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Ultrasound Plus Clot Buster Better for Acute Stroke

BY ROBERT FINN

San Francisco Bureau

atients suffering from acute ischemic

stroke are significantly more likely

to achieve recanalization and/or ear-
ly or dramatic clinical recovery if throm-
bolytic therapy is combined with contin-
uous transcranial Doppler sonography,
according to a study by Andrei V. Alexan-
drov, M.D., of the University of Texas,
Houston, and colleagues.

Of 63 patients receiving ultrasound com-
bined with tissue plasminogen activator (t-
PA), 31 (49%) achieved recanalization
and/or clinical recovery within 2 hours,
compared with 19 of 63 patients (30%) who
received t-PA combined with sham sonog-
raphy. Within 2 hours, 16 (25%) of the pa-
tients in the treatment group experienced
both recanalization and clinical recovery,
compared with 5 (8%) of the control group.
Both differences were statistically signifi-
cant (N. Engl. J. Med. 2004;351:2170-8).

All patients had occlusions of the mid-
dle cerebral artery, and all were treated
within 3 hours of the onset of symptoms.
The patients were randomly assigned to
the treatment or the control group.

Known as the Combined Lysis of
Thrombus in Brain Ischemia Using Tran-
scranial Ultrasound and Systemic t-PA
(CLOTBUST) trial, the study was funded
in part by the National Institute of Neu-
rological Disorders and Stroke, a unit of
the National Institutes of Health.
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RELPAX’ (eletriptan hydrobromide) Tablets
BRIEF SUMMARY OF PRESCRIBING INFORMATION

CONTRAINDICATIONS: RELPAX Tablets should not be given to patients with ischemin heaﬂ disease (e.g., angina pectoris,
history of myocardial infarction, or documented silent ischemia) or to pal we symptoms, or findings consistent
with ischemic heart disease, coronary artery vasospasm, Innludlnu Prlnzmmals varlanl angina, or other significant
underlying cardiovascular disease (see WARNINGS). RELPAX Tablets should not be given to patients with cerebrovascular
synnmmss including (but not limited to) strokes of any type as well as tr: ischemic attacks (see WARNINGS).
RELPAX Tablets should not be given to patients with peripheral vascular disease including (but not limited to) ischemic
bowel disease (see WARNINGS). Because RELPAX Tablets may increase blood pressure, it should not be given to patients with
uncontrolled hypertension (see WARNINGS). RELPAX Tablets should not be administered to patients with hemiplegic or
basilar migraine. RELPAX Tablets should not be used within 24 hours of treatment with another 5-HT, agonist, an
ergotamine-containing or ergot-type medication such as dihydroergotamine (DHE) or methysergide. RELPAX Tablets
should not be used in patients with known hypersensitivity to eletriptan or any of its inactive ingredients. RELPAX Tablets
should not be given to patients with severe hepatic impairment.
WARNINGS: RELPAX Tablets should only be used where a clear diagnosis of migraine has been established. CYP3A4
Inhibitors: Eletriptan should not be used in at least 72 hours of treatment with the following potent CYP3A4 inhibitors:
ketoconazole, itraconazole, nefazodone, troleandomycin, clanlhrnmy Eletriptan should not be
used within 72 hours with drugs that have demonstrated potent CYP3AA in and have this potent effect described in
the CONTRAINDICATIONS, WARNINGS or PRECAUTIONS sections of (h:lr Iah!llng In a coronary angiographic study of
rapidly infused intravenous eletriptan to concentrations exceeding those achieved with 80 mg oral eletriptan in the
presence of potent CYP3A4 inhibitors, a small dose-related decrease in coronary anery diameter similar to that seen with
a 6 mg subcutaneous dose of sumatriptan was observed. Risk of Myocardial Ischemia and/or Infarction and Other Cardiac
Events: Because of the potential of 5-HT, agonists to cause coronary vasospasm, elelnplan should not be given to patients
with documented ischemic or vasospastic coronary artery disease (CAD) (see CONTRAINDICATIONS). It is strongly
recommended that eletriptan not be given to patients in whom unrecognized CAD is predicted by the presence of risk
factors (e.g., hypertension, hypercholesterolemia, smoker, obesity, diabetes, strong hlmly history of CAD, female with
hysiological menopause, or male over 40 years of age) uness a cardiovascular evaluafion provides
jinical evidence that the patient is reasonably free of coronary artery and ischemic myocardial disease or
other significant underlying cardiovascular disease. The sensitivity of cardiac diagnostic procedures to detect
cardiovascular disease or predisposition to coronary artery vasospasm is modest, at best. If, during the cardiovascular
evaluation, the patient's medical history, electrocardiographic, or other investigations reveal |mnmgs indicative o, or
consistent with coronary arlery vasospasm or myocardial ischemia, eletriptan should n inistered
(see CONTRAINDICATIONS). For patients with risk factors predictive of CAD, who are determined |n have a satisfactory
cardiovascular evaluation, it is strongly recommended that administration of the first dose of eletriptan take place in the
setting of a physician’s office or similar medically staffed and equipped facility unless the patient has previously received
eletriptan. Because cardiac ischemia can occur in the absence of clinical symptoms, consideration should be given to
obtaining on the first occasion of use an electrocardiogram (ECG) during the interval immediately following administration
of RELPAX Tablets, in these patients with risk factors. It is recommended that patients who are intermittent long-term users
of 5-HT, agonists including RELPAX Tablets, and who have or acquire risk factors predictive of CAD, as described above,
undergo periodic cardiovascular evaluation as they continue to use RELPAX Tablets. The systematic approach described
ahove is intended to reduce the likelihood that patients with unrecognized cardiovascular disease will be inadvertently
exposed o eletriptan. Cardiac Events and Fatalities Associated With 5-HT, Agonists: Serious adverse cardiac events,
including acute myocardial infarction, life-threatening disturbances of cardiac rhythm, and death have been reported within a
few hours following the administration of other 5-HT, agonists. Considering the extent of use of 5-HT, agonists in patients with
migraine, the incidence of these events is extremely low. Premarketing experience with eletriptan among the 7,143 unique
individuals who received eletriptan during pre-marketing ciinical trials: In a clinical pharmacology study, in subjects undergoing
diagnostic coronary angiography, a subject with a history of angina, hypertension and hypercholesterolemia, receiving
intravenous eletriptan (G, of 127 ng/mL equivalent to 60 mg oral eletriptan), reported chest tightness and experienced
angiographically documented coronary vasospasm with no ECG changes of ischemia. There was also one report of atrial
fibrillation in a patient with a past history of atrial fibrillation. Postmarketing experience with eletriptan: There was one report of
myocardial infarction and death in a patient with Tisk factors strong family history
of CAD) in association with inappropriate_concomitant use of eletriptan and_sumatriptan. The uncontrolled nature of
postmarketing surveillance, however, makes it impossible to determine definitively i the case was aclually caused by eletriptan
or to reliably assess causation in individual cases. Cerebrovascular Events and Fatalities Associated With 5-HT, Agonists:
Cerebral hemorrhage, subarachnoid hemorthage, siroke, and other cerebrovascular events have been rennneu in patients
treated with 5-HT, agonists, and some have resulted in fatalities. In a number of cases, it appears possible that the
cerebrovascular evenis were primary, the agonist having been administered in the incorrect belief that the symptoms
experienced were a consequence of migraine, when they were not. It should be noted that patients with migraine may be at
increased risk of certain cerebrovascular events (e.q., stroke, hemorrhage, and transient ischemic attack). Other Vasospasm-
Related Events: 5-HT, agonists may cause vasospastic reactions other than coronary artery vasospasm. Both peripheral
vascular ischemia and colonic ischemia with abdominal pain and bloody diarrhea have been reported with 5-HT, agonists.
Increase in Blood Pressure: Significant elevation in blood pressure, including hypertensive crisis, has been reported on rare
occasion in patients receiving 5-HT, agonists with and without a history of hypertension. In clinical pharmacology studies, oral
eletriptan (at doses of 60 mg or more) was shown to cause small, iransient dose-related increases in blood pressure,
predominantly diastolic, consistent with its mechanism of action and with other 5-HT,s,, agonists. The effect was more
pronounced in renally impaired and elderly subjects. A single patient with hepatic cirthosis received eletriptan 80 mg and
experienced a blood pressure of 220/96 mm Hg five hours after dosing. The treatment related event persisted for seven hours.
Eletriptan s contraindicated in patients with uncontrolled hypertension (see CONTRAINDICATIONS). An 18% increase in mean
pulmonary artery pressure was seen following dosing with another 5-HT, agonist in a study evaluating subjects undergoing
cardiac catheterization.
PRECAUTIONS: General: As with other 5-HT, agonists, sensations of tightness, pain, pressure and heaviness have been
reported after treatment with eletriptan in the precordium, throat, and jaw. Events that are localized to the chest, throat, neck
and jaw have not been associated with arrhythmias or ischemic ECG changes in clinical trials; in a clinical pharmacology study
of subjects undergoing diagnostic coronary angiography, one subject with a history of angina, hypertension and
hypercholesterolemia, receiving intravenous eletriptan, reported chest tightness and experienced angiographically documented
coronary vasospasm with no ECG changes of ischemia. Because 5-HT, agonists may cause coronary artery vasospasm,
patients who experience signs or symptoms suggestive of angina following dosing should be evaluated for the presence of CAD
or a predisposition to Prinzmetal’s variant angina before receiving additional doses of medication, and should be monitored
electrocardiographically if dosing is resumed and similar symptoms recur. Similarly, patients who experience other symptoms
or signs suggestive of ecreased arterial flow, such as ischemic bowel syndrome or Raynaud's syndrome following the use of
any 5-HT, agonist are candidates for further evaluation (see CONTRAINDICATIONS and WARNINGS). Hepatically Impaired
Patients: The effects of severe hepatic impairment on eletriptan metabolism was not evaluated. Subjects with mild or moderate
hepatic impairment demonstrated an increase in both AUC (34%) and half-ife. The C,y, was increased by 18%. Eletriptan
should not be used in patients with severe hepatic impairment. No dose adjustment is necessary in mild to moderate
impairment. Binding to Melanin-Containing Tissues: In rats treated with a single intravenous (3 mg/kg) dose of radiolabeled
eletriptan, elimination of radioactvity from the reina was prolonged, suggesting that eletriptan and/or its metabolites may bind
1o the melanin of the eye. Because there could be accumulation in melanin-rich tissues over time, this raises the possibility that
eletriptan could cause toxicity in these tissues after extended use. Although no systematic monitoring of ophthaimologic
function was undertaken in clinical trials, and no specific recommendations for ophthalmologic monitoring are offered,
prescribers should be aware of the possibility of long-term ophthalmologic effects. Corneal Opacities: Transient corneal
opacities were seen in dogs receiving oral eletriptan at 5 mg/kg and above. They were observed during the first week of
treatment, but were not present thereater despite continued treatment. Exposure at the no-effect dose level of 2.5 mg/kg was
approximately equal to that aumeveu in humans at the maximum rscummendsd daily dose. Laboratory Tests: No specific
Iaboratory tests are rug Interactions: 7 s: Ergot-Containing drugs have been reported to
cause prolonged vasospastic veawnns Secause thoce ofece may be adm\lve use of ergotamine-containing or ergot-type
medications (like dihydroergotamine [DHE] or methysergide) and eletriptan within 24 hours of each other is not recommended
(see CONTRAINDICATIONS). CYP3A4 Inhibitors: Eletriptan is metabolized primarily by CYP3Ad (see WARNINGS regarding use
with potent CYP3AA inhibitors). Monoamine Oxidase Inhibitors: Eletriptan is not a substrate for monoamine oxidase (MAO)
enzymes, therefore there is no expectation of an interaction between eletriptan and MAO inhibitors. Propranolol: The C,v, ant
AUC of eletriptan were increased by 10 and 33% respectively in the presence of propranolol. No interactive increases i blood
pressure were observed. No dosage adjustment appears to be needed for patients taking propranolol. Selective serotonin
reuptake inhibitors (SSRIs): SSRIs (e.q., fluoxetine, fluvoxamine, paroxetine, sertraline) have been reported, rarely, to cause
weakness, hyperreflexia, and incoordination when coadministered with 5-HT, agonists. If concomitant treatment with eletriptan
and an SSRI is clinically warranted, appropriate observation of the patient is advised. Other 5-HT, agonists: Concomitant use
of other 5-HT, agonists within 24 hours of RELPAX treatment is not recommended (see CONTRAINDICATIONS).
Drug/Laboratory Test Interactions: RELPAX Tablets are not known to interfere with commonly employed clinical laboratory
tests. Carcinogenesis: Lifetime carcinogenicity studies, 104 weeks in duration, were carried out in mice and rats by
administering eletriptan in the diet. In rats, the incidence of testicular interstitial cell adenomas was increased at the high dose
of 75 mokg/day. The estimated exposure (AUC) to parent drug at that dose was approximately 6 imes that acmeved in humans
receiving the maximum recommended daily dose (MRDD) of 80 mg, and at the no-effect dose of 15 mo/kg/day it was
approximately 2 times the human exposure at the MRDD. In mice, the incidence of hepatocellular adenomas was increased at
the high dose of 400 mg/kg/day. The exposure to parent drug (AUC) at that dose was approximately 18 times that achieved in
humans receiving the MRDD, and the AUC at the no-effect dose of 90 mg/kg/day was approximately 7 times the human
exposure at the MRDD. Mutagenesis: Eletriptan was not mutagenic in bacterial or mammalian cell assays in vitro, testing
negative in the Ames reverse mutation test and the hypoxanthine-guanine phosphoribosyl lvanslevase 1HGPRT) mummn |es|

all 3 doses, resulting in decreases in mean numbers of implants and viable fetuses per dam. This suggests a partial inhibition of
ovulation by eletriptan. There was no effect on fertility of males and no other effect on fertility of females.

Pregnancy: Pregnancy Category C: In reproductive toxicity studies in rats and rabbits, oral administration of eletriptan was
associated withdevelopmental toxicity (decreased fetal and pup weights and an increased incidence of fetal structural
‘abnormalites). Effects on fetal and pup weights were observed at doses that were, on a mg/m basis, 6 to 12 times greater than
the clinical maximum recommended daily dose (MRDD) of 80 mg. The increase in structural alterations occurred in the rat and
rabbit at doses that, on a mg/m? basis, were 12 times greater than (rat) and approximately equal to (rabbif) the MRDD. When
pregnant rats were sdministored eletriptan during the period of organogenesis at doses of 10, 30 or 100 mo/kg/day, fetal weights
were decreased and the incidences of vertebral and sternebral variations were increased at 100 mg/kg/day (approximately
12 times the MRDD on a mg/y basis). The 100 mg/kg dose ws also materally toxc, as evidenced by decreased matema\ body
weight gain d tation. The no-effect dose for toxicity in rats as 30 mo/kg,
which is approximately 4 times the MRDD on a mg/m? basis. When doses of 5, 10 o 50 mg/kg/day were given o Now Zogand
White rabbits throughout organogenesis, fetal weights were decreased at 50 mg/kg, which is approximately 12 times the MRDD
on a mg/m? basis. The incidences of fused sternebrae and vena cava deviations were increased in al treated groups. Maternal
toxicity was not produced at any dose. A no-gffect dose for developmental toxicity in rabbits exposed during organogenesis was
not established, and the 5 mg/kg dose is approximately equal to the MRDD on a mg/m? basis. There are no adequate and well-
controlled studies in pregnant women; therefore, eletriptan should be used during pregnancy only if the potential benefit justifies
the potential risk m the fetus. Nursing Mothers: Eletriptan is excreted in human breast milk. In one study of 8 women given a
single dose of 80 mg, the mean total amount of eletriptan in breast milk over 24 hours in this group was approximately
0.02% of the administered dose. The ratio of eletriptan mean concentration in breast milk to plasma was 1:4, but there was great
variability. The resulting eletriptan concentration-time profile was similar to that seen in the plasma over 24 hours, with very low
concentrations of drug (mean 1.7 ng/mL) still present in the milk 18-24 hours post dose. The N-desmethyl active metabolite was
not measured in the breast milk. Caution should be exercised when RELPAX is administered to nursing women. Pediatric Use:
Safety and effectiveness of RELPAX Tablets in pediatric_ patients have not been established; therefore, RELPAX is not
recommended for use in patients under 18 years of age. The efficacy of RELPAX Tablets (40 mg) in patients 11-17 was not
established in a randomized, placebo-controlled trial of 274 adolescent migraineurs. Adverse events observed were similar in
nature to those reported in clinical trials in adults. Postmarketing experience with other triptans includes a limited number of
reports that describe pediatric patients who have experienced clinically serious adverse events that are similar in nature to those
reported rarely in adults. Long-term safety of eletriptan was studied in 76 adolescent patients who received treatment for up to
one year. A similar profile of adverse events to that of adults was observed. The long-term safety of eletriptan i pediatric patients
has not been established. Geriatric Use: Eletriptan has been given to only 50 patients over the age of 65. Blood pressure was
increased o a greater extent in elderly subjects than in young subjects. The pharmacokinetic disposition of eletriptan in the
elderly is similar to that seen in younger adults. In clinical trials, there were no apparent differences in efficacy or the incidence
of adverse events between patients under 65 years of age and those 65 and above (n=50). There is a statistically significantly
increased half-life (from about 4.4 hours to 5.7 hours) between elderly (65 to 93 years of age) and younger adult subjects
(18 10 45 years of age).

ADVERSE REACTIONS: Serious cardiac events, including some that have been fatal, have occurred following the use of
5-HT, agonists. These events are extremely rare and most have been reported in patients with risk factors predictive of
CAD. Events reported have included coronary artery vasospasm, transient myocardial ischemia, myocardial infarction,
ventricular tachycardia, and ventricular fibrillation (see CONTRAINDICATIONS, WARNINGS and PREDAUTI(]NS) Incidence
in Controlled Clinical Trials: Among 4,597 patients who treated the first migraine headache with RELPAX in short-term placebo-
controlled trials, the most common adverse events reported with treatment with RELPAX were asthenia, nausea, dizziness, and
‘somnolence. These events appear to be dose related. In long-term open-label studies where patients were allowed to treat multiple
migraine attacks for up to 1 year, 128 (8.3%) out of 1,544 patients discontinued treatment due to adverse events. Table 1 lists
adverse events that occurred in the subset of 5,125 migraineurs who received eletriptan doses of 20 mg, 40 mg and 80 mg o
placebo in worldwide placebo-controlled clinical trials. The events cited reflect experience gained under closely monitored
conditions of clinical tials in a highly selected patient population. In actual clinical practice or in other clinical trials, those
frequency estimates may not apply, as the conditions of use, reporting behavior, and the kinds of patients treated may difter
Only adverse events that were more frequent in a RELPAX treatment group compared to the placebo group with an incidence
greater than or equal to 2% are included in Table 1

TABLE 1: Adverse Experience Incidence in Placebo-Contralled Migraine Clinical Trals:

by > 29% Patients Treated with RELPAX and More Than Placebo
Rdverse Event Type Placebo | RELPAX 20 mg | RELPAX 40 mg | RELPAY 80 mg
(1=988) (=131) (=174 | (0=1932)
'ATYPICAL SENSATIONS
Paresthesia 2% 3 % 9%
Fiushing/feling of warmth % % % %
PAIN AND PRESSURE SENSATIONS
st tgtnes/painressue 1% 1% % 9%
stomach pain/ 1% 1% % %
oeiSE
Doy mauth 2% % % 9%
Dyspepsia 1% 1% % %
Dyl it gty salving 0% 1% 2% 2%
Nausea 5% % 5% 8%
NEUROLOGICAL
Dizzness 3% % 6% %
Somnalence 4% % 6% %
Headzche % % % 9%
OTHER
Asthenia % % 5% 10%

RELPAX s generally well-tolerated. Across all doses, most adverse reactions were mild and transient. The frequency of adverse
events in clinical tials did not increase when up to 2 doses of RELPAX were taken within 24 hours. The incidence of adverse
events in controlled clinica rials was not affected by gender, age, or race of the patients. Adverse event frequencies were also
unchanged by concomitant use of drugs commonly taken for migraine prophylaxis (¢.g., SSRIS, beta blockers, calcium channel
blockers, tricyclic_antidepressants), estrogen replacement therapy and oral contraceptives. Other Events Observed in
Association With the Administration of RELPAX Tablets: In the paragraphs that follow, the frequencies of less commonly
reported adverse clinical events are presented. Because the reports include events observed in open stutes, the role of RELPAX
Tablets in their causation cannot be reliably determined. Furthermore, variabiiy associated with adverse event reporting, the
terminology used to describe adverse events, etc. limit the value of the quantiative frequency estimates provided. Event
frequencies are calculated as the number of patients reporting an event divided by the total number of patients (N=4,719)
exposed to RELPAX. All reported events are included except those already listed in Table 1, those too general to be informative,
and those not reasonably associated with the use of the drug. Events are further classified vithin body system categories and
enumerated in order of decreasing frequency using the following definitions: requent adverse events are those occurring in at
least 1/100 patients, infrequent adverse events are those occurring in 1/100 to 1/1000 patients and rare adverse events are
those occurring in fewer than 1/1000 patients. General: Frequent were back pain, chills and pain. Infrequent were face edema
and malaise. Rare were abdomen enlarged, abscess, accidental injury, allergic reaction, fever, lu syndrome, haliosis, hernia,
hypothermia, lab test abnormal, moniliasis, rheumatoid arthritis and shock. Cardiovascular: Frequent was palpitation
Infrequent were hypertension, migraine, peripheral vascular disorder and tachycardia. Rare were angina pectoris, arrhythmia,
atial fibrilltion, AV block, bradycardia, hypotension, syncope, thrombophiebits, cerebrovascular disorder, vasospasm and
ventricular arrhythmia. Digestive: Infrequent were anorexia, constipation, diarrhea, eructation, esophagitis, flatulence, gastritis,
gastrointestinal disorder, glossitis, increased salivation and liver function tests abnormal. Rare were gingivits, hematemesis,
increased appefite, rectal disorder, stomaits, tongue disorder, tongue edema and tooth disorder. Endocrine: Rare were goiter,
thyroid adenoma and thyroidits. Hemic and Lymphatic: Rare were anemia, cyanosis, leukopenia, lymphadenopathy,
monocytosis and purpura. Metabolic: Infrequent were creatine phosphokinase increased, edema, peripheral edema and thirst.
Rare viere alkaline phosphatase increased, biliubinemia, hyperglycemia, weight gain and weight loss. Musculoskeletal:
Infrequent were arthralgia, arthritis, arthrosis, bone pain, myalgia and myasthenia. Rare were bone neoplasm, jint disorder,
myopathy and tenosynovitis. Neurological: Frequent were hypertonia, hypesthesia and vertigo. Infrequent were abnormai
dreams, agitation, anxiety, apathy, ataxia, confusion, depersonalization, depression, emotional labilty, euphoria, hyperesthesia,
hyperkinesia, incoordination, insomnia, nervousness, speech disorder, stupor, thinking abnormal and tremor. Rare were
abnormal galt, amnesia, aphasia, catatonic reaction, dementia, diplopia, dystonia, hallucinations, hemiplegia, hyperalgesia,
hypokinesia, hysteria, manic reaction, neuropathy, neurosis, oculogyri crisis, paralysis, psychotic depression, sleep disorder
and twitching. Respiratory: Frequent was pharyngits. Infrequent were asthma, dyspnea. respiratory disorder, respiratory tract
infection, rhinitis, voice alteration and yawn. Rare were bronchitis, choking sensation, cough increased, epistaxs, hiccup,
Hyperventilation, laryngits, sinusitis and sputum increased. Skin and Appendages: Frequent was Sieating. Infrequent were
pruitus, rash and skin disorder. Rare were alopecia, dry skin, eczema, exfoliative dermatitis, maculopapular rash, psorasis,
skin discoloration, skin hypertrophy and urticaria. Special Senses: Infrequent was abnormal vision, conjunctivitis, ear pain, eye
pain, lacrimation disorder, photophobia, taste perversion and tinnitus. Rare were abnormaity of accommodation, dry eyes, ear
disorder, eye hemorthage, it media, parosrmia and ptosis. Uragenial: Infrequent were impotence, polyuria, urinary frequency
and urinary tract disorder. Rare were breast pain, Kidney pain, leukorrhiea, menorthagia, menstrual disorder and vaginiis
DRUG ABUSE AND DEPENDENCE: Although the abuse potential of RELPAX has not been assessed, no abuse of, tolerance to,
withdravialfrom, or drug-seeking behavior was observed i patients who received RELPAX in clinical trials or thei extensions.
The 5-HT 040 agonists, as a class, have not been associated with drug abuse.

OVERDOSAGE: No significant overdoses in premarketing clinical trals have been reported. Volunteers (N=21) have received
gl doses of 120 mg ihoutignfiant s fet. Dy doses of 160 m vere commrly el n Pse I s

in Chinese hamster ovary cells. It was not clastogenic in two in vivo mouse q

vitro human lymphocyte clastogeniciy tests, in which the incidence of polyploidy was increased e sbsmnce o msbol
activation (-S9 conditions), but not in the presence of metabolic activation. Impairment of Fertiity: In a rat fertiity and early
embryonic development study, doses tested were 50, 100 and 200 mg/kg/day,resuling in systemic exposures to parent drug in
rats, based on AUC, that were 4, 8 and 16 times MRDD, respectively,in males and 7, 14 and 28 times MRDD, respectively, in
{emes, Thete s proongato of e etrous cylat e 200 mggidy dose due fo anncrease i durato of e, baced
on vaginal smears. There were also dose-related, statisticaly significant decreases in mean numbers of corpora utea per dam at

10 2GONISs, hypertension or other more serious cardiovascular symptoms could oceur
oot Thg o K i o eletriptan is about 4 hours and therefore monitoring of patients after overdose vith
eletrptan should continue for at least 20 hours, or longer should symptoms or signs persist. There is no specific antidote o
eletriptan. In cases of severe intoxication, intensive care procedures are recommended, including establishing and maintaining
a patent airway, ensuring adequate 0xygenation and ventilation, and monitoring and support of the cardiovascular system. Itis
unknown what effect hemodialysis or peritoneal dialysis has on the serum concentration of eletriptan.
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This phase II study, although not de-
signed to look at clinical outcomes 3
months after treatment, showed that of the
53 patients eligible for follow-up, 22 (42%)
had achieved a modified Rankin score of 0
or 1, compared with 4 of the 15 eligible pa-
tients (27%) in the control group.
Investigators calculated that a phase III
study would need just 274 patients in each
group to replicate the results with statisti-
cal significance.

“At our center, it’s the standard of care
right now,” he said. “Both [t-PA and tran-
scranial Doppler sonography| are FDA-ap-
proved technologies, and the trial was ex-

. . empt from
Patients ‘wearing investigational
new drug status

these transducers by FDA be.

cause these re-
sults would not
change the la-
bels. Right now
in our institu-
tion, when we
give systemic t-
PA within 3
hours [after a
stroke], we al-
ways put a
transcranial
Doppler probe on the scalp to help the pa-
tient pass the clot faster.”

Nevertheless, “I will not stand here and
recommend that everybody else should do
the same,” Dr. Alexandrov said. “The rea-
son is that to do it right, you have to pass
through a very lengthy and labor-intense
training that is not a routine part of any
neurology residency. To do the protocol,
you need 1-6 months of daily practicing of
this technique under supervision, and
that’s something that very few programs
can do in the United States.”

Dr. Alexandrov is involved in an effort
to design an operator-independent device
that would obviate the need for an expe-
rienced operator. With such a device, “an
emergency department physician could
do it, a neurologist could do it, and a nurse
could mount the ultrasound machine on
the head,” he said.

The mechanism by which transcranial
Doppler sonography improves thrombol-
ysis is still unclear. In a commentary ac-
companying Dr. Alexandrov’s paper,
Joseph F. Polak, M.D., of Tufts University,
Boston, weighs a number of the possibil-
ities (N. Engl. J. Med. 2004;351:2154-5).

It’s clear that the mechanism does not
involve cavitation, which ultrasound at
high energies can cause. It’s also unlike-
ly that the relatively low energies used in
transcranial Doppler ultrasound could
accelerate thrombolysis by producing
heat.

Dr. Alexandrov believes that the com-
bined treatment works because ultrasound
is causing a gentle mechanical pressure
wave, which delivers more t-PA molecules
to and through the clot.

The study was sparked by a observation,
Dr. Alexandrov said. “Patients who were
wearing these transducers for diagnostic
purposes started to move their paralyzed
arms and legs and to talk to us much faster
than we ever expected otherwise.” n

for diagnostic
purposes started
to move their
paralyzed arms
and legs and to
talk to us much
faster than we
ever expected.’



