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BRIEF SUMMARY FOR BENIGN PROSTATIC HYPERPLASIA
(BPH} CONSULT PACKAGE INSERT FOR FULL PRESCRIB¬
ING INFORMATION
HYTRIN® (terazosin hydrochloride)
INDICATIONS AND USAGE
For the treatment of symptomatic benign prostatic hyper-
plasia (BPH). There is a rapid response, with approxi¬
mately 70% of patients experiencing an increase in urinary
flow and improvement in symptoms of BPH when treated
with HYTRIN. The long-term effects of HYTRIN on the
incidence of surgery, acute urinary obstruction or other
complications of BPH are yet to be determined.
CONTRAINDICATIONS
Patients known to be hypersensitive to terazosin
hydrochloride.
WARNINGS
Syncope and "First-dose" Effect:
HYTRIN tablets, like other alpha-adrenergic blocking
agents, can cause marked lowering of blood pressure,
especially postural hypotension, and syncope in associ¬
ation with the first dose or first few days of therapy. A
similar effect can be anticipated if therapy is inter¬
rupted for several days and then restarted. Syncope
has also been reported with other alpha-adrenergic
blocking agents in association with rapid dosage
increases or the introduction of another antihyperten-
sive drug. Syncope is believed to be due to an excessive
postural hypotensive effect, although occasionally the
syncopal episode has been preceded by a bout of severe

supraventricular tachycardia with heart rates of 120-
160 beats per minute. Additionally, the possibility of
the contribution of hemoditution to the symptoms of
postural hypotension should be considered.

To decrease the likelihood of syncope or excessive
hypotension, treatment should always be initiated with
a 1 mg dose of HYTRIN tablets, given at bedtime. The
2 mg, 5 mg and 10 mg tablets are not indicated as ini¬
tial therapy. Dosage should then be increased slowly,
according to recommendations in the Dosage and
Administration section and additional antihypertensive
agents should be added with caution. The patient
should be cautioned to avoid situations, such as driving
or hazardous tasks, where injury could result should
syncope occur during initiation of therapy.

In early investigational studies, where increasing single
doses up to 7.5 mg were given at 3 day intervals, tolerance
to the First dose phenomenon did not necessarily develop
and the "first-dose" effect could be observed at all doses.
Syncopal episodes occurred in 3 of the 14 subjects given
HYTRIN tablets at doses of 2.5, 5 and 7.5 mg, which are
higher than the recommended initial dose; in addition,
severe orthostatic hypotension (blood pressure falling to
50/0 mmHg) was seen in two others and dizziness, tachy¬
cardia, and lightheadedness occurred in most subjects.
These adverse effects all occurred within 90 minutes of
dosing.

In three placebo-controlled BPH studies 1, 2. and 3, the
incidence of postural hypotension in the terazosin treated
patients was 5.1%, 5.2%, and 3.7% respectively.

If syncope occurs, the patient should be placed in a
recumbent position and treated supportively as neces¬

sary. There is evidence that the orthostatic effect of
HYTRIN tablets is greater, even in chronic use, shortly
after dosing. The risk of the events is greatest during
the initial seven days of treatment, but continues at all
time intervals.
PRECAUTIONS
General:
Prostatic Cancer
Carcinoma of the prostate and BPH cause many of the
same symptoms. These two diseases frequently co-exist.
Therefore, patients thought to have BPH should be exam¬
ined prior to starting HYTRIN therapy to rule out the pres¬
ence of carcinoma of the prostate.
Orthostatic Hypotension
While syncope is the most severe orthostatic effect of
HYTRIN tablets (see Warnings), in BPH clinical trials,
21 % of the patients experienced one or more of the follow¬
ing: dizziness, hypotension, postural hypotension, syn¬
cope, and vertigo. Patients with occupations in which such
events represent potential problems should be treated with
particular caution.
Information for Patients:
Patients should be made aware of the possibility of synco¬
pal and orthostatic symptoms, especially at the initiation of
therapy, and to avoid driving or hazardous tasks for
12 hours after the first dose, after a dosage increase and
after interruption of therapy when treatment is resumed.
They should be cautioned to avoid situations where injury
could result should syncope occur during initiation of
HYTRIN therapy. They should also be advised of the need
to sit or lie down when symptoms of lowered blood pres¬
sure occur, although these symptoms are not always ortho-
static, and to be careful when rising from a sitting or lying
position. If dizziness, lightheadedness. or palpitations are
bothersome they should be reported to the physician, so
that dose adjustment can be considered.

Patients should also be told that drowsiness or somno¬
lence can occur with HYTRIN tablets, requiring caution in
people who must drive or operate heavy machinery.
Laboratory Tests:
Small but statistically significant decreases in hematocrit,
hemoglobin, white blood cells, total protein and albumin

were observed in controlled clinical trials. These labora¬
tory findings suggested the possibility of hemodilution.
Treatment with HYTRIN for up to 24 months had no sig¬
nificant effect on prostate specific antigen (PSA) levels.
Drug Interactions:
In controlled trials. HYTRIN tablets have been added to
diuretics, and several beta-adrenergic blockers; no unex¬

pected interactions were observed. HYTRIN tablets have
also been used in patients on a variety of concomitant ther¬
apies; while these were not formal interaction studies, no
interactions were observed. HYTRIN tablets have been
used concomitantly in at least 50 patients on the following
drugs or drug classes: 1) analgesic/anti-inflammatory (e.g.,
acetaminophen, aspirin, codeine, ibuprofen,
indomethacin); 2) antibiotics (e.g., erythromycin, trimetho-
prim and sulfamethoxazole); 3) anticholinergic/sympath-
omimetics (e.g., phenylephrine hydrochloride,
phenylpropanolamine hydrochloride, pseudoephedrine
hydrochloride); 4) antigout (e.g., allopurinol);
5) antihistamines (e.g., chlorpheniramine); 6) cardiovascu¬
lar agents (e.g., atenolol. hydrochlorothiazide, methyl-
cloth iazi de, propranolol); 7) corticosteroids; 8)
gastrointestinal agents (e.g., antacids); 9) hypoglycémies;
10) sedatives and tranquilizers (e.g., diazepam).
Use with Other Drugs:
In a study (n=24) where terazosin and verapamil were
administered concomitantly, terazosin's mean AUCn-24
increased 11% after the first verapamil dose and after 3
weeks of verapamil treatment it increased by 24% with
associated increases in Cmax (25%) and Cm\n (32%) means.
Terazosin mean Tmax decreased from 1.3 hours to 0.8
hours after 3 weeks of verapamil treatment. Statistically
significant differences were not found in the verapamil
level with and without terazosin. In a study (n=6) where
terazosin and captopril were administered concomitantly,
plasma disposition of captopril was not influenced by con¬
comitant administration of terazosin and terazosin maxi¬
mum plasma concentrations increased linearly with dose at
steady state after administration of terazosin plus captopril
(see Dosage and Administration).
Carcinogenesis. Mutagenesis, Impairment ofFertility:
HYTRIN was devoid of mutagenic potential when evalu¬
ated in vivo and in vitro (the Ames test, in vivo cytogenet-
ics, the dominant lethal test in mice, in vivo Chinese
hamster chromosome aberration test and V79 forward
mutation assay).

HYTRIN, administered in the feed to rats at doses of 8,
40, and 250 mg/kg/day for two years, was associated with
a statistically significant increase in benign adrenal
medullary tumors of male rats exposed to the 250 mg/kg
dose. This dose is 695 times the maximum recommended
human dose of 20 mg/55 kg patient. Female rats were
unaffected. HYTRIN was not oncogenic in mice when
administered in feed for 2 years at a maximum tolerated
dose of 32 mg/kg/day. The absence of mutagenicity in a

battery of tests, of tumorigenicity of any cell type in the
mouse carcinogenicity assay, of increased total tumor inci¬
dence in either species, and of proliferative adrenal lesions
in female rats, suggests a male rat species-specific event.
Numerous other diverse pharmaceutical and chemical
compounds have also been associated benign adrenal
medullary tumors in male rats without supporting evidence
for carcinogenicity in man.

The effect of HYTRIN on fertility was assessed ¡n a
standard fertility/reproductive performance study in which
male and female rats were administered oral doses of 8, 30
and 120 mg/kg/day. Four of 20 male rats given 30 mg/kg
and five of 19 male rats given 120 mg/kg failed to sire a
litter. Testicular weights and morphology were unaffected
by treatment. Vaginal smears at 30 and 120 mg/kg/day,
however, appeared to contain less sperm than smears from
control matings and good correlation was reported
between sperm count and subsequent pregnancy.

Oral administration of HYTRIN for one or two years
elicited a statistically significant increase in the incidence
of testicular atrophy in rats exposed to 40 and
250 mg/kg/day, but not in rats exposed to 8 mg/kg/day (>
20 times the maximum recommended human dose). Tes¬
ticular atrophy was also observed in dogs dosed with
300 mg/kg/day (> 800 times the maximum recommended
human dose) for three months but not after one year when
dosed with 20 mg/kg/day. This lesion has also been seen
with Minipress®, another (marketed) selective-alpha-1
blocking agent.
ADVERSE REACTIONS
Benign Prostatic Hyperplasia
The incidence of treatment-emergent adverse events has
been ascertained from clinical trials conducted worldwide.
All adverse events reported during these trials were
recorded as adverse reactions, The incidence rates pre¬
sented below are based on combined data from six
placebo-controlled trials involving once-a-day administra¬
tion of terazosin at doses ranging from 1 to 20 mg.

Adverse events for patients in these trials when the inci¬
dence rate in the terazosin group was at least 1 % and was

greater than that for the placebo group, or where the reac¬
tion is of clinical interest (TERAZOSIN

-

PLACEBO) are:
asthenia (7.4%

-

3.3%), flu syndrome (2.4%
-

1.7%),
headache (4.9% -5.8%) hypotension (0.6%-0.6%), palpita¬
tions (0.9%

-

1.1%), postural hypotension (3.9%
-

0.8%),
syncope (0.6%

-

0.0%), nausea (1.7%
-

1.1%), peripheral
edema (0.9%

-

0.3%), weight gain (0.5%
-

0.0%), dizzi¬
ness (9.1%

-

4.2%), somnolence (3.6%
-

1.9%), vertigo
(1.4%

-

0.3%), dyspnea (1.7%
-

0.8%), nasal
congestion/rhinitis (1.9%

-

0.0%), blurred vision/ambly-

opia (1.3%
-

0.6%), impotence (1.6%
-

0.6%), and urinary
tract infection (1.3%

-

3.9%). Asthenia includes the terms
weakness, tiredness, lassitude, and fatigue. Asthenia, pos¬
tural hypotension, dizziness, somnolence, nasal conges¬
tion/rhinitis, and impotence were the only events that were
significantly (p<0.05) more common in patients receiving
terazosin than in patients receiving placebo. The incidence
of urinary tract infection was significantly lower in the
patients receiving terazosin than in patients receiving
placebo. An analysis of the incidence rate of hypotensive
adverse events (see PRECAUTIONS) adjusted for the
length of drug treatment has shown that the risk of the
events is greatest during the initial seven days of treat¬
ment, but continues at all time intervals. Additional
adverse events have been reported, but these are, in gen¬
eral, not distinguishable from symptoms that might have
occurred in the absence of exposure to terazosin. The
safety profile of patients treated in the long-term open-
label study was similar to that observed in the controlled
studies. The adverse events were usually transient and
mild or moderate in intensity, but sometimes were serious
enough to interrupt treatment. In the placebo-controlled
clinical trials, the rates of premature termination due to
adverse events were not statistically different between the
placebo and terazosin groups. The adverse events that
were bothersome, as judged by their being reported as rea¬
sons for discontinuation of therapy by at least 0.5% of the
terazosin group and being reported more often than in the
placebo group (TERAZOSIN

-

PLACEBO) are: fever
(0.5%

-

0.0%), headache (1.1%
-

0.8%), postural hypoten¬
sion (0.5%

-

0.0%), syncope (0.5%
-

0.0%), nausea (0.5%

-

0.3%), dizziness (2.0%
-

1.1%), vertigo (0.5%
-

0.0%),
dyspnea (0.5%

-

0.3%), blurred vision/amblyopia (0.6%
-0.0%o), and urinary tract infection (0.5%

-

0.3%). Post-mar¬
keting experience indicates that in rare instances patients
may develop allergic reactions, including anaphylaxis, fol¬
lowing administration of HYTRIN tablets.
0VERD0SAGE
Should overdosage of HYTRIN lead to hypotension, sup¬
port of the cardiovascular system is of first importance.
Restoration of blood pressure and normalization of heart
rate may be accomplished by keeping the patient in the
supine position. If this measure is inadequate, shock
should first be treated with volume expanders. If neces¬

sary, vasopressors should then be used and renal function
should be monitored and supported as needed. Laboratory
data indicate that HYTRIN is highly protein bound; there¬
fore, dialysis may not be of benefit.
DOSAGE AND ADMINISTRATION
If HYTRIN administration is discontinued for several
days, therapy should be reinstituted using the initial dosing
regimen.
Benign Prostatic Hyperplasia:
Initial Dose:
1 mg at bedtime is the starting dose for all patients, and
this dose should not be exceeded as an initial dose.
Patients should be closely followed during initial adminis¬
tration in order to minimize the risk of severe hypotensive
response.
Subsequent Doses:
The dose should be increased in a stepwise fashion to
2 mg, 5 mg, or 10 mg once daily to achieve the desired
improvement of symptoms and/or flow rates. Doses of
10 mg once daily are generally required for the clinical
response. Therefore, treatment with 10 mg for a minimum
of 4-6 weeks may be required to assess whether a benefi¬
cial response has been achieved. Some patients may not
achieve a clinical response despite appropriate titration.
Although some additional patients responded at a 20 mg
daily dose, there was an insufficient number of patients
studied to draw definitive conclusions about this dose.
There are insufficient data to support the use of higher
doses for those patients who show inadequate or no

response to 20 mg daily.
Use with Other Drugs:
Caution should be observed when HYTRIN tablets are
administered concomitantly with other antihypertensive
agents, especially the calcium channel blocker verapamil,
to avoid the possibility of developing significant hypoten¬
sion. When using HYTRIN tablets and other antihyperten¬
sive agents concomitantly, dosage reduction and retitration
of either agent may be necessary (see Precautions).
Ref. 03-4434-R7-BPH Revised: September 1993
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LODINE· (etodolac) TABLETS/CAPSULES
BRIEF SUMMARY

Indications and Usage Lodine is indicated tor acute and long-term use in

management of signs and symptoms of osteoarthrit^ Lodine: o
mdicatedtofthe management of pain. CottWindications: Hypers s, *
to Lodine. Patients in »horn Lodine, aspiriti, or other NSAIDs in lice
asthma, rtiinitis, urticaria, or other allergic reactions. Fa a«mate ra¬
tions have Peen reported in such patients receiving NSAIDs Warnings
Serious Gl toxicity. such as bleeding, ulcération, and perforation, can occur
at any time, with or without warning symptoms, in patients treated chron¬
ically with NSAIDs. Remain alert for ulcération and Weeding in such
patients even in the absence of previous Gl-tract symptoms. In clinical ri¬

te, symptomatic upper Gl ulcers, gross bleeding or perfora ion appear tooccuiin approximately 1% of patients treated for 3-6 months and in ato
4% of patients treated for 1 year Inform patients about he signs an /or

symptoms of serious Gl toxicity and what steps to take if they occur Stud¬ia have not identified any subset of patients not at risit«MM»
t,c ulcération and bleeding. Except for a pnor history of serious Gl everte

I other risk factors known to be associated with peptic ulcer die»
such as alcoholism, smoking, etc.. no risk factors (e.g.. age, sex) have asYociated with increased risk. Elderly or debilitated Pa *»rn
tolerate ulcération or bleeding less well than others and most spontaneous
reports of fatal Gl events are in this population. In considering the use o
relatively large doses (within the recommended dosage range, suffer,
benefit should be anticipated to offset the potential increased risk o Gi
toxicirv Precautions: Patients with impaired renal function, heart failureÏ, dysfunction, those taking diuretics, and the elderly are al grata M
of overt renal decompensation. It this occurs, discontinue the dru

_

Wit
NSAIDs borderline elevations of liver tests may occur in up to 15 /. otpatients.'They may disappear, remain unchanged, or progress with contin¬ued therapy. Elevatone ot ALT or AST (approximately three or more t mes
the upper limit of normal) have been reported in approximate* A of
patients. A patient with symptoms and/or signs suggestmc liver dAra¬
ton, or in whom an abnormal liver test has occurred, should te evaluated
lor the development of a more severe hepatic reaction. Although such reac¬ts are rare if abnormal liver tests persist or worsen,  liver disease
develops or if systemic manifestations occur (MM*Wf*"***discontinue therapy. Anemia is sometimes seen, which may be due to fluid

enlton Gl blood loss, or an incompletely described effect upon, erythro-
poiesis Patients should have their hemoglobin or hematocrit checked rf
they develop signs or symptoms ot anemia. Fluid retention and edema
have been obseded in sime patients; therefore, use with.caution, nth se
with fluid retention, hypertension, or heart failure. Information for
Patients- NSAID side effects can cause discomfort and, rarely, may oe
serious, such as Gl bleeding that may result in hospital,ahon an I even
fatal outcomes. Physicians may wish to discuss with patients the potential
risks and likely benefits of Lodine treatment, particularly when rt may be
used for less serious conditions in which treatment without Lodine ma be
an acceptable alternative. Laboratory Tests: Because seriousG  Tact
ulcération and bleeding can occur without warning sy^toms, oilow
chronically treated patients tor signs and symptoms ot these and inform
hem "e importance of this follow-up. Drug InteractionsUse cau on

when giving concomitantly with antacids, aspirin, warfarin, phenytoin,gly-
buride diuretics, cyclosporine, digoxin, lithium, or methotrexaterC

-ministration of Lodine and phenylbutazone not recommendedj^bo-ratoiy Test Interactions: False-positive for urinary bilirubin and/or ur nary
ketone Teratogenic Effects: Pregnancy Category C: Lodine should ta¡sed during pregnancy only if the potential benefits ,us if,*  «Jrisk to the fetus. Avoid use during late pregnancy Labor and Del very
Lodine is not recommended. Nursing Mothers: Safety has not been estab¬
lished Caution should be exercised it Lodine is administered to a  rang
woman Pediatrie Use: Safety and effectiveness in children have not been
established. Geriatric Population: No dosage adjustment is genera y nec¬

essary, nevertheless caution should be exercised. Adverse Reac ons
Incidence greater than or equal to 1%- probably causally re ate*.
Body as a whole: chills and fever Digestive system: dyspepsia 10M,.
abdominal pain', diarrhea', flatulence', nausea', constipa  . ga Mis.
melena, vomiting. Nervous system: asthenia/ma aise tones depres¬
sion nervousness. Skin and appendages: pruritus, rash. Spec al senses,
blurred vision, tinnitus. Urogenital system: dysuria urinaryTreqoe y,
•Drug-related patient complaints occurring in 3-9% of patiente. Drug-
related patient complaints occurring in fewer than 3%, but more than U
re unmarked. Incidence less than 1% - probad » caos II» re e

.(Reactions not seen in clinical trials are rarer an are «^)^*»-ular system: hypertension, congestive heart failure, flushing, pa «a »,
syncope Digestive system: thirst, dry mputh, ulcerative stoma its,

Mestato ¡vindice, jaundice. PUB (i.e.. peptic ulcer Witti or without
bleeding and/or perforation), pancreatitis. Hemic and lymphatic system
ecchymosis, anemia, thrombocytopenia, bleeding time increased, oran
ulocylosis. hemolytic anemia, neutropenia. pancytopewa. Metabolic and
nutritional- edema, serum creatinine increase, hyperglycémie in previously
controlled diabetic patients. Nervous system: insomnia, somnolence, Kes-
piratory system: asthma. Skin and appendages: angioedema sweating,rticar'a. vesiculobullous rash, cutaneous vasculitis with purpura
Stems-Johnson Syndrome, hyperpigmentation, erythema mo/Worms
Special senses: photophobia, transient visual disturbances UrogenitalÌÌSm elevated BU^enallailure. renal insumiency. renalpapfy«Ss incidence less than 1%- causal relationship unknown: Body
a a whole infection. Cardiovascular system: arrhythmias, myocardial
infarction. Digestive system: esophagitis with or without stricture o cari
d ospasm. colitis. Hemic and lymphatic system: leukppenia Metabolic and
nutrnlonal: change in weight Nervous system: paresthesia. confus

.Respiratory system: bronchitis, dyspnea, pharyngitis rhinitis, sinus is.
Skin and appendages: maculopapular rash, alopecia, skin peeling, photo-
sensitivity. Special senses: conjunctivitis, deafness, taste per» Uro¬
genital system: cystitis, hematuria, leukorrhea, renal calculus, in erstidal
nephritis uterine bleeding irregularities Drug Abuse and Depende a
Lodine has no addiction potential in humans. Overdosage: May deve op
lethargy drowsiness, nausea, vomiting, epigastric pain, Gl bleeding,
coma or anapbylactoid reaction. Hypertension, acute renal failure, and res¬
piratory depression are rare Empty stomach and use usual supportive
measures See package insert for full prescribing information,
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BRIEF SUMMARY

        (sumatriptan succinate) Injection
For Subcutaneous Use Only.

The following is a brief summary only. Before prescribing, see
complete prescribing information in Imitrex™ Injection product labeling.
INDICATIONS AND USAGE: Imitrex™ Injection is indicated for the
acute treatment of migraine attacks with or without aura.

Imitrex Injection is not for use in the management of hémiplégie or
basilar migraine (see WARNINGS).

Safety and effectiveness have also not been established for cluster
headache, which is present in an older, predominantly male population.
CONTRAINDICATIONS: Imitrex1™ Injection should not be given
intravenously because of its potential to cause coronary vasospasm.

For similar reasons, Imitrex Injection should not be given
subcutaneously to patients with ischemie heart disease (angina
pectoris, history of myocardial infarction, or documented silent
ischemia) or to patients with Prinzmetal's angina. Also, patients with
symptoms or signs consistent with ischemie heart disease should not
receive Imitrex Injection. Because Imitrex Injection can give rise to
increases in blood pressure (usually small), it should not be given to
patients with uncontrolled hypertension.

Imitrex Injection should not be used concomitantly with
ergotamine-containing preparations.

Imitrex Injection is corrtraindicated in patients with hypersensitivity
to sumatriptan.
WARNINGS: Imitrex™ Injection should not be administered to patients
with basilar or hémiplégie migraine.
Cardiac Events/Coronary Constriction: Serious coronary events
following Imitrex Injection can occur but are extremely rare;
nonetheless, consideration should be given to administering the first
dose of Imitrex Injection in the physician's office to patients in whom
unrecognized coronary disease is comparatively likely (postmenopausal
women: males over 40; patients with risk factors for CAD, such as
hypertension, hypercholesterolemia, obesity, diabetes, smokers, and
strong family history). If symptoms consistent with angina occur,
electrocardiographs (ECG) evaluation should be carried out to look
for ischemie changes.

Sumatriptan may cause coronary vasospasm in patients with a
history of coronary artery disease, who are known to be more
susceptible than others to coronary artery vasospasm, and, rarely, in
patients without prior history suggestive of coronary artery disease.
There were eight patients among the more than 1,900 who participated
In controlled trials who sustained clinical events during or shortly after
receiving subcutaneous sumatriptan that may have reflected coronary
vasospasm. Six of these eight patients had ECG changes consistent
with transient ischemia, but without symptoms or signs. Of the eight
patients, four had some findings suggestive of coronary artery disease
prior to treatment. None of these adverse events was associated with a
serious clinical outcome.

There have been rare reports from countries in which Imitrex
Injection has been marketed of serious and/or life-threatening
arrhythmias, including atrlal fibrillation, ventricular fibrillation,
ventricular tachycardia; myocardial infarction; and marked ischemie ST
elevations associated with Imitrex Injection. In addition, there have
been rare, but more freguent, reports of chest and arm discomfort
thought to represent angina pectoris.
Use in Women of Childbearing Potential: (see PRECAUTIONS)
PRECAUTIONS:
General: Chest, jaw, or neck tightness is relatively common after Imitrex™
Injection, but has only rarefy been associated with ischemie ECG changes.

Imitrex Injection may cause mild, transient elevation of blood
pressure and peripheral vascular resistance.

Imitrex Injection should also be administered with caution to
patients with diseases that may alter the absorption, metabolism, or
excretion of drugs, such as impaired hepatic or renal function.

Although written instructions are supplied with the autoinjector,
patients who are advised to self-administer Imitrex Injection in
medically unsupervised situations should receive instruction on the
proper use of the product from the physician or other suitably
qualified health care professional prior to doing so lor the first time.
Information for Patients: See PATIENT INFORMATION at the end of
the product package insert for the text of the separate leaflet provided
for patients.
Laboratory Tests: No specific laboratory tests are recommended for
monitoring patients prior to and/or after treatment with Imitrex Injection.
Drug Interactions: There is no evidence that concomitant use of
migraine prophylactic medications has any effect on the efficacy or
unwanted effects of sumatriptan. In two Phase III trials in the US, a
retrospective analysis of 282 patients who had been using prophylactic
drugs (verapamil n=63, amitriptyline n=57, propranolol n=94, for 45
other drugs n=123) were compared to those who had not used
prophylaxis (n=452). There were no differences in relief rates at 60
minutes postdose for Imitrex Injection, whether or not prophylactic
medications were used. There were also no differences in overall
adverse event rates between the two groups.

Ergot-containing drugs have been reported to cause prolonged
vasospastic reactions. Because there is a theoretical basis that these
effects may be additive, use of ergotamine and sumatriptan within 24
hours of each other should be avoided (see CONTRAINDICATIONS).
Drug/Laboratory Test Interactions: Imitrex Injection is not known to
interfere with commonly employed clinical laboratory tests.
Carcinogenesis, Mutagenesis, Impairment of Fertility: In a 104-week
lifetime study in rats given sumatriptan by oral gavage, serum
concentrations achieved were dose related, ranging at the low dose from
approximately twice the peak concentration of the drug after the
recommended human subcutaneous dose of 6 mg to more than 100
times this concentration at the high dose. There was no evidence of an
increase in tumors considered to be related to sumatriptan administration.

In a 78-week study in which mice received sumatriptan
continuously in drinking water, there was no evidence for an increase
in tumors considered to be related to sumatriptan administration.
That study, however, did not use the maximum tolerated dose
and therefore did not fully explore the carcinogenic potential of
IMX454R0

Imitrex™ (sumatriptan succinate) Injection in the mouse.
A Segment I rat fertility study by the subcutaneous route has shown

no evidence of impaired fertility.
Pregnancy: Pregnancy Category C: Sumatriptan has been shown to
be embryolethal in rabbits when given in daily doses producing plasma
levels 3-fold higher than those attained following a 6-mg subcutaneous
injection (i.e., recommended dose) to humans. There is no evidence
that establishes that sumatriptan is a human teratogen; however, there
are no adequate and well-controlled studies in pregnant women.
Imitrex Injection should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

In assessing this information, the following additional findings
should be considered.

Embryolethality: When given intravenously to pregnant rabbits daily
throughout the period of organogénesis, sumatriptan
caused embryolethality at doses at or close to those producing maternal
toxicity. The mechanism of the embryolethality is not known. At these
doses, peak concentrations of drug in plasma were more than 3-fold
higher than the range observed in humans after the recommended
subcutaneous dose of 6 mg.

The intravenous administration of sumatriptan to pregnant rats
throughout organogénesis at doses producing plasma concentrations
more than 50 times those seen after the recommended subcutaneous
human dose did not cause embryolethality. In a study of pregnant rats
given subcutaneous sumatriptan daily prior to and throughout
pregnancy, there was no evidence of increased embryo/fetal lethality.

Teratogenicity: Term fetuses from Dutch Stride rabbits treated during
organogénesis with oral sumatriptan exhibited an increased incidence of
cervicothoracic vascular defects and minor skeletal abnormalities. The
functional significance of these abnormalities is not known.

In a study in rats dosed daily with subcutaneous sumatriptan prior
to and throughout pregnancy, there was no evidence of teratogenicity.

Studies in rats and rabbits evaluating the teratogenic potential of
sumatriptan administered subcutaneously only during organogénesis
(standard Segment II studies) have not been performed.
Nursing Mothers: Sumatriptan is excreted in breast milk in animals.
No data exist in humans. Therefore, caution should be exercised when
considering the administration of Imitrex Injection to a nursing woman.
Pediatrie Use: Safety and effectiveness of Imitrex Injection in children
have not been established.
Use in the Elderly: The safety and effectiveness of Imitrex Injection in
individuals over age 65 have not been systematically evaluated.
However, the pharmacokinetic disposition of Imitrex Injection in the
elderly is similar to that seen in younger adults. No unusual adverse,
age-related phenomena have been identified in patients over the age of
60 who participated in clinical trials with Imitrex Injection.
ADVERSE REACTIONS: (see also PRECAUTIONS) Sumatriptan may
cause coronary vasospasm in patients with a history of coronary artery
disease, known to be susceptible to coronary artery vasospasm, and,
very rarely, without prior history suggestive of coronary artery disease.

There have been rare reports from countries in which Imitrex™
Injection has been marketed of serious and/or life-threatening
arrhythmias, including atrial fibrillation, ventricular fibrillation, ventricular
tachycardia; myocardial infarction; and marked ischemie ST elevations
associated with Imitrex Injection (see WARNINGS). More often, there
has been chest discomfort that appeared to represent angina pectoris.

Other untoward clinical events associated with the use of
subcutaneous Imitrex Injection are: pain or redness at the injection
site, atypical sensations (such as sensations of warmth, cold, tingling
or paresthesia, pressure, burning, numbness, tightness, all of which
may be localized or generalized), flushing, chest symptoms (pressure,
pain, or tightness), fatigue, dizziness, and drowsiness. All these
untoward effects are usually transient, although they may be severe in
some patients. Transient rises in blood pressure soon after treatment
have been recorded.

Among patients in clinical trials of subcutaneous Imitrex Injection
(n=6,218), up to 3.5% of patients withdrew for reasons related to
adverse events.
Incidence in Controlled Clinical Trials: The following Table lists
adverse events that occurred in two large US, Phase III, placebo-
controlled clinical trials following either a single dose of Imitrex
Injection or placebo. Only events that occurred at a frequency of 1 % or
more in Imitrex Injection treatment groups and were at least as
frequent as in the placebo group are included in Table.

Treatment-Emergent Adverse Experience Incidence
in Two Large Placebo-Controlled Clinical Trials:

Events Reported by at Least 1% ot Imitrex Injection Patients

Adverse Event Type
Atypical sensations

Tingling
Warm/hot sensation
Burning sensation
Feeling of heaviness
Pressure sensation
Feeling of tightness
Numbness
Feeling strange
Tight feeling in head
Cold sensation

Cardiovascular
Rushing

Chest discomfort
Tightness in chest
Pressure in chest

Ear, nose, and throat
Throat discomfort
Discomfort: nasal cavity/sinuses

Percent of Patients Reporting
Imitrex Injection

6mgSC
n=547
42.0
13.5
10.8
7.5
7.3
7.1
5.1
4.6
2.2
2.2
1.1

6.6
4.5
2.7
1.8

3.3
2.2

Placebo
n=370

9.2
3.0
3.5
0.3
1.1
1.6
0.3
2.2
0.3
0.3
0.5

2.4
1.4
0.5
0.3

0.5
0.3

Adverse Event Type
Eye

Vision alterations
Gastrointestinal

Abdominal discomfort
Dysphagia

Injection site reaction
Miscellaneous

Jaw discomfort
Mouth and teeth

Discomfort of mouth/tongue
Musculoskeletal

Weakness
Neck pain/stiffness
Myalgia
Muscle cramp(s)

Neurological
Dizziness/vertigo
Drowsiness/sedation
Headache
Anxiety
Malaise/fatigue

Skin
Sweating

Percent of Patients Reporting
Imitrex Injection

6mgSC
n=547

1.1

1.3
1.1

58.7

4.9
4.8
1.8
1.1

11.9
2.7
2.2
1.1
1.1

1.6

Placebo
n=370

0.0

0.8
0.0

23.8

0.0

0.3
0.5
0.5
0.0

4.3
2.2
0.3
0.5
0.8

1.1

The sum of the percentages cited are greater than 100% because
patients may experience more than one type of adverse event.
Only events that occurred at a frequency of 1% or more in Imitrex™
(sumatriptan succinate) Injection treatment groups and were at least
as frequent as in the placebo groups are included.

Other Events Observed in Association With the Administration of
Imitrex Injection: In the paragraphs that follow, the frequency of less
commonly reported adverse clinical events are presented. Because the
reports cite events observed in open and uncontrolled studies, the role
of Imitrex Injection in their causation cannot be reliably determined.
Furthermore, variability associated with reporting requirements, the
terminology used to describe adverse events, etc., limit the value of the
quantitative frequency estimates provided.

Event frequencies are calculated as the number of patients reporting
an event divided by the total number of patients (n=6,218) exposed to
subcutaneous Imitrex Injection. Given their imprecision, frequencies
for specific adverse event occurrences are defined as follows:
"infrequent" indicates a frequency estimated as falling between 1/1,000
and 1/100; "rare," a frequency less than 1/1,000.

Cardiovascular: Infrequent were hypertension, hypotension,
bradycardia, tachycardia, palpitations, pulsating sensations, various
transient ECG changes (nonspecific ST or  wave changes,
prolongation of PR or QTc intervals, sinus arrhythmia, nonsustained
ventricular premature beats, isolated ¡unctional ectopie beats, atrial
ectopie beats, delayed activation of the right ventricle), and syncope.
Rare were pallor, arrhythmia, abnormal pulse, vasodilatation, and
Raynaud's syndrome.

Endocrine and Metabolic: Infrequent was thirst. Rare were
polydipsia and dehydration.

fye: Infrequent was irritation of the eye.
Gastrointestinal: Infrequent were gastroesophageal reflux, diarrhea.

and disturbances of liver function tests. Rare were peptic ulcer,
retching, flatulence/eructation, and gallstones.

Musculoskeletal: Infrequent were various joint disturbances (pain,
stiffness, swelling, ache). Rare were muscle stiffness, need to flex calf
muscles, backache, muscle tiredness, and swelling of the extremities.

Neurological: Infrequent were mental confusion, euphoria, agitation,
relaxation, chills, sensation of lightness, tremor, shivering, disturbances
of taste, prickling sensations, paresthesia, stinging sensations,
headaches, facial pain, photophobia, and lachrymation. Rare were
transient hemiplegia, hysteria, globus hystericus, intoxication,
depression, myoclonia, monoplegia/diplegia, sleep disturbance,
difficulties in concentration, disturbances of smell, hyperesthesia,
dysesthesia, simultaneous hot and cold sensations, tickling sensations,
dysarthria, yawning, reduced appetite, hunger, and dystonia.

Respiratory: Infrequent was dyspnea. Rare were influenza, diseases
of the lower respiratory tract, and hiccoughs.

Dermatologica!: Infrequent were erythema, pruritus, and skin
rashes and eruptions. Rare was skin tenderness.

Urogenital: Rare were dysuria, frequency, dysmenorrhea, and renal
calculus.

Miscellaneous: Infrequent were miscellaneous laboratory
abnormalities, including minor disturbances in liver function tests,
"serotonin agonist effect," and hypersensitivity to various agents. Rare
was fever.
Postmarketing Experience: Frequency and causality for sumatriptan
are not established for many of the following reports, which come from
worldwide postmarketing experience: Episodes of Prinzmetal's angina,
myocardial infarction, acute renal failure, seizure, cerebrovascular
accident, dysphasia, subarachnoid hemorrhage, and arrhythmias (atrial
fibrillation, ventricular fibrillation, and ventricular tachycardia).
Hypersensitivity to Imitrex Injection has been reported, including
anaphylactoid reactions, rash, urticaria, pruritus, erythema, and
shortness of breath.
DRUG ABUSE AND DEPENDENCE: The abuse potential of Imitrex™
Injection cannot be fully delineated in advance of extensive marketing
experience. One clinical study enrolling 12 patients with a history of
substance abuse failed to Induce subjective behavior and/or
physiologic response ordinarily associated with drugs that have an
established potential for abuse.
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