] basis). Maternal toxicity (clinical signs and decreased body weight gain and food consumption),
mild at 56 mg/kg/day, was present at all dose levels. The developmental no-effect dose of 56 mg/kg/day is
approximately 28 times the MRHD on a mg/m? basis. No teratogenicity was observed at any of the doses test-
ed (as high as 75 times the MRHD on a mg/m2 basis). When female rats were treated with escitalopram (6, 12,
24, or 48 mg/kg/day) during pregnancy and through weaning, slightly increased offspring mortality and growth
retardation were noted at 48 mg/kg/day which is approximately 24 times the MRHD on a mg/m2 basis. Slight
maternal toxicity (clinical signs and decreased body weight gain and food consumption) was seen at this dose.
Slightly increased offspring mortality was also seen at 24 mg/kg/day. The no-effect dose was 12 mg/kg/day
which is approximately 6 times the MRHD on a mg/m2 basis. In animal reproduction studies, racemic citalopram
has been shown to have adverse effects on embryo/fetal and postnatal development, including teratogenic
effects, when administered at doses greater than human therapeutic doses. In two rat embryo/fetal development
studies, oral administration of racemic citalopram (32, 56, or 112 mg/kg/day) to pregnant animals during the
period of o is resulted in embryo/fetal growth and survival and an increased incidence of
fetal abnormalities (including cardiovascular and skeletal defects) at the high dose. This dose was also associat-
ed with maternal toxicity (clinical signs, decreased body weight gain). The developmental no-effect dose was
56 mg/kg/day. In a rabbit study, no adverse effects on embryo/fetal development were observed at doses of
racemic citalopram of up to 16 mg/kg/day. Thus, teratogenic effects of racemic citalopram were observed at a
maternally toxic dose in the rat and were not observed in the rabbit. When female rats were treated with racemic
citalopram (4.8, 12.8, or 32 mg/kg/day) from late gestation through weaning, increased offspring mortality
during the first 4 days after birth and persistent offspring growth retardation were observed at the highest dose.
The no-effect dose was 12.8 mg/kg/day. Similar effects on offspring mortality and growth were seen when dams
were treated throughout gestation and early lactation at doses = 24 mg/kg/day. A no-effect dose was not
determined in that study. There are no adequate and well-controlled studies in pregnant women; therefore,
escitalopram should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Pregnancy-Nonteratogenic Effecls Neonates exposed to Lexapro and 01her SSRIs or SNRIs, late in the third
trimester, have developed i requiring p ] pi y support, and tube
feeding. Such complications can arise immediately upon delivery. Reported clinical findings have included respi-
ratory distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty, vomiting, hypoglycemia,
hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, and constant crying. These features are con-
sistent with either a direct toxic effect of SSRIs and SNRIs or, possibly, a drug discontinuation syndrome. It
should be noted that, in some cases, the clinical picture is consistent with serotonin syndrome [see Warnings
and Precautions]. Infants exposed to SSRIs in late pregnancy may have an increased risk for persistent
pulmonary hypertension of the newborn (PPHN). PPHN occurs in 1-2 per 1000 live births in the general popu-
lation and is associated with substantial neonatal morbidity and mortality. In a retrospective, case-control study
of 377 women whose infants were born with PPHN and 836 women whose infants were born healthy, the risk
for developing PPHN was approximately six-fold higher for infants exposed to SSRIs after the 20th week of ges-
tation compared to infants who had not been exposed to antidepressants during pregnancy. There is currently
no corroborative evidence regarding the risk for PPHN following exposure to SSRIs in pregnancy; this is the first
study that has investigated the potential risk. The study did not include enough cases with exposure to individ-
ual SSRIs to determine if all SSRIs posed similar levels of PPHN risk. When treating a pregnant woman with
Lexapro during the third trimester, the physician should carefully consider both the potential risks and benefits
of treatment [see Dosage and Administration). Physicians should note that in a prospective longitudinal study of
201 women with a history of major depression who were euthymic at the beginning of pregnancy, women who
discontinued antidepressant medlcatlon durlng pregnancy were more likely to experience a relapse of major
depression than women who ion. Labor and Delivery-The effect of Lexapro on
labor and delivery in humans is unknown. Nursmg Mothers-Escitalopram is excreted in human breast milk.
Limited data from women taking 10-20 mg showed that breast-fed infants receive
approximately 3.9% of the maternal weight-adjusted dose of escitalopram and 1.7% of the maternal weight-
adjusted dose of desmethylcitalopram. There were two reports of infants experiencing excessive somnolence,
decreased feeding, and weight loss in association with breastfeeding from a racemic cnalopram -treated mother;
in one case, the infant was reported to recover upon di ion of racemic cif by its
mother and, in the second case, no follow-up information was available. Caution should be exercised and breast-
feeding infants should be observed for adverse reactions when Lexapro is administered to a nursing woman.
Pediatric Use-Safety and effectiveness of Lexapro has not been established in pediatric patients (less than 12
years of age) with Major Depressive Disorder. Safety and effectiveness of Lexapro has been established in
adolescents (12 to 17 years of age) for the treatment of major depressive disorder [see Clinical Studies].
Although maintenance efficacy in adolescent patients with Major Depressive Disorder has not been systematical-
ly evaluated, maintenance efficacy can be extrapolated from adult data along with comparisons of escitalopram
pharmacokinetic parameters in adults and adolescent patients. Safety and effectiveness of Lexapro has not been
established in pediatric patients less than 18 years of age with Generalized Anxiety Disorder. Geriatric Use-
Approximately 6% of the 1144 patients receiving escitalopram in controlled trials of Lexapro in major depressive
disorder and GAD were 60 years of age or older; elderly patients in these trials received daily doses of Lexapro
between 10 and 20 mg. The number of elderly patients in these trials was insufficient to adequately assess for
possible differential efficacy and safety measures on the basis of age. Nevertheless, greater sensitivity of some
elderly individuals to effects of Lexapro cannot be ruled out. SSRIs and SNRIs, including Lexapro, have been
associated with cases of cllnlcally significant hyponatremla in elderly patients, who may be at greater risk for this
adverse event [see Hyp In two phar studies, esci half-life was by
approximately 50% in elderly sub]ects as compared to young subjects and Cp,, Was unchanged [see Clinical
Pharmacology]. 10 mg/day is the recommended dose for elderly patients [see Dosage and Administration]. Of
4422 patients in clinical studies of racemic citalopram, 1357 were 60 and over, 1034 were 65 and over, and 457
were 75 and over. No overall differences in safety or effectiveness were observed between these subjects and
younger subjects, and other reported clinical experience has not identified dlfferences in responses between the
elderly and younger patients, but again, greater itivity of some elderly indi cannot be ruled out.
DRUG ABUSE AND DEPENDENCE: Abuse and Dependence; Physical and Psychological Dependence-Animal
studies suggest that the abuse liability of racemic citalopram is low. Lexapro has not been systematically stud-
ied in humans for its potential for abuse, tolerance, or physical dependence. The premarketing clinical experience
with Lexapro did not reveal any drug-seeking behavior. However, these observations were not systematic and it
is not possible to predict on the basis of this limited experience the extent to which a CNS-active drug will be
misused, diverted, and/or abused once marketed. Consequently, physicians should carefully evaluate Lexapro
patients for history of drug abuse and follow such patients closely, observing them for signs of misuse or abuse
(e.g., d p of tolerance, il ions of dose, drug-seeking behavior).
OVERDOSAGE: Human Experience-In clinical trials of escitalopram, there were reports of escitalopram over-
dose, including overdoses of up to 600 mg, with no associated fatalities. During the postmarketing evaluation of
escitalopram, Lexapro overdoses involving overdoses of over 1000 mg have been reported. As with other SSRIs,
a fatal outcome in a patient who has taken an overdose of escitalopram has been rarely reported. Symptoms
most often accompanying escitalopram overdose, alone or in combination with other drugs and/or alcohol,
included convulsions, coma, dizziness, hypotension, insomnia, nausea, vomiting, sinus tachycardia, somno-
lence, and ECG changes (including QT prolongation and very rare cases of torsade de pointes). Acute renal
failure has been very rarely reported g overdose. of Establish and maintain
an airway to ensure adequate ventilation and oxygenation. Gastric evacuation by lavage and use of activated
charcoal should be considered. Careful observation and cardiac and vital sign monitoring are recommended,
along with general symptomatic and supportive care. Due to the large volume of distribution of escitalopram,
forced diuresis, dialysis, hemoperfusmn and exchange transfusion are unllkely to be of benefit. There are no
specific antidotes for Lexapro. In ge, consider the i of multiple-d
The physician should consider contacting a poison comro\ center for additional information on the treatment of
any overdose.
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PRACTICE TRENDS

PhRMA, Senate Panel Reach Deal on Part D

fairness to Medicare Part D.” The esti-
mated cost of the discount program,
which applies only to brand-name drugs,
is $80 billion over the next decade.

Medicare Part D enrollees who are in
the doughnut hole will receive their dis-
counts at the pharmacy and will not
have to fill out any additional paper-
work. They also will receive credit for
the full cost of a drug against their
spending obligation in the doughnut
hole, even though they are actually pay-
ing half that amount.

President Obama noted that under
the Medicare Part D prescription drug
benefit, “Medicare covers up to $2,700 in
yearly prescription costs and then stops,
and the coverage starts back up when the
costs exceed $6,100. [That] means be-
tween $2,700 and $6,100, folks are out of
luck. And this gap in coverage has placed
a crushing burden on many older Amer-
icans who live on fixed incomes and
can't afford thousands of dollars in out-
of-pocket expenses.”

At the White House event, Barry
Rand, CEO of AARP, which endorsed
the agreement, called the deal “an early
win for reform and a major step for-
ward.”

Mr. Rand said, “Too many Americans
who fall into the coverage gap stop tak-
ing their medications because they sim-
ply cannot afford them. They will now
have a new opportunity to lead a health-
ier life.”

Billy Tauzin, president and CEO of
PhRMA, noted in a statement that “even

though we have had policy disagree-
ments in the past [with AARP], this is an
historic coming-together moment.
AARP, the largest advocacy organization
on behalf of American seniors, clearly
recognizes the importance of innova-
tive, cutting-edge medicines to the lives
of patients everywhere.

Sen. Baucus noted in a statement that
when it was created, the Part D benefit
“helped address the problem of sky-
rocketing prescription drug prices for
millions of seniors. [With this agree-
ment] we helped fill the gap in coverage
and finished the job. ... This benefit is
part of our continued commitment to
seniors and our ongoing effort to re-
form health care by lowering health care
costs and ensuring all Americans have ac-
cess to the quality, affordable health care
coverage they deserve.”

The Medicare Rights Center, a con-
sumer group that advocates improved
Medicare benefits, expressed cautious op-
timism about the agreement.”As always,
the devil is in the details,” center president
Joe Baker said in a statement. “We look
forward to working with President Oba-
ma and the Congress to making the
promised discount most useful.”
added that the discount complements the
health reform proposal from the chair-
men of three House committees to phase
out the Part D doughnut hole. “Full cov-
erage of both brand-name and generic
drugs is the best way to ensure people
with Medicare can afford the medicines
they need,” Mr. Baker said. [ ]

FYI

Booklet on Mental lliness in Women
The Substance Abuse & Mental Health
Service Administration has created a
booklet, “Women’s Mental Health:
What It Means to You” to provide in-
fomation on symptoms, and sugges-
tions for support, and solutions to ad-
dress women’s mental health issues.
The booklet can be downloaded from
mentalhealth.samhsa.gov.

Mapping Out the Teen Years

The Substance Abuse and Mental
Health Services Administration is of-
fering a free, high-quality CD called
“The Teen Years: A Road Map for Par-
ents,” that provides expert advice on
adolescence and guidance aimed at
helping adolecents through this transi-
tional time. For more information
about the booklet, visit http:/ /ncadis-
tore.samhsa.gov/catalog/ProductDe-
tails.aspx?ProductID=17459.

Report on Women’s Mental Health

A report from the Substance Abuse and-
Mental Health Services Administration,
“Action Steps for Improving Women'’s
Mental Health,” compiles the latest re-
search and resources on women'’s men-
tal health, and provides strategies for
policy action and research. For online
access to the report, visit mental-
health.samhsa.gow.

Preventing Teen Drug Abuse

The Substance Abuse and Mental Health
Services Administration is offering a free
booklet, “Keeping Your Kids Drug Free:
A Family Guide,” which has been devel-
oped to help parents keep their kids
away from marijuana and other illicit
drugs. Versions aimed at Spanish speak-
ers and African Americans also are avail-
able. For more information, visit
http:/ /ncadistore.samhsa.gov/ catalog/
ProductDetails.aspx?ProductID =17293.
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