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Brief summary: For complete details, please see full
Prescribing Information for Megace® ES.

INDICATIONS AND USAGE

Megace® ES (megestrol acetate) oral suspension is indicat-
ed for the treatment of anorexia, cachexia, or an unex-
plained, significant weight loss in patients with a diagnosis of
acquired immunodeficiency syndrome (AIDS).

CONTRAINDICATIONS

History of hypersensitivity to megestrol acetate or any com-
ponent of the formulation. Known or suspected pregnancy.

WARNINGS

Megestrol acetate may cause fetal harm when administered
to a pregnant woman. For animal data on fetal effects, (see
PRECAUTIONS: Impairment of Fertility section). There
are no adequate and well-controlled studies in pregnant
women. If this drug is used during pregnancy, or if the patient
becomes pregnant while taking (receiving) this drug, the
patient should be apprised of the potential hazard to the
fetus. Women of childbearing potential should be advised to
avoid becoming pregnant.

Megestrol acetate is not intended for prophylactic use to
avoid weight loss. (See also PRECAUTIONS:
Carcinogenesis, Mutagenesis, and Impairment of
Fertility section.)

The glucocorticoid activity of megestrol acetate oral suspen-
sion has not been fully evaluated. Clinical cases of new
onset diabetes mellitus, exacerbation of pre-existing dia-
betes mellitus, and overt Cushing’s Syndrome have been
reported in association with the chronic use of megestrol
acetate. In addition, clinical cases of adrenal insufficiency
have been observed in patients receiving or being withdrawn
from chronic megestrol acetate therapy in the stressed and
non-stressed state. Furthermore, adrenocorticotropin
(ACTH) stimulation testing has revealed the frequent occur-
rence of asymptomatic pituitary-adrenal suppression in
patients treated with chronic megestrol acetate therapy.
Therefore, the possibility of adrenal insufficiency should be
considered in any patient receiving or being withdrawn from
chronic Megace® ES therapy who presents with symptoms
and/or signs suggestive of hypoadrenalism (e.g., hypoten-
sion, nausea, vomiting, dizziness, or weakness) in either the
stressed or non-stressed state. Laboratory evaluation for
adrenal insufficiency and consideration of replacement or
stress doses of a rapidly acting glucocorticoid are strongly
recommended in such patients. Failure to recognize inhibi-
tion of the hypothalamic-pituitary-adrenal axis may result in
death. Finally, in patients who are receiving or being with-
drawn from chronic Megace® ES therapy, consideration
should be given to the use of empiric therapy with stress
doses of a rapidly acting glucocorticoid during stress or seri-
ous intercurrent illness (e.g., surgery, infection).

PRECAUTIONS

General

Therapy with Megace® ES (megestrol acetate) oral suspen-
sion for weight loss should only be instituted after treatable
causes of weight loss are sought and addressed. These
treatable causes include possible malignancies, systemic
infections, gastrointestinal disorders affecting absorption,
endocrine disease and renal or psychiatric diseases.

Effects on HIV viral replication have not been determined.

Use with caution in patients with a history of throm-
boembolic disease.

Use in Diabetics

Exacerbation of pre-existing diabetes with increased insulin
requirements have been reported in association with the use
of megestrol acetate.

Information for Patients

Patients using Megace® ES (megestrol acetate) should
receive the following instructions:

1. This medication is to be used as directed by the physician.

2. Megace® ES (625 mg/5 mL) does not contain the same
amount of megestrol acetate as Megace® oral suspen-
sion or any of the other megestrol acetate oral suspen-
sions. Megace® ES contains 625 mg of megestrol
acetate per 5 mL whereas Megace® oral suspension
and other megestrol acetate oral suspensions contain
800 mg per 20 mL.

3. The prescriber should inform the patient about the
product differences to avoid overdosing or under-
dosing of megestrol acetate. The recommended
adult dosage of Megace® ES is one teaspoon (5 mL)
once a day. Please see table in DOSAGE AND
ADMINISTRATION section.

4. Report any adverse reaction experiences while taking
this medication.

5. Use contraception while taking this medication if you
are a woman capable of becoming pregnant.

6. Notify your physician if you become pregnant while tak-
ing this medication.

Drug Interactions

Pharmacokinetic studies show that there are no significant
alterations in pharmacokinetic parameters of zidovudine or
rifabutin to warrant dosage adjustment when megestrol
acetate is administered with these drugs. A pharmacokinetic
study demonstrated that coadministration of megestrol
acetate and indinavir results in a significant decrease in the
pharmacokinetic parameters (~36% for Cmax and ~28% for
AUC) of indinavir. Administration of a higher dose of indinavir
should be considered when coadministering with megestrol
acetate. The effects of indinavir, zidovudine or rifabutin on
the pharmacokinetics of megestrol acetate were not studied.

Carcinogenesis, Mutagenesis, and Impairment of
Fertility

Carcinogenesis

Data on carcinogenesis were obtained from studies conduct-
ed in dogs, monkeys and rats treated with megestrol acetate
at doses 53.2, 26.6 and 1.3 times lower than the proposed
dose (13.3 mg/kg/day) for humans.  No males were used in
the dog and monkey studies. In female beagles, megestrol
acetate (0.01, 0.1 or 0.25 mg/kg/day) administered for up to
7 years induced both benign and malignant tumors of the
breast. In female monkeys, no tumors were found following
10 years of treatment with 0.01, 0.1 or 0.5 mg/kg/day mege-
strol acetate. Pituitary tumors were observed in female rats
treated with 3.9 or 10 mg/kg/day of megestrol acetate for 
2 years. The relationship of these tumors in rats and dogs to
humans is unknown but should be considered in assessing
the risk-to-benefit ratio when prescribing Megace® ES
(megestrol acetate) oral suspension and in surveillance of
patients on therapy. (See WARNINGS section.)

Mutagenesis

No mutagenesis data are currently available.

Impairment of Fertility

Perinatal/postnatal (segment III) toxicity studies were per-
formed in rats at doses (0.05 to 12.5 mg/kg) less than that
indicated for humans (13.3 mg/kg); in these low dose studies,
the reproductive capability of male offspring of megestrol
acetate-treated females was impaired. Similar results were
obtained in dogs. Pregnant rats treated with megestrol
acetate showed a reduction in fetal weight and number of live
births, and feminization of male fetuses. No toxicity data are
currently available on male reproduction (spermatogenesis).

Pregnancy

Pregnancy Category X. (See WARNINGS and PRECAU-
TIONS: Impairment of Fertility sections.) No adequate animal
teratology information is available at clinically relevant doses.

Nursing Mothers

Because of the potential for adverse effects on the newborn,
nursing should be discontinued if Megace® ES (megestrol
acetate) oral suspension is required.

Use in HIV Infected Women

Although megestrol acetate has been used extensively in
women for the treatment of endometrial and breast cancers,
its use in HIV infected women has been limited.

All 10 women in the clinical trials reported breakthrough bleeding.

Pediatric Use

Safety and effectiveness in pediatric patients have not been
established.

Geriatric Use

Clinical studies of megestrol acetate oral suspension in the
treatment of anorexia, cachexia, or an unexplained, signifi-
cant weight loss in patients with AIDS did not include suffi-
cient numbers of patients aged 65 years and older to deter-
mine whether they respond differently than younger patients.
Other reported clinical experience has not identified differ-
ences in responses between elderly and younger patients. In
general, dose selection for an elderly patient should be cau-
tious, usually starting at the low end of the dosing range,
reflecting the greater frequency of decreased hepatic, renal,
or cardiac function, and of concomitant disease or other drug
therapy.

Megestrol acetate 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 eld-
erly patients are more likely to have decreased renal func-
tion, care should be taken in dose selection, and it may be
useful to monitor renal function.

ADVERSE REACTIONS

Clinical Adverse Events

Adverse events which occurred in at least 5% of patients in
any arm of the two clinical efficacy trials and the open trial
are listed below by treatment group. All patients listed had at
least one post baseline visit during the 12 study weeks.
These adverse events should be considered by the physi-
cian when prescribing Megace® ES (megestrol acetate) oral
suspension.

Adverse events which occurred in 1% to 3% of all patients
enrolled in the two clinical efficacy trials with at least one fol-
low-up visit during the first 12 weeks of the study are listed
below by body system. Adverse events occurring less than

1% are not included. There were no significant differences
between incidence of these events in patients treated with
megestrol acetate and patients treated with placebo.

Body as a Whole - abdominal pain, chest pain, infection,
moniliasis and sarcoma; Cardiovascular System -
cardiomyopathy and palpitation; Digestive System -
constipation, dry mouth, hepatomegaly, increased salivation
and oral moniliasis; Hemic and Lymphatic System -
leukopenia; Metabolic and Nutritional - LDH increased,
edema and peripheral edema; Nervous System - paresthe-
sia, confusion, convulsion, depression, neuropathy, hypes-
thesia and abnormal thinking; Respiratory System -
dyspnea, cough, pharyngitis and lung disorder; Skin and
Appendages - alopecia, herpes, pruritus, vesiculobullous
rash, sweating and skin disorder; Special Senses - ambly-
opia; Urogenital System - albuminuria, urinary inconti-
nence, urinary tract infection and gynecomastia

Postmarketing

Postmarketing reports associated with megestrol acetate oral
suspension include thromboembolic phenomena including
thrombophlebitis and pulmonary embolism and glucose intol-
erance (see WARNINGS and PRECAUTIONS sections).

OVERDOSAGE

No serious unexpected side effects have resulted from stud-
ies involving megestrol acetate oral suspension adminis-
tered in dosages as high as 1200 mg/day. Megestrol acetate
has not been tested for dialyzability; however, due to its low

solubility it is postulated that dialysis would not be an effec-
tive means of treating overdose.

DOSAGE AND ADMINISTRATION

The recommended adult initial dosage of Megace® ES
(megestrol acetate) oral suspension is 625 mg/day (5mL/day
or one teaspoon daily). Please refer to the table below for
correct dosing and administration. Shake container well
before using.

In clinical trials evaluating different dose schedules, daily
doses of 400 and 800 mg/day of megestrol acetate oral sus-
pension (800 mg/20 mL equivalent to 625 mg/5 mL of
Megace® ES formula) were found to be clinically effective.

SPECIAL HANDLING

Health Hazard Data

There is no threshold limit value established by OSHA,
NIOSH, or ACGIH.

Exposure or overdose at levels approaching recommended
dosing levels could result in side effects described above
(see WARNINGS and ADVERSE REACTIONS sections).
Women at risk of pregnancy should avoid such exposure.

Manufactured by:

PAR PHARMACEUTICAL, INC.

Spring Valley, NY 10977 

www.MegaceES.com

Megace® is a registered trademark of Bristol-Myers Squibb
Company licensed to Par Pharmaceutical, Inc.
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ADVERSE EVENTS
% of Patients Reporting

Trial 1
(N=236)

Trial 2
(N=87)

Open 
Label
Trial

Megestrol Acetate,
mg/day

No. of Patients

Placebo
0

N=34
100

N=68
400

N=69
800

N=65

Placebo
0

N=38
800

N=49
1200

N=176
Diarrhea
Impotence
Rash
Flatulence
Hypertension
Asthenia
Insomnia
Nausea
Anemia
Fever
Libido Decreased
Dyspepsia
Hyperglycemia
Headache
Pain
Vomiting
Pneumonia
Urinary Frequency

15 
3 
9 
9 
0 
3 
0 
9 
6 
3 
3 
0 
3 
6 
6 
9 
6 
0

13 
4 
9 
0 
0 
2 
3 
4 
3 
6 
4 
0 
0 

10 
0 
3 
2 
0

8 
6 
4 
1 
0 
3 
4 
0 
3 
4 
0 
3 
6 
1 
0 
0 
0 
1

15 
14 
12 
9 
8 
6 
6 
5 
5 
5 
5 
3 
3 
3 
2 
2 
2 
2

8 
0 
3 
3 
0 
8 
0 
3 
0 
3 
0 
5 
0 
3 
5 
3 
3 
5

6 
4 
2 

10 
0 
4 
0 
4 
0 
2 
2 
4 
0 
0 
6 
6 
0 
2

10 
7 
6 
6 
4 
5 
1 
5 
0 
1 
1 
2 
3 
3 
4 
4 
1 
1

PRODUCT DIFFERENCES

Megace® ES
Oral Suspension

Megace® and other
megestrol acetate 
oral suspensions

mg/mL 125 mg/mL 40 mg/mL

Recommended
Daily Dose

625 mg 800 mg

Daily Volume
Intake

5 mL
(teaspoon)

20 mL
(dosing cup)

Formulation
Concentrated 

formula
Regular Formula
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Adult ADHD Prescriptions Doubled in 4 Years
B Y  R O B E R T  F I N N

San Francisco Bureau

The number of young adults, aged
20-44 years, receiving prescriptions
for adult attention-deficit hyperac-

tivity disorder has more than doubled in
just 4 years, according to an analysis by
Medco Health Solutions Inc.

And the increase in prescriptions for
adult ADHD is likely to continue, pre-
dicted Lon Castle, M.D., director of med-

ical policy and programs for Medco.
The analysis, based on a random sam-

ple of 2.4 million patients from the com-
pany’s 60 million member database,
showed that just over 1% of all adults were
on ADHD medications in 2004, compared
with 0.5% in 2000.

Medco is in the business of managing
prescription drug benefit programs for
public and private employers, health
plans, labor unions, and government
agencies. 

The ADHD analysis, part of the com-
pany’s annual Drug Trend Analysis, was
highlighted on Sept. 15, 2005, at Medco’s
Best Practices Workshop in Chicago.

Dr. Castle pointed to recent epidemio-
logic studies indicating that about 4.4% of
the adult population have ADHD, but
only about 20% of these people have been
properly diagnosed.

Increased awareness of adult ADHD
among the medical community and the
general population is likely to result in fur-

ther increases in prescription rates.
In addition to the overall increase in

adult ADHD prescriptions, the study un-
covered several other interesting facts. For
example, the use of ADHD medication in-
creased 44% faster among women aged
20-44 years than it did among men in the
same age group.

Furthermore, the most recent data
show that in 2004, women aged 20-64
years used ADHD medications just as fre-
quently as did men in the same age group.
This is noteworthy, because in the pedi-
atric population about twice as many boys
as girls use ADHD medication.

“[This finding is] consistent with the sci-
ence, in that more women relative to men
present in adulthood,” said Lenard Adler,
M.D., director of the adult ADHD pro-
gram at New York University, in an inter-
view.

“Women tend to have more inattentive
symptoms in general, and therefore, they
have more trouble with daydreaming and
distraction and organization and planning,
rather than being more frankly hyperac-
tive and disruptive [as are boys],” Dr. Alder
said.

In 2004, nearly 78% of all adult ADHD
prescriptions were for brand-name med-
ications, a 30% increase since 2000 in the
use of brands.

“Usually, we’re talking about people
switching to generic drugs,” Dr. Castle said
in an interview. “We see the switch in this
category to brand name drugs, which are
going to be more expensive.”

He attributed this unusual pattern to the
fact that adults are more likely to take the
newer, extended-release ADHD medica-
tions, which have not yet gone off patent.

This is likely to change later this year
and early in 2006, when Concerta (ex-
tended-release methylphenidate HCl) and
Adderall XR (an extended-release mixture
of several amphetamines) are both sched-
uled to lose their patent protection.

Dr. Adler cautioned that the increase in
adult ADHD prescribing is positive, but
still insufficient, because such a large per-
centage of adults with the disorder remain
undiagnosed and untreated.

“The consequences of not getting it
treated are really significant,” he said.
“We know that adults with ADHD are
more likely to be unemployed or under-
employed. We know they’re more likely
to be divorced or separated. They’re
more likely to smoke. If untreated,
they’re more likely to use substances.
They’re more likely to have motor vehi-
cle accidents.” And he referred to a recent
study showing that the annual lost
household income from ADHD is about
$77 billion.

Some skeptics contend that adult
ADHD is not a real disorder, but Dr. Cas-
tle said the evidence suggests otherwise.
“The medical community and our health
agencies in the government are also rec-
ognizing that this is real and that we’re just
seeing the tip of the iceberg. We’re kind
of sounding a warning.

“Rather than burying their heads in the
sand, it might be better for the managed
care companies to really take a critical look
at this and do some planning.” ■
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