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Structured Sleep Eases Transformed Migraines

BY BETSY BATES

Los Angeles Bureau

Los ANGELEs — A structured sleep
modification program significantly re-
duced the frequency and intensity of
headaches in women with transformed
migraines, University of North Carolina
researchers reported at the annual meet-
ing of the American Headache Society.
The strength of the randomized study
was reinforced by the inclusion of a

“sham” behavioral modification arm and
a crossover design.

Dr. Anne H. Calhoun, who serves on
the neurology faculty at UNC in Chapel
Hill, said headache researchers have
known for 125 years about the association
between sleep problems and migraines,
“but whether headaches are the cause or
the result of disrupted sleep is unknown.”

She and her associates previously found
that nearly 84% of subjects with migraine
were tired on awakening, and that well

over half had poor “sleep hygiene,” watch-
ing TV or reading in bed, rising between
one to six times a night to urinate, napping
during the day, and reporting a difficult
time falling asleep.

To see whether improved sleep habits
would influence headaches, the investiga-
tors recruited 43 women referred to the
university for the treatment of trans-
formed migraines: They had a history of
episodic migraines that, over time, evolved
into daily or near-daily headaches with
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BRIEF SUMMARY See package insert for full Prescribing Information.

INDICATIONS AND USAGE: VIVITROL is indicated for the treatment of alcohol dependence in
patients who are able to abstain from alcohol in an outpatient setting prior to initiation of
treatment with VIVITROL. Patients should not be actively drinking at the time of initial
VIVITROL administration. Treatment with VIVITROL should be part of a comprehensive
management program that includes psychosocial support. GONTRAINDICATIONS: VIVITROL
is contraindicated in: e Patients receiving opioid analgesics (see PRECAUTIONS). e Patients
with current physiologic opioid dependence (see WARNINGS). e Patients in acute opiate
withdrawal (see WARNINGS). e Any individual who has failed the naloxone challenge test or
has a positive urine screen for opioids. e Patients who have previously exhibited
hypersensitivity to naltrexone, PLG, carboxymethylcellulose, or any other components of the diluent.

WARNINGS: Hepatotoxicity

Naltrexone has the capacity to cause hepatocellular injury when given in excessive doses.
Naltrexone is contraindicated in acute hepatitis or liver failure, and its use in patients with active
liver disease must be carefully considered in light of its hepatotoxic effects.

The margin of separation between the apparently safe dose of naltrexone and the dose causing
hepatic injury appears to be only five-fold or less. VIVITROL does not appear to be a hepatotoxin
at the recommended doses.

Patients should be warned of the risk of hepatic injury and advised to seek medical attention

if they experience symptoms of acute hepatitis. Use of VIVITROL should be discontinued in the
event of symptoms and/or signs of acute hepatitis.

Eosinophilic pneumonia In clinical trials with VIVITROL, there was one diagnosed case and one
suspected case of eosinophilic pneumonia. Both cases required hospitalization, and resolved
after treatment with antibiotics and corticosteroids. Should a person receiving VIVITROL develop
progressive dyspnea and hypoxemia, the diagnosis of eosinophilic pneumonia should be
considered (see ADVERSE REACTIONS). Patients should be warned of the risk of eosinophilic
pneumonia, and advised to seek medical attention should they develop symptoms of
pneumonia. Clinicians should consider the possibility of eosinophilic pneumonia in patients who
do not respond to antibiotics. Unintended Precipitation of Opioid Withdrawal—To prevent
occurrence of an acute abstinence syndrome (withdrawal) in patients dependent on
opioids, or exacerbation of a pre-existing subclinical abstinence syndrome, patients
must be opioid-free for a minimum of 7-10 days before starting VIVITROL treatment.
Since the absence of an opioid drug in the urine is often not sufficient proof that a patient
is opioid-free, a naloxone challenge test should be employed if the prescribing physician
feels there is a risk of precipitating a withdrawal reaction following administration of
VIVITROL. Opioid Overdose Following an Attempt to Overcome Opiate Blockade VIVITROL
is not indicated for the purpose of opioid blockade or the treatment of opiate dependence.
Although VIVITROL is a potent antagonist with a prolonged pharmacological effect, the blockade
produced by VIVITROL is surmountable. This poses a potential risk to individuals who attempt,
on their own, to overcome the blockade by administering large amounts of exogenous opioids.
Indeed, any attempt by a patient to overcome the antagonism by taking opioids is very
dangerous and may lead to fatal overdose. Injury may arise because the plasma concentration
of exogenous opioids attained immediately following their acute administration may be
sufficient to overcome the competitive receptor blockade. As a consequence, the patient may
be inimmediate danger of suffering life-endangering opioid intoxication (e.g., respiratory arrest,
circulatory collapse). Patients should be told of the serious consequences of trying to overcome
the opioid blockade (see INFORMATION FOR PATIENTS).There is also the possibility that a
patient who had been treated with VIVITROL will respond to lower doses of opioids than
previously used. This could result in potentially life-threatening opioid intoxication (respiratory
compromise or arrest, circulatory collapse, etc.). Patients should be aware that they may be
more_sensitive to lower doses of opioids after VIVITROL treatment is discontinued (see
INFORMATION FOR PATIENTS). PRECAUTIONS: General—When Reversal of VIVITROL
Blockade is Required for Pain Management In an emergency situation in patients receiving
VIVITROL, a suggested plan for pain management is regional analgesia, conscious sedation with
a benzodiazepine, and use of non-opioid analgesics or general anesthesia. In a situation
requiring opioid analgesia, the amount of opioid required may be greater than usual, and the
resulting respiratory depression may be deeper and more prolonged. A rapidly acting opioid
analgesic which minimizes the duration of respiratory depression is preferred. The amount of
analgesic administered should be titrated to the needs of the patient. Non-receptor mediated
actions may occur and should be expected (e.g., facial swelling, itching, generalized erythema,
or bronchoconstriction), presumably due to histamine release. Irrespective of the drug chosen
to reverse VIVITROL blockade, the patient should be monitored closely by appropriately trained
personnel in a setting equipped and staffed for cardiopulmonary resuscitation. Depression and
Suicidality In controlled clinical trials of VIVITROL, adverse events of a suicidal nature (suicidal
ideation, suicide attempts, completed suicides) were infrequent overall, but were more common
in patients treated with VIVITROL than in patients treated with placebo (1% vs. 0). In some
cases, the suicidal thoughts or behavior occurred after study discontinuation, but were in the
context of an episode of depression which began while the patient was on study drug. Two
completed suicides occurred, both involving patients treated with VIVITROL. Depression-related
events associated with premature discontinuation of study drug were also more common in
patients treated with VIVITROL (~1%) than in placebo-treated patients (0). In the 24-week,
placebo-controlled pivotal trial, adverse events involving depressed mood were reported by

10% of patients treated with VIVITROL 380 mg, as compared to 5% of patients treated with
placebo injections. Alcohol dependent patients, including those taking VIVITROL, should be
monitored for the development of depression or suicidal thinking. Families and caregivers of
patients being treated with VIVITROL 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 healthcare provider. Injection Site Reactions VIVITROL injections may be followed by
pain, tenderness, induration, or pruritus. In the clinical trials, one patient developed an area of
induration that continued to enlarge after 4 weeks, with subsequent development of necrotic
tissue that required surgical excision. Patients should be informed that any concerning injection
site reactions should be brought to the attention of the physician (see INFORMATION FOR
PATIENTS). Renal Impairment VIVITROL pharmacokinetics have not been evaluated in subjects
with moderate and severe renal insufficiency. Because naltrexone and its primary metabolite
are excreted primarily in the urine, caution is recommended in administering VIVITROL to
patients with moderate to severe renal impairment. Alcohol Withdrawal Use of VIVITROL does
not eliminate nor diminish alcohol withdrawal symptoms. Intramuscular injections As with
any intramuscular injection, VIVITROL should be administered with caution to patients with
thrombocytopenia or any coagulation disorder (e.g., hemophilia and severe hepatic failure).
Information for Patients Physicians are advised to consult Full Prescribing Information for
information to be discussed with patients for whom they have prescribed VIVITROL. Drug
Interactions Patients taking VIVITROL may not benefit from opioid-containing medicines
(see PRECAUTIONS, Pain Management). Because naltrexone is not a substrate for CYP drug
metabolizing enzymes, inducers or inhibitors of these enzymes are unlikely to change the
clearance of VIVITROL. No clinical drug interaction studies have been performed with VIVITROL
to evaluate drug interactions, therefore prescribers should weigh the risks and benefits of
concomitant drug use. The safety profile of patients treated with VIVITROL concomitantly with
antidepressants was similar to that of patients taking VIVITROL without antidepressants.
Carcinogenesis, Mutagenesis, Impairment of Fertility Carcinogenicity studies have not been
conducted with VIVITROL. Carcinogenicity studies of oral naltrexone hydrochloride
(administered via the diet) have been conducted in rats and mice. In rats, there were small
increases in the numbers of testicular mesotheliomas in males and tumors of vascular origin in
males and females. The clinical significance of these findings is not known. Naltrexone was
negative in the following in vitro genotoxicity studies: bacterial reverse mutation assay (Ames
test), the heritable translocation assay, CHO cell sister chromatid exchange assay, and the
mouse lymphoma gene mutation assay. Naltrexone was also negative in an in vivo mouse
micronucleus assay. In contrast, naltrexone tested positive in the following assays: Drosophila
recessive lethal frequency assay, non-specific DNA damage in repair tests with E. coli and
WI-38 cells, and urinalysis for methylated histidine residues. Naltrexone given orally caused a
significant increase in pseudopregnancy and a decrease in pregnancy rates in rats at
100 mg/kg/day (600 mg/m?/day). There was no effect on male fertility at this dose level. The
relevance of these observations to human fertility is not known. Pregnancy Category C
Reproduction and developmental studies have not been conducted for VIVITROL. Studies with
naltrexone administered via the oral route have been conducted in pregnant rats and rabbits.
Teratogenic Effects: Oral naltrexone has been shown to increase the incidence of early fetal
loss in rats administered =30 mg/kg/day (180 mg/m#day) and rabbits administered
>60 mg/kg/day (720 mg/m?/day). There are no adequate and well-controlled studies of either
naltrexone or VIVITROL in pregnant women. VIVITROL should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus. Labor and Delivery The potential
effect of VIVITROL on duration of labor and delivery in humans is unknown. Nursing Mothers
Transfer of naltrexone and 6}-naltrexol into human milk has been reported with oral naltrexone.
Because of the potential for tumorigenicity shown for naltrexone in animal studies, and because
of the potential for serious adverse reactions in nursing infants from VIVITROL, a decision should
be made whether to discontinue nursing or to discontinue the drug, taking into account the
importance of the drug to the mother. Pediatric Use The safety and efficacy of VIVITROL have
not been established in the pediatric population. Geriatric Use In trials of alcohol dependent
subjects, 2.6% (n=26) of subjects were >65 years of age, and one patient was >75 years of
age. Clinical studies of VIVITROL did not include sufficient numbers of subjects age 65 and over
to determine whether they respond differently from younger subjects. ADVERSE REACTIONS In
all controlled and uncontrolled trials during the premarketing development of VIVITROL, more than
900 patients with alcohol and/or opioid dependence have been treated with VIVITROL.
Approximately 400 patients have been treated for 6 months or more, and 230 for 1 year or
longer. Adverse Events Leading to Discontinuation of Treatment In controlled trials of
6 months or less, 9% of patients treated with VIVITROL discontinued treatment due to an adverse
event, as compared to 7% of the patients treated with placebo. Adverse events in the VIVITROL
380-mg group that led to more dropouts were injection site reactions (3%), nausea (2%),
pregnancy (1%), headache (1%), and suicide-related events (0.3%). In the placebo group, 1% of
patients withdrew due to injection site reactions, and 0% of patients withdrew due to the other
adverse events. Common Adverse Events The most common adverse events associated with
VIVITROL in clinical trials were nausea, vomiting, headache, dizziness, fatigue, and injection site
reactions. For a complete list of adverse events, please refer to the VIVITROL package insert for
full Prescribing Information. A majority of patients treated with VIVITROL in clinical studies had
adverse events with @ maximum intensity of “mild” or “moderate.” OVERDOSAGE: There is
limited experience with overdose of VIVITROL. Single doses up to 784 mg were administered to
5 healthy subjects. There were no serious or severe adverse events. The most common effects
were injection site reactions, nausea, abdominal pain, somnolence, and dizziness. There were
no significant increases in hepatic enzymes. In the event of an overdose, appropriate supportive
treatment should be initiated. This brief summary is based on VIVITROL Prescribing Information
(VIV 500 Apr 2006).
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somewhat decreased severity and fewer
typical migraine features, such as photo-
phobia and/or phonophobia.

The women in the cohort were in their
early to mid-30s, on average, and had ex-
perienced chronic headaches for a mean of
11 years. Three-fourths experienced med-
ication-overuse headaches.

All of the women received usual medical
care, which included a tapering of overused
headache medications, preventive therapy,
and treatment of acute headaches.

The 23 women who were randomly se-
lected to receive sleep behavior modifica-
tion were instructed to keep a consistent
bedtime, spend 8 hours a night in bed, dis-
continue reading or television watching in
bed, and refrain from taking naps. They
learned visualization techniques to help
them fall asleep, and, to reduce nocturia,
they were told to eat dinner at least 4
hours before bedtime and to limit fluid in-
take within 2 hours of bedtime.

“The sham instructions were selected for
their impotence on headache frequency or
intensity, but they had to seem plausible to

participants,”

After 6 weeks of Dr. Calhoun
behavioral sleep 2 The 20
L ) women as-
modification, signed to the
headache sham  group

were instructed
to schedule a
consistent din-
ner time, apply
acupressure for
2 minutes twice
a day, keep a

intensity had record Of hq_
uids consumed

o
dropped by 40%. 4 e the day

and eat some protein as a part of breakfast.

At 6 weeks” follow-up, headache fre-
quency had declined by 29% and headache
intensity had dropped by 40% in the
women who received behavioral sleep
modification, compared with insignificant
changes among those who received sham
instructions.

Moreover, 8 of 23 women in the sleep
modification group no longer met the de-
tinition for transformed migraine patients.
Instead, they now experienced episodic
headaches.

All study participants were then en-
rolled in a 6-week, open-label trial of sleep
behavior modification.

After 6 weeks, 13 of 23 (58%) of the
women in the original sleep modification
group had reverted from transformed to
episodic headaches and 9 of 20 (43%) of
the crossover group had done the same.

Adherence to sleep guidelines was cor-
related with headache improvement. No
subject who still had three to five indica-
tors of poor sleep habits reverted to
episodic headaches. In contrast, nearly all
of the subjects who had “clean” sleep hy-
giene at the end of the study reverted to
episodic rather than chronic daily or near-
daily headaches.

“Quite clearly, further studies are need-
ed to confirm these results and to explore
a possible mechanism by which non-
restorative sleep may be involved in
headache,” Dr. Calhoun said. m

frequency had
declined hy
29% and
headache
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