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BRIEF SUMMARY

ImitreX (sumatriptan succinate) Injection
For Subcutaneous Use Only.

The following Is a brief summary only. Before prescribing, see
complete prescribing information in Imitrex1* 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: Imitrex 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
erg otamine-containing preparations.

Imitrex Injection is contraindicated 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,
electrocardiographic (ECG) evaluation should be carried out to look
for ischemie changes.

Sumatriptan may cause coronary vasospasm in patients with a
history ol 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 atrial fibrillation, ventricular fibrillation,
ventricular tachycardia; myocardial infarction; and marked ischemie ST
elevations associated with Imitrex Injection. In addition, there have
been rare, but more frequent, reports of chest and arm discomfort
thought to represent angina pectoris.
Use in Women of Chlldbearing Potential: (see PRECAUTIONS)
PRECAUTIONS:
General: Chest, jaw, or neck tightness Is relatively common after Imitrex"'
Injection, but has only rarely 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.

As with other acute migraine therapies, before treating headaches in
patients not previously diagnosed as migraineurs and in migraineurs
who present with atypical symptoms, care should be taken to exclude
other potentially serious neurological conditions. There have been rare
reports where patients received sumatriptan for severe headaches that
were subsequently shown to have been secondary to an evolving
neurological lesion (cerebrovascular accident, subarachnoid
hemorrhage). In this regard, it should be noted that migraineurs may
be at increased risk of certain cerebrovascular events (e.g..
cerebrovascular accident, transient ischemie attack).

Although written instructions are supplied with the autolnjector,
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 for 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
IMX455R0

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
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 ill, 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% of 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
Flushing

Chest discomfort
Tightness in chest
Pressure in chest

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

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

Adverse Event Type
Ear, nose, and throat

Throat discomfort
Discomfort: nasal cavity/sinuses

Eye
Vision alterations

Gastrointestinal
Abdominal discomfort
Dysphagia

Injection site reaction
Miscellaneous

Jaw discomfort
Mouth and teeth

Discomfort of moutlVtongue
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

3.3
2.2

1.3
1.1

58.7

1.8

4.9

4.9
4.8

11.9
2.7
2.2
1.1
1.1

1.6

Placebo
n=370

0.5
0.3

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 junctional 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.

Eye: 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, hyperesthesla,
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. f^PPFKlPY"'
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TETRAMUNE
Diphtheria and Tetanus Toxoids and Pertussis

Vaccine Adsorbed and Haemophilus b Conjugate
Vaccine (Diphtheria CRM„ Protein Conjugate)

Brief Summary
Diphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed and Haemophilus b Conjugate Vaccine
(Diphtheria CRMisr Protein Conjugate) TETRAMUNE ™

For complete Prescribing Information and references, please consult package inserì.
INDICATIONS AND USAGE

Diphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed and Haemophilus b Conjugate Vaccine (Diphtheria CRM!97Protein Conjugate) TETRAMUNE, is indicated (of the active immunization of children 2 months otage lo 5 years of age tor protection against
diphtheria, tetanus, pertussis, and Haemophilus b disease when indications for immunization with DTP vaccine and Haemophilus b Conju¬
gale Vaccine coincide. Typically. Ibis is al 2,4.6. and 15 months ot age.

As with any vaccine. TETRAMUNE may not protect 100% of individuals receiving the vaccine.

CONTRAINDICATIONS
HYPERSENSITIVITY TO ANY COMPONENT OF THE VACCINE, INCLUDING THIMEROSAL, A MERCURY DERIVATIVE, IS A CONTRA¬

INDICATION.
IMMUNIZATION SHOULD BE DEFERRED DURING THE COURSE OF ANY FEBRILE ILLNESS OR ACUTE INFECTION. THE IMMUNIZATION

PRACTICES ADVISORY COMMITTEE (ACIP) HAS STATED THAT "...MINOR ILLNESSES SUCH AS MILD UPPER RESPIRATORY INFEC¬
TIONS WITH OR WITHOUT LOW GRADE FEVER ARE NOT CONTRAINDICATIONS."

IMMUNIZATION WITH TETRAMUNE IS CONTRAINDICATED IF THE CHILD HAS EXPERIENCED ANY EVENT FOLLOWING PREVIOUS
IMMUNIZATION WITH A PERTUSSIS-CONTAINING VACCINE, WHICH IS CONSIDERED BY THE    OR ACIPTO BE A CONTRAINDICATION
TO FURTHER DOSES OF PERTUSSIS VACCINE THESE EVENTS INCLUDE:

AN IMMEDIATE ANAPHYLACTIC REACTION.
ENCEPHALOPATHY OCCURRING WITHIN 7 DAYS FOLLOWING VACCINATION. THIS IS DEFINED AS AN ACUTE, SEVERE CENTRAL-

NERVOUS-SYSTEM DISORDER OCCURRING WITHIN 7 DAYS FOLLOWING VACCINATION, AND GENERALLY CONSISTING OF
MAJOR ALTERATIONS IN CONSCIOUSNESS, UNRESPONSIVENESS. GENERALIZED OR FOCAL SEIZURES THAT PERSIST MORE
THAN A FEW HOURS, WITH FAILURE TO RECOVER WITHIN 24 HOURS,

THE OCCURRENCE OF ANY TYPE OF NEUROLOGICAL SYMPTOMS OR SIGNS, INCLUDING ONE OR MORE CONVULSIONS (SEI¬
ZURES) FOLLOWING ADMINISTRATION OF TETRAMUNE IS GENERALLY A CONTRAINDICATION TO FURTHER USE, ANY DECISION TO
ADMINISTER SUBSEQUENT DOSES OF A VACCINE CONTAINING DIPHTHERIA. TETANUS, OR PERTUSSIS ANTIGENS SHOULD BE
DELAYED UNTIL THE PATIENT'S NEUROLOGICAL STATUS IS BETTER DEFINED,

THE PRESENCE OF ANY EVOLVING OR CHANGING DISORDER AFFECTING THE CENTRAL NERVOUS SYSTEM IS A CONTRAINDICA¬
TION TO ADMINISTRATION OF A PERTUSSIS-CONTAINING VACCINE SUCH AS TETRAMUNE REGARDLESS OF WHETHER THE SUS¬
PECTED NEUROLOGICAL DISORDER IS ASSOCIATED WITH OCCURRENCE OF SEIZURE ACTIVITY OF ANY TYPE.

STUDIES HAVE INDICATED THAT A PERSONAL OR FAMILY HISTORY OF SEIZURES IS ASSOCIATED WITH INCREASED FREQUENCY OF
SEIZURES FOLLOWING PERTUSSIS IMMUNIZATION.

The ACIP and the    recognize certain circumstances in which children with stable central nervous system disorders, including well-
controlled seizures or satisfactorily explained single seizures, may receive pertussis vaccine. The ACIP and    do not consider a family
history of seizures to be a contraindication to pertussis vaccine despite the increased risk ol seizures in these individuals.

The decision to administer a perlussis-containing vaccine to children must be made by the physician on an individual basis, with
consideration of all relevant factors, and assessment of potential risks and benefits lor that individual. The physician shnuld review the full text
ol ACIP and    guidelines prior lo considering vaccination lor children. The parent or guardian should be advised ol the increased risk
involved.

There are no data on whether the prophylactic use ot antipyretics can decrease the risk of febrile convulsions. However, data suggest
that acetaminophen will reduce the incidence of postvaccination fever The ACIP and    suggest administering acetaminophen at age-
appropriate doses at the time of vaccination and every 4 to 6 hours to cbildren at higher risk for seizures than the general population.

ROUTINE IMMUNIZATION SHOULD BE DEFERRED DURING AN OUTBREAK OF POLIOMYELITIS PROVIDING THE PATIENT HAS NOT
SUSTAINED AN INJURYTHAT INCREASES THE RISKOFTETANUS AND PROVIDING AN OUTBREAK OF DIPHTHERIA OR PERTUSSIS DOES
NOT OCCUR SIMULTANEOUSLY,

The clinical judgment ot the attending physician should prevail at all times

WARNINGS
THE ACIP STATES THAT IF ANY OF THE FOLLOWING EVENTS OCCUR IN TEMPORAL RELATION TO RECEIPT OF DTP THE DECISION TO

GIVE SUBSEQUENT DOSES OF VACCINE CONTAINING THE PERTUSSIS COMPONENT SHOULD BE CAREFULLY CONSIDERED,
TEMPERATURE OF i»40.5°C (105T) WITHIN 48 HOURS NOT DUE TO IDENTIFIABLE CAUSE.
COLLAPSE OR SHOCK-LIKE STATE (HYPOTONIC-HYPORESPONSiVE EPISODE) WITHIN 48 HOURS.
PERSISTENT, INCONSOLABLE CRYING LASTING »3 HOURS, OCCURRING WITHIN 48 HOURS
CONVULSIONS WITH OR WITHOUT FEVER OCCURRING WITHIN 3 DAYS.
"ALTHOUGH THESE EVENTS WERE CONSIDERED ABSOLUTE CONTRAINDICATIONS IN PREVIOUS ACIP RECOMMENDATIONS,

THERE MAY BE CIRCUMSTANCES, SUCH AS A HIGH INCIDENCE OF PERTUSSIS, IN WHICH THE POTENTIAL BENEFITS OUTWEIGH
POSSIBLE RISKS, PARTICULARLY BECAUSE THESE EVENTS ARE NOT ASSOCIATED WITH PERMANENT SEQUELAE"

IF A CONTRAINDICATION TO ANY OF THE COMPONENTS OF THIS COMBINATION VACCINE EXISTS (SEE CONTRAINDICATIONS
SECTION), THEN TETRAMUNE SHOULD NOT BE USED. FOR EXAMPLE, IF THERE IS A CONTRAINDICATION AGAINST THE USE OF A
PERTUSSIS VACCINE COMPONENT. THEN DIPHTHERIA AND TETANUS TOXOIDS ADSORBED, FOR PEDIATRIC USE (DT), AND
HAEMOPHILUS b CONJUGATE VACCINE (DIPHTHERIA CRM,9; PROTEIN CONJUGATE) HibTITER*, AS SEPARATE INJECTIONS, SHOULD
BE SUBSTITUTED FOR EACH OF THE REMAINING DOSES,

THE OCCURRENCE OF SUDDEN INFANT DEATH SYNDROME (SIDS) HAS BEEN REPORTED FOLLOWING ADMINISTRATION OF DTP
HOWEVER, A LARGE CASE-CONTROL STUDY IN THE US REVEALED NO CAUSAL RELATIONSHIP BETWEEN RECEIPT OF DTP VACCINE
AND SIDS A RECENT STUDY OF 6,497 INFANTS IN NORTHERN CALIFORNIA FOUND NO INCREASE IN THE RATE OF SIDS AMONG
TETRAMUNE RECIPIENTS.

AS WITH ANY INTRAMUSCULAR INJECTION, TETRAMUNE SHOULD BE GIVEN WITH CAUTION TO INFANTS OR CHILDREN WITH
THROMBOCYTOPENIA OR ANY COAGULATION DISORDER THAT WOULD CONTRAINDÍCATE INTRAMUSCULAR INJECTION (SEE DRUG
INTERACTIONS)As reported with Haemophilus b polysaccharide vaccine, cases ot Haemophilus type b disease may occur prior to the onset of the
protective EftEct of this vaccine

TETRAMUNE WILL NOT PROTECT AGAINST H. IÑFLUEHIAE OTHER THAN TYPE b STRAINS.
ANTIGENURIA HAS BEEN DETECTED FOLLOWING RECEIPT OF HAEMOPHILUS b CONJUGATE VACCINE AND THEREFORE

ANTIGEN DETECTION IN URINE MAY NOT HAVE DIAGNOSTIC VALUE IN SUSPECTED HAEMOPHILUS b DISEASE WITHIN 2 WEEKS
OF IMMUNIZATION.

PRECAUTIONS
General: CARE IS TO BE TAKEN BY THE HEALTH CARE PROVIDER FOR SAFE AND EFFECTIVE USE OF THIS PRODUCT.
1. TETRAMUNE is no! routinely recommended for immunization of persons older than 5 years ot age. Under certain circumstances,

TETRAMUNE may be used beyond age 5 years. Because TETRAMUNE contains pediatrie DTP vaccine, it is not recommended for use
beyond the seventh birthday.

2. PRIOR TO ADMINISTRATION OF ANY DOSE OF TETRAMUNE. THE PARENT OR GUARDIAN SHOULD BE ASKED ABOUTTHE PERSONAL
HISTORY, FAMILY HISTORY AND RECENT HEALTH STATUS. THE HEALTH CARE PROVIDER SHOULD ASCERTAIN PREVIOUS IMMUNI¬
ZATION HISTORY CURRENT HEALTH STATUS, AND OCCURRENCE OF ANY SYMPTOMS AND/OR SIGNS OF AN ADVERSE EVENT
AFTER PREVIOUS IMMUNIZATIONS, IN THE CHILD TO BE IMMUNIZED, IN ORDER TO DETERMINE THE EXISTENCE OF ANY CONTRA¬
INDICATION TO IMMUNIZATION WITH TETRAMUNE AND TO ALLOW AN ASSESSMENT OF BENEFITS AND RISKS.

3. BEFORE THE INJECTION OF ANY BIOLOGICAL, THE HEALTH CARE PROVIDER SHOULD TAKE ALL PRECAUTIONS KNOWN FOR THE
PREVENTION OF ALLERGIC OR ANY OTHER SIDE REACTIONS. This should include: a review of the patient's history regarding possible
sensitivity; the ready availability of epinephrine 1:1GQ0and other appropriate agents used for control of immediate allergic reactions; and a
knowledge of the recent literature pertaining to use of the biological concerned, including the nature of side effects and adverse reactions
that may follow its use.

4. Children with impaired immune responsiveness, whether due to the use of immunosuppressive therapy (including irradiation, cortico-
steroids, antimetabolites, alkylating agents, and cytotoxic agents), a genetic defect, human immunodeficiency virus (HIV) infection, or
other causes, may have reduced antibody response to active immunization procedures. Deferral of administration of vaccine may be
considered in individuals receiving immunosuppressive therapy. Other groups should receive this vaccine according to the usual recom¬
mended schedule (See DRUG INTERACTIONS.)

5. This product is not contraindicated based on the presence of human immunodeficiency virus infection.
6. Since this product is a suspension containing an adjuvant, shake vigorously to obtain a uniform suspension prior to withdrawing each dose

from the multiple dose vial.
7. A separate sterile syringe and needle or a sterile disposable unit should be used for each individual patient to prevent transmission of

infectious agents from one person to another. Needles should be disposed of properly and should not be recapped.
8. Special care should be taken to prevent injection into a blood vessel.
National Childhood Vaccine Injury Act: This Act requires that the manufacturer and lot number ol the vaccine administered be recorded
by the health care provider in the vaccine recipient's permanent medical record (or in a permanent office log or file), along with the dale of
administration of the vaccine and the name, address, and title of the person administering the vaccine.

The Act further requires the health care provider to report to the Secretary of the Department of Health and Human Services through the
Vaccine Adverse Event Reporting System (VAERS) the occurrence following immunization of any event set forth in the Vaccine Injury Table,
including: anaphylaxis or anaphylactic shock within 24 hours; encephalopathy or encephalitis within 7 days; shock-collapse or hypotonie·
hyporesponsive collapse within 7 days: residual seizure disorder; any acute complication or sequelae (including death) oí above events, or
any event that would contraindícate further doses of vaccine, according to the package insert tor TETRAMUNE.

Diphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed and Haemophilus b Conjugate Vaccine
(Diphtheria CRM197 Protein Conjugate) TETRAMUNE™

The US Department of Health and Human Services has established VAERS to accept all reports of suspected adverse events after the
administration of any vaccine, including but not limited to the reporting ot events required by the National Childhood Vaccine Injury Act of
1986, The VAERS toll-free number for VAERS forms and information is 800-822-7967
Information lor Patient: PRIOR TO ADMINISTRATION OF TETRAMUNE, HEALTH CARE PERSONNEL SHOULD INFORM THE PARENT,
GUARDIAN. OR OTHER RESPONSIBLE ADULT OF THE RECOMMENDED IMMUNIZATION SCHEDULE FOR PROTECTION AGAINST DIPH¬
THERIA, TETANUS, PERTUSSIS, AND HAEMOPHILUS b DISEASE AND THE BENEFITS AND RISKS TO THE CHILD RECEIVING THIS
VACCINE. GUIDANCE SHOULD BE PROVIDED ON MEASURES TO BETAKEN SHOULD ADVERSE EVENTS OCCUR, SUCH AS ANTIPYRETIC
MEASURES FOR ELEVATED TEMPERATURES AND THE NEED TO REPORT ADVERSE EVENTS TO THE HEALTH CARE PROVIDER. PARENTS
SHOULD BE PROVIDED WITH VACCINE INFORMATION PAMPHLETS AT THE TIME OF EACH VACCINATION, AS STATED IN THE NATIONAL
CHILDHOOD VACCINE INJURY ACT,

THE HEALTH CARE PROVIDER SHOULD INFORM THE PATIENT, PARENT, OR GUARDIAN OF THE IMPORTANCE OF COMPLETING THE
IMMUNIZATION SERIES.

PATIENTS, PARENTS, OR GUARDIANS SHOULD BE INSTRUCTED TO REPORT ANY SERIOUS ADVERSE REACTIONS TO THEIR HEALTH
CARE PROVIDER.
Drug Interactions: Children receiving immunosuppressive therapy may have a reduced response to active immunization procedures.

As with other intramuscular injections, TETRAMUNE should be given with caution to children on anticoagulant therapy.
Tetanus Immune Globulin or Diphtheria Antitoxin, if used, should be given in a separate site with a separate needle and syringe.
The    recommends that influenza virus vaccine should not be administered within 3 days of immunization with a pertussis-containing

vaccine since both vaccines may cause tebrile reactions in young children.
Data are not yet available concerning adverse reactions that may occur when TETRAMUNE is given simultaneously with Oral Poliovirus

Vaccine (OPV), Measles-Mumps-Rubella (MMR) or Hepatitis  (HB) vaccine at separate sites. Also, data are not available concerning the
effects on immune response of OPV, MMR or HB vaccine when TETRAMUNE is given simultaneously. Clinical studies with TETRAMUNE did
however allow lor the administration of OPV according to the routine immunization schedule for OPV
Carcinogenesis, Mutagenesis, Impairment ol Fertility: TETRAMUNE has not been evaluated for its carcinogenic, mutagenic poten¬tial or for impairment of fertility.
Pregnancy: Pregnancy Category 0: Animal reproduction studies have not been conducted with TETRAMUNE. This product is not recom¬
mended for use in individuals 7 years of age or older.
Pediatrie Use: The safety and effectiveness of TETRAMUNE in children below the age of 6 weeks have not been established

For immunization of children 7 years ol age or older, Tetanus and Diphtheria Toxoids Adsorbed for Aduli Use (Td) is recommended. If
contraindication to the pertussis component exists, Diphtheria and Tetanus Toxoids Adsorbed, for Pediatrie Use (DT) should be substituted in
children who have not reached their seventh birthday.

Full protection against the indicated diseases (tetanus, diphtheria, pertussis, and Haemophilus type b disease) is based on afull course of
immunization.

ADVERSE REACTIONS
The safety of TETRAMUNE has been evaluated in 6,793 children at 2,4, and 6 months of age oral 15 to 18 months of age in three separate

sites. The percent of doses administered associated with injection site reactions within 72 hours, or common systemic symptoms within
4 days, is summarized below:

% of Doses Associated with Symptoms
Infants* lnfants§ Toddlers

(542 doses} (7269 doses) _(107 doses)
Local'

Erythema
Pain/Tenderness
SwellingWarmth

System ict
Fever >38.0°C
Irritability
Drowsiness
Restless sleep
Loss of appetite
Vomiting
Diarrhea
Rash

40«
54

* within 72 hours of immunization
î within 4 days of immunization
t a separate multicenter safety and immunogenicity study, not a subset of the 7269 infant Kaiser study
§ data for this study all collected within 24 hours of immunization (percentages calculated from a range of 7269 to 7500 doses) in the Kaiser

Permanente Safety and Immunogenicity Study
dfever

Based on review of the Kaiser-Permanente Medical Care Program utilization data base of hospitalizations (within 60 days) and emergency
room visits (within 30 days of immunization) in 6.497 infants who received TETRAMUNE, the most common reasons lor seeking care include:
trauma, viral illness, and respiratory illnesses (eg, upper respiratory infection, otitis media, bronchitis/bronchiolitis, and pneumonia). One
child who received TETRAMUNE became transiently pale and tremulous without loss of responsiveness 4 hours alter immunization and was
hospitalized with a diagnosis of seizure. No other hospital visits tor seizure or hypotonie, hyporesponsive episodes were reported within
72 hours of immunization. These results were not different from those observed in 3,935 infants who received DTP and HbOC at separate
injection sites,

As with other aluminum-containing vaccines, a nodule may occasionally be palpable at the injection site for several weeks. Although not
seen in studies with TETRAMUNE, sterile abscess formation or subcutaneous atrophy at the injection site may also occur.

The following significant adverse events have occurred following administration of DTP vaccines: persistent, inconsolable crying
>3 hours (1/100 doses), high-pitched, unusual crying (1/1000 doses), fever >40,5°C (105°F) (1/330 doses), transient shock-like (hypo-
tonic, hyporesponsive) episode (1/1750 doses), convulsions (1/1750 doses).

The ACIP states: "Although DTP may rarely produce symptoms that some have classified as acute encephalopathy. a causal relation
between DTP vaccine and permanent brain damage has not been demonstrated. If ¡he vaccine ever causes brain damage, the occurrence of
such an event must be exceedingly rare, A similar conclusion has been reached by the Committee on Infectious Diseases of the American
Academy of Pediatrics, the Child Neurology Society, the Canadian National Advisory Committee on Immunization, the British Joint Commit¬
tee on Vaccination and Immunization, the British Pediatrie Association, and the Institute of Medicine."

The occurrence ot sudden infant death syndrome (SIDS) has been reported following administration of DTP However, a large case-control
study in the US revealed no causal relationship between receipt of DTP vaccine and SIDS. A recent study of 6,497 infants in northern
California found no increase in the rate of SIDS among TETRAMUNE recipients.

Onset of infantile spasms has occurred in infants who have recently received DTP or DT. Analysis of data from the National Childhood
Encephalopathy Study on children with infantile spasms showed that receipt of preparations containing diphtheria, tetanus, and/or pertussis
antigens was not causally related to infantile spasms The incidence of onset of infantile spasms increases at 3 to 9 months of age, the time
period in which the second and third doses of DTP are generally given. Therefore, some cases of infantile spasms can be expected to be
related by chance alone to recent receipt of vaccines containing DTP

Bulging fontane! has been reported after DTP immunization, although no cause and effect relationship has been established.
Cardiac effects and respiratory difficulties, including apnea, have been reported rarely following DTP immunization.
Other events that have been reported following administration of vaccines containing diphtheria, tetanus, pertussis, or Haemophilus b

antigens include: urticaria, erythema multiforme or other rash, arthralgias, and, more rarely, a severe anaphylactic reaction (eg, urticaria with
swelling of the mouth, difficulty breathing, hypotension, or shock) and neurological complications, such as convulsions, encephalopathy,
and various mono- and polyneuropathies, including Guillain-Barré syndrome. Permanent neurological disability and death have also been
reported rarely in temporal relation to immunization although a causal relationship has not been established.

DOSAGE AND ADMINISTRATION
For Intramuscular Use Only.
See DOSAGE AND ADMINISTRATION in full Prescribing Information for complete dosing and precautionary information.
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the treatment groups (jor a rate oj30.7 per 1000 patients)
and 518 coronary events among 15 165 patients in the con¬

trol groups (jor a rate oj34.2 per 1000). The dijjerence in
rates was thus 3.5 per 1000; and 3.5+34.2=10.2%. Base¬
line diastolic blood pressures were 85 to 109 mm Hg among
these 30403 patients, with an average baseline diastolic
blood pressure oj 97.5 mm Hg. Collins et   also indicate
that the dijjerence in major coronary events between treat¬
ment and control groups was statistically significant. Whether
this ejject is clinically worthwhile is debatable, but I think
that the numbers speak for themselves in demonstrating a

10% short-term (5-year) reduction in the risk jor MI as¬

sociated with the treatment ojmild hypertension with drugs.
A key question still unanswered is what effects longer pe¬
riods oj antihypertensive treatment have on the risk jor
MI and on cardiac mortality.

Kevin A. Pearce, MD, MPH
Bowman Gray School of Medicine
Winston-Salem, NC
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amateurs.

Serious allergies require serious care-the kind that only well-trained profes¬
sionals can provide. But if we're going to knock-out allergies, we need team
work! That's where the Asthma and Allergy Foundation of America can help.

We're dedicated to helping you help your patients. We offer a toll-free
patient information number, a full range of educational materials for adults
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them in touch with our nationwide network of chapters and support groups.
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Now 400 mg Strong!
Theo-24
(theophylline anhydrous)
Extended-release capsules 100,200,300 & 400 mg

The following is a brief summary only. Before prescribing, consult complete prescribing information in product label¬
ing or PDR.
INDICATIONS AND USAGE
Theo-24 is indicated for relief and/or prevention of symptoms from asthma and for reversible bronchospasm associated
with chronic bronchitis and emphysema.
CONTRAINDICATIONS
Theo-24 is contraindicated in patients with a history of hypersensitivity to theophylline. It is also contraindicated in
patients with active peptic ulcer disease and in patients with underlying seizure disorders (unless receiving appropriate
anticonvulsant medication).
WARNINGS
Serum levels above 20 mcg/ml are rarely found after appropriate administration of the recommended doses. However,
in individuals in whom theophylline plasma clearance is reduced for any reason, even conventional doses may result
in increased serum levels and potential toxicity. Reduced theophylline clearance has been documented in the follow¬
ing readily identifiable groups: {1 ) patients with impaired liver function; (2) patients over 55 years of age, particularly
males and those with chronic lung disease; (3) patients with cardiac failure from any cause; (4) patients with sustained
high fever; (5) infants under 1 year of age; and (6) patients taking certain drugs (see Precautions: Drug/Drug inter¬
actions). Frequently, such patients have markedly prolonged theophylline serum levels following discontinuation of
the drug.
Reduction of dosage and laboratory monitoring is especially appropriate in the above individuals.
Serious side effects such as ventricular arrhythmias, convulsions, or even death may appear as the first sign of toxic¬
ity without any previous warning. Less serious signs of theophylline toxicity <ie, nausea and restlessness) may occur

frequently when initiating therapy, but are usually transient; when such signs are persistent during maintenance ther¬
apy, they are often associated with serum concentrations above 20 mcg/ml. Serious toxicity is not reliably preceded
by less severe side effects. A serum concentration measurement is the most reliable method of predicting potentially
life-threatening toxicity.
Many patients who require theophylline may exhibit tachycardia due to their underlying disease process so that the
cause/effect relationship to elevated serum theophylline concentrations may not be recognized.
Theophylline products may cause arrhythmia and/or worsen preexisting arrhythmias. Any significant change in rate
and/or rhythm warrants monitoring and further investigation. Halothane anesthesia in the presence of theophylline may
produce sinus tachycardia or ventricular arrhythmias.
Studies in laboratory animals (minipigs, rodents, and dogs) recorded the occurrence of cardiac arrhythmias and sud¬
den death (with histologie evidence of necrosis of the myocardium) when theophylline and beta agonists were adminis¬
tered concomitantly. The significance of these findings when applied to humans is unknown.
PRECAUTIONS
General: On the average, theophylline's half-life is shorter in cigarette and marijuana smokers than in nonsmokers,
but smokers can have half-lives as long as nonsmokers. Theophylline should not be administered concomitantly with
other xanthines. Use with caution in patients with hypoxemia, hypertension, or those with a history of peptic ulcer.
Theophylline may occasionally act as a local irritant to the gastrointestinal tract when administered orally, although
gastrointestinal symptoms are more commonly centrally mediated and associated with serum drug concentrations
over 20 mcg/ml.
Information for patients: Patients should be instructed to take this medication in the morning, at approximately the
same time each day, and not to exceed the prescribed dose.
Patients who require a relatively high dose of theophylline (¡e, a dose equal to or greater than 900 mg or 13 mg/kg,
whichever is less) should be informed of important considerations relating to time of drug administration and meal con¬
tent (see Precautions: Drug/Food interactions; and Dosage and Administration in complete prescribing).
As with any extended-release theophylline product the patient should alert the physician if symptoms occur repeat¬
edly, especially near the end of a dosing interval.
Laboratory tests: Serum levels should be monitored periodically to determine the theophylline level associated with
observed clinical response and as the method of predicting toxicity. For such measurements, the serum sample should
be obtained at the time of peak concentrations, approximately 12 hours after administration of a morning dose. It is
important that the patient has not missed or taken additional doses during the previous 72 hours and that dosing
intervals have been reasonably consistent. Dose adjustment based on measurements when these instructions have
not been followed may result in toxicity (see Dosage and Administration in complete prescribing).
Drug Interactions
Drug/Drug interactions: Toxic synergism has been documented with ephedrine and may occur with other sympatho-
mimetic bronchodilators. Halothane anesthesia in the presence of theophylline may produce sinus tachycardia or
ventricular arrhythmias.
In addition, the following drug interactions have been demonstrated with theophylline:
Lithium carbonate Increased renal excretion of lithium
Allopurinol (high-dose) Increased serum theophylline levels
Cimetidine Increased serum theophylline levels
Erythromycin, troleandomycin Increased serum theophylline levels
Oral contraceptive steroids Increased serum theophylline levels
Ciprofloxacin Increased serum theophylline levels
Propranolol Increased serum theophylline levels
Phenytoin Decreased theophylline and phenytoin serum levels
Carbamazepine Decreased serum theophylline levels
Phénobarbital Decreased serum theophylline levels
Rifampin Decreased serum theophylline levels
Drug/Food interactions: Taking Theo-24 less than one hour before a high-fat-content meal, such as 8 oz whole milk, 2
fried eggs, 2 bacon strips, 2 oz hashed brown potatoes, and 2 slices of buttered toast (about 985 calories, including
approximately 71 g of fat) may result in a significant increase in peak serum level and in the extent of absorption of
theophylline as compared to administration in the fasted state. In some cases (especially with doses of 900 mg or more
taken less than one hour before a high-fat-content meal) serum theophylline levels may exceed the 20 mcg/ml level,
above which theophylline toxicity is more likely to occur.

Drug/Laboratory test interactions: Currently available analytical methods, including high pressure liquid chromatogra-
phy and immunoassay techniques, for measuring serum theophylline levels are specific. Metabolites and other drugs
generally do not affect the results. Other new analytical methods are in use. The physician should be aware of the labo¬
ratory method used and whether other drugs will interfere with the assay for theophylline.
Carcinogenesis. mutagenesis, and Impairment of fertility: Long-term carcinogenicity studies have not been per¬
formed with theophylline. Theophylline has been shown to be mutagenic in Escherichia coli and other lower organ¬
isms (Euglena gracilis and Ophiostoma multiannulatum). Chromosome-breaking activity was detected in human cell
cultures at concentrations of theophylline up to 50 limes the therapeutic serum concentration in humans. Theophylline
was not mutagenic in the dominant lethal assay in male mice given theophylline intraperitoneally in doses up to 30
limes the maximum daily human oral dose. Studies to determine the effect on fertility have not been performed with
theophylline.
Pregnancy: Pregnancy Category C. Limited animal studies have shown teratogenic activity of theophylline in mice
and rats. There are no adequate and we11-contro I led studies in pregnant women. Theophylline should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.
Nursing mothers: Theophylline is distributed into breast milk and may cause irritability or other signs of toxicity in
nursing infants. Because of the potential for serious adverse reactions in nursing infants from theophylline, 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.
Pediatrie use: Safety and effectiveness in children under 12 years of age have not been established with this product.
ADVERSE REACTIONS
The following adverse reactions have been observed, but there has not been enough systematic collection of data to
support an estimate of their frequency. The most consistent adverse reactions are usually due to overdosage.
Gastrointestinal: nausea, vomiting, epigastric pain, hematemesis, diarrhea.
Central nervous system: headaches, irritability, restlessness, insomnia, reflex hyperexcitability, muscle twitching, clonic
and tonic generalized convulsions.
Cardiovascular: palpitation, tachycardia, extrasystoles, flushing, hypotension, circulatory failure, ventricular arrhythmias.
Respiratory: tachypnea.
Renal: potentiation of diuresis.
Other: alopecia, hyperglycemla, inappropriate ADH (antidiuretic hormone) syndrome, rash.
HOW SUPPLIED
Theo-24 (theophylline anhydrous) is supplied in extended-release capsules containing 100, 200, 300 or 400 mg of
anhydrous theophylline.
Caution: Federal law prohibits dispensing without prescription.
Revised 8/93

References: 1 Data on file. 2. Minotti DA, Altman LC, Ayars GH et al, Once-a-day dosing with theophylline: a comparison ol four
sustained-release products Ann Allergy 68- 500-506. 1993.
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CallforPapers
1994 International Conference on Physician Health
September 16-20, 1994. Ottawa, Ontario, Canada
"Stress: The Profession, the Family and You"
The 1994 International Conference on Physician Health, co-sponsored by the American Medical Association, the Federation of State
Medical Boards, the Canadian Medical Association, and the Federation of Medical Licensing Authorities of Canada is scheduled for
September 16-20,1994, at the Ottawa Westin Hotel.

Ottawa is Canada's capital and offers many national museums, over 60 miles of bicycle paths, hiking in Gateneau park, squash
courts and swimming at the hotel and golf nearby.
The conference will provide a forum for practitioners and researchers to present recent findings and innovative treatment and
education programs in physician health. This conference will address a range of issues, such as AIDS, HIV, problems related to
aging, mental illness, substance abuse and physical disabilities and limitations, including those caused by general medical condi¬
tions. Possible topics for presentation include: presentation and treatment of health problems among physicians, the impact of
disorders on physicians' families and practices, medical-legal issues facing hospital administrations and licensing boards, and
material on health promotion and disease prevention. Abstracts which address issues related to these topics (i.e., prevention,
diagnosis, treatment, rehabilitation), but not dealing specifically withphysicians are also welcome.

Three types of presentations regarding these physician health issues are invited:
• Poster Presentations

Written presentations of data-based research, epidemiological research, or program descriptions.
• Paper Sessions

Oral presentation of scientific, data-based findings relative to the topic of physician health.
Abstractsforposterpresentations andpaper sessions should contain an introductory statement on the significance of
subject matter. Description of methods, results, and conclusions should follow the introductory statement.

• Workshops
Training or instructional presentations, designed to improve specific skills of persons who work in the area of
physician health.
Abstractsfor workshops should contain information on the program's intended audience, goals, teaching
strategies, and materials. Evaluation data should be summarized

Abstracts may not exceed 200 words. Any abstracts exceeding that length will be rejected. Abstracts should be typed, double
spaced, and mailed (not faxed). Four copies of the abstract should be sent, along with one self-addressed, stamped envelope. All
submissions must list the primary and secondary authors and their professional affiliations. Telephone number and address of
primary author must also be included.

Submissions must be received by February 1, 1994.
Abstracts will be submitted for blind review. Abstracts will be judged on their applicability to the conference topic area and their
scientific merit. The decisions of the blind reviewers will be communicated to the abstract's primary author by April 1, 1994.
All presenters are expected to register for the conference at the AMA member rate. We are unable to provide any financial support
for presenters. Presenters will also be responsible for their own transportation and hotel expenses, as well as making all reserva¬
tions for same.

Send all materials to:
Elaine M. Tejcek, Physicians Health Foundation, American Medical Association, 515 N. State Street, Chicago, IL 606l0.

American Medical Association
Physicians dedicated to the health of America
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