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TETRAMUNE
Diphttieria and Tetanus Toxoids and Pertussis

Manne Adsorbed and Haemophilus b Conjugate
Vbcdne (Diphtheria CRiVU Protein Conjugale)

Brief Summary
Diphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed and Haemophilus b Conjugate Vaccine
(Diphtheria CRM197 Protein Coniugate) TETRAMUNE'"

For complete Prescribing information and references, please consult package insert.

INDICATIONS AND USAGE
Diphtheria and Tetanus Toxoids and Pertussis Vaccine Adsorbed and Haemophilus b Conjugate Vaccine (Diphtheria CRM,g7

Protein Coniugate) TETRAMUNE. Is Indicated (or the active immunization of children 2 months of age to 5 years otage for protection against
diphtheria, tetanus, pertussis, and Haemophilus b disease when Indications for Immunization with DTP vaccine and Haemophilus b Conju¬
gate Vaccine coincide. Typically, this is at 2,4.6, and 15 months of age.

As with any vaccine, TETRAMUNE may not protect 100% ol 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 BYTHE    OR ACIPTOBEACONTRAINDICATION
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 ol seizures to be a contraindication to pertussis vaccine despite the increased risk ol seizures in these individuals.

The decision to administer a pertussis-containing vaccine to children must be made by the physician on an individual basis, with
consideration of all relevant factors, and assessment ot potential risks and benefits for thai individual The physician should review the lull text
of ACIP and    guidelines prior to considering vaccination for children. The parent ot guardian should be advised of the increased risk
involved.

There are no dala on whether the prophylactic use of antipyretics can decrease the risk of febrile convulsions. However, data suggest
that acetaminophen will reduce the incidence of postvaccination (ever The ACIP and    suggest administering acetaminophen at age-
appropriate doses at the time of vaccinatien and every 4 to 6 hours to children at higher risk tor 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 RISK OF TETANUS AND PROVIDING AN OUTBREAK OF DIPHTHERIA OR PERTUSSIS DOES
NOT OCCUR SIMULTANEOUSLY.

The clinical judgmenl ol 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 >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 AHIGH INCIDENCE OF PERTUSSIS. IN WHICH THE POTENTIAL BENEFITS OUTWEIGH
POSSIBLE RISKS, PARTICULARLY BECAUSE THESE EVENTS ARE NOT ASSOCIATED WITH PERMANENT SEQUELAE:1

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,97 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 SIOS 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 poivsacchande vaccine, cases ol Haemophilus type b disease may occur prior to the onset ot the
protective effect o( this vaccine,

TETRAMUNE WILL NOT PROTECT AGAINST«. INFLUENZAS 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 not routinely recommended tot 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 tor use
beyond the seventh birthday

2. PRIOR TO ADMINISTRATION OF ANY DOSE OF TETRAMUNE, THE PARENT OR GUARDIAN SHOULD BE ASKED ABOUT THE 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 ol the patient's history regarding possible
sensitivity; the ready availability of epinephrine 1:1000 and other appropriate agents used lor control ot immediale allergic reactions; and a
knowledge of the recent literature pertaining to use of the biological concerned, includlno the nature ol side elfects and adverse teactions
that may follow ¡Is use.

4. Children with impaired immune responsiveness, whether due to the use of immunosuppressive therapy (including irradiation, cortico-
steroids, antimetabolltes, alkylating agents, and cytoioxic agents), a genetic defect, human immunodeficiency virus (HIV) Infection, or
other causes, may have reduced antibody response to active Immunization procedures. Deterral of administration oí 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. SincethisproductIsasuspensioncontaininganadjuvant snakevigorouslyto obtainaunilormsuspensionpriorto withdrawingeachdose

torn Ik multiple dose vial.
1 A separate sterile syringe and needle or a sterile disposable unit should be used tor each individual patient to prevent transmission ot

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 reccrd (or in a permanent office log or tile), along with the date of
administration of the vaccine and the name, address, and title ol the person administering the vaccine.

The Act turthet requites the health care provider to report to the Secretary ol the Department of Health and Human Services through the
Vaccine Adverse Event Reporting System (VAERS) the occurrence following immunization ol any event set forth in the Vaccine Injury Table,
including: anaphylaxis ot anaphylactic shock within 24 hours; encephalopathy ot encephalitis within 7 days; shock-collapse ot hypotonic-
hypotesponsive collapse within 7 days; residual seizure disorder; any acute complication ot sequelae (including death) of 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 pf Health and Human Services has established VAERS to accept all reports ol suspected adverse events after the
administration of any vaccine. Including but not limited to the reporting of events required by the National Childhood Vaccine Injury Acl of
1986. The VAERS toll-free number lot 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 ATTHE 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 lo children on anticoagulant therapy.
Tetanus Immune Globulin or Diphtheria Antitoxin, It 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 ot immunization with a pertussis-containing

vaccine since both vaccines may cause febrile reactions in young children.
Data are no! 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 ol OPV, MMR ot HB vaccine when TETRAMUNE is given simultaneously. Clinical studies with TETRAMUNE did
however allow for the administration of OPV according to the routine Immunization schedule for OPV.
Carcinogenesis, Mutagenesls, Impairment ol Fertility: TETRAMUNE has not been evaluated for its carcinogenic, mutagenic poten¬
tial or for impairment of fertility.
Pregnancy: Pregnancy Category C: 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 safely and effectiveness ol TETRAMUNE In children below the age of 6 weeks have not been established.

Fot immunization of children 7 years of age or older, Tetanus and Diphtheria Toxoids Adsorbed fur Adult Use (Td) is recommended It
contraindication to the pertussis component exists, Diphtheria and Tetanus Toxoids Adsorbed, lot 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 ol
Immunization
ADVERSE REACTIONS

The safety ol TETRAMUNE has been evaluated in 6,793 children at 2,4, and 6 months otage or at 15 to 18 months of age in three separate
sites. The percent ot doses administered associated with injection site reactions within 72 hours, or common systemic symptoms within
4 days, is summarized below:

% ol Doses Associated with Symploms
Infants* Intanisi Toddlers

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

Erythema
Pain/Tenderness
Swelling
Warmth

System«
Fever 238.0°C
Irritability
Drowsiness

Loss of apr
Vomiting

40i
54

Rash 3
-

0
' within 72 hours ol immunization
t within 4 days ol Immunization
t a separate multlcenter safety and ¡mmunogenlcity study, not a subset of the 7269 infant Kaiser study
s data for Ibis study all collected wilhin 24 hours of immunization (percentages calculated from a range dl 7269 to 7500 doses) in the Kaiser

Permanente Safety and Immunogenicity Study
d lever

Based on review olthe Kaiser-Permanente Medical Care Program utilization dala base of hospitalizations (wilhin 60 days) and emergency
room visits (within 30 days of Immunization) In 6,497 intants who received TETRAMUNE, the most common reasons lor seeking care include:
trauma, viral illness, and respiratory Illnesses (eg, upper respiratory infection, otitis media, bronchitis/bronchiolltis, and pneumonia). One
child who received TETRAMUNE became transiently pale and tremulous without loss of responsiveness 4 hours after immunization and was
hospitalized with a diagnosis of seizure No other hospital visits for seizure or hypotonie, hyporesponsive episodes were reported within
72 hours ol 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 totmation 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), lever >40.5"C (105°F) (1/330 doses), transient shock-like (hypo-
tonic, hyporesponsive) episode (1/1750 doses), convulsions (1/1750 doses).

The ACIP stales: "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 the vaccine ever causes brain damage, the occurrence ot
such an event must be exceedingly rare. A similar conclusion has been reached by the Committee on Infectious Diseases of the American
Academy ol 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 ot Medicine."

The occurrence ol sudden inlant 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 ol DTP vaccine and SIDS. A recent study ot 6,497 Infants in northern
California found no increase in the rate ot SIDS among TETRAMUNE recipients.

Onset ol infantile spasms has occurred in infants who have recently received DTP ot DT. Analysis ot data trom 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 lo infantile spasms. The incidence of onset ol infantile spasms increases at 3 to 9 months of age, the time
period in which the second and third doses ot DTP are generally given Therefore, some cases of Infantile spasms can be expected to be
related by chance alone to recent receipt ol vaccines containing DTP

Bulging fontanel 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 immunisation.
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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**  I.V. INJEQION/TABLETSTCNORMIK (atenobi) 25,50,100 mg tablets
TENORMIN· (atenolol)25, 50,100 mg tablets

(FOR FULL PRESCRIBING INFORMATION, SEE PACKAGE INSERT.)
INDICATIONS AND USAGE: Hypertension: TENORMIN is indicateci in the management oí hypertension. It may be used alone or
concomitantly with other antihypertensive agents, particularly with a thiazide-type diuretic.

Angina Pectoris Due to Coronary Atherosclerosis: TENORMIN is indicated tor the long-term management ol patients with angina pectoris.
Acute Myocardial Infarction: TENORMIN is indicated in the management of hemodynamically stable patients with definite or suspected

acute myocardial infarction to reduce cardiovascular mortality. Treatment can be initiated as soon as the patient's clinical condition allows.
(See DOSAGE AND ADMINISTRATION. CONTRAINDICATIONS, and WARNINGS.) in general, there is no basis for treating patients like
those wtio were excluded from the ISIS-1 trial (blood pressure less than 100 mm Hg systolic, heart rate less than 50 bpm) or have other
reasons to avoid beta blockade. As noted above, some subgroups (eg, elderly patients with systolic blood pressure below 120 mm Hg)
seemed less likely to benefit,
CONTRAINDICATIONS: TENORMIN is contraindicated in sinus bradycardia, heart block greater than first degree, cardiogenic shock, and
overt cardiac failure. (See WARNINGS.)
WARNINGS: Cardiac Failure: Sympathetic stimulation is necessary in supporting circulatory function in congestive heart failure, and beta
blockade carries the potential hazard of further depressing myocardial contractility and precipitating more severe failure. In patients who
have congestive heart failure controlled by digitalis and/or diuretics, TENORMIN should be administered cautiously. Bath digitalis and
atenolol slow AV conduction.

In patients with acute myocardial infarction, cardiac failure which is not promptly and effectively controlled by 80 mg of intravenous
furosemide or equivalent therapy is a contraindication to beta-blocker treatment.

In Patients Without a History of Cardiac Failure: Continued depression of the myocardium with beta-blocking agents overa period of
time can, in some cases, lead to cardiac failure. At the first sign or symptom of impending cardiac failure, patients should be fully digitalized
and/or be given a diuretic and the response observed closely. If cardiac failure continues despite adequate digitalization and diuresis,
TENORMIN should be withdrawn. (See DOSAGE AND ADMINISTRATION.)

In a study of 477 patients, the following adverse events were
reported during either intravenous and/or oral atenolol administration:

Cessation of Therapy with TENORMIN: Patients with coronary artery disease, who are being treated with TENORMIN, should be advised
against abrupt discontinuation ot therapy. Severe exacerbation of angina and the occurrence of myocardial infarction and ventricular
arrhythmias have been reported in angina patients following the abrupt discontinuation of therapy with beta blockers. The last two
complications may occur with or without preceding exacerbation of the angina pectoris. As with other beta blockers, when discontinuation
of TENORMIN is planned, the patients should be carefully observed and advised to limit physical activity to a minimum. If the angina
worsens or acute coronary insufficiency develops, it is recommended that TENORMIN be promptly reinstituted, at least temporarily.
Because coronary artery disease is common and may be unrecognized, it may be prudent not to discontinue TENORMIN therapy
abruptly even in patients treated only for hypertension. (See DOSAGE AND ADMINISTRATION.)_

BronchospastiC Diseases: PATIENTS WITH BRONCH0SPASTIC DISEASE SHOULD, IN GENERAL, NOT RECEIVE BETA BLOCKERS.
Because of its relative beta, selectivity, however, TENORMIN may be used with caution in patients with branchospastic disease who
do not respond to, or cannot tolerate, other antihypertensive treatment. Since beta, selectivity is noi absolute, the lowest possible
dose of TENORMIN should be used with therapy initiated at 50 mg and a beta,-stimulating agent (bronchodilator) should be made
available. If dosage must be increased, dividing the dose should be considered in order to achieve lower peak blood levels.

Anesthesia and Major Surgery: It is not advisable to withdraw beta-adrenoreceptor blocking drugs prior to surgery in the majority of
patients. However, care should be taken when using anesthetic agents such as those which may depress the myocardium. Vagai
dominance, if it occurs, may be corrected with atropine (1-2 mg IV).Additionally, caution should be used when TENORMIN I.V. Injection is administered concomitantly with such agents.

TENORMIN, like other beta blockers, is a competitive inhibitor of beta-receptor agonists and its effects on the heart can be reversed by
administration of such agents: eg, dobutamine or isoproterenol with caution (see section on OVERDOSAGE).

Diabetes and Hypoglycemia: TENORMIN should be used with caution in diabetic patients if a beta-blocking agent is required. Beta
blockers may mask tachycardia occurring with hypoglycemia, but other manifestations such as dizziness and sweating may not be
significantly affected. At recommended doses TENORMIN does not potentiate insulin-induced hypoglycemia and, unlike nonselective beta
blockers, does not delay recovery of blood glucose to normal levels.

Thyrotoxicosis Beta-adrenergic blockade may mask certain clinical signs (eg, tachycardia) of hyperthyroidism. Patients suspected of
having thyroid disease should be monitored closely when administering TENORMIN i.V. Injection. Abrupt withdrawal of beta blockade
might precipitate a thyroid storm; therefore, patients suspected of developing thyrotoxicosis from whom TENORMIN therapy is to be
withdrawn should be monitored closely. (See OOSAGE AND ADMINISTRATION.)

Pregnancy and Fetal Injury: TENORMIN can cause fetal harm when administered to a pregnant woman. TENORMIN crosses the
placental barrier and appears in cord blood. No studies have been performed on the use of TENORMIN in the first trimester and the
possibility of fetal injury cannot be excluded. TENORMIN has been used under close supervision for the treatment of hypertension in the
third trimester. Administration of TENORMIN for longer periods to pregnant women in the management of mild to moderate hypertension
has been associated with intrauterine growth retardation. If this drug is used during pregnancy, or if the patient becomes pregnant while
taking this drug, the patient should be apprised of the potential hazard to the fetus.

Atenolol has been shown to produce a dose-related increase in embryo/fetal résorptions in rats at doses equal to or greater than 50 mgykg/day
or 25 or more times the maximum recommended human antihypertensive dose. " Although similar effects were not seen in rabbits, the compound
was not evaluated in rabbits at doses above 25 mg/kg/day or 12.5 times the maximum recommended human antihypertensive dose.*

'Based on the maximum dose ot 100 mg/day in a 50 kg patient.
PRECAUTIONS: General: Patients already on a beta blocker must be evaluated carefully before TENORMIN is administered, initial and
subsequent TENORMIN dosages can be adjusted downward depending on clinical observations including pulse and blood pressure.
TENORMIN may aggravate peripheral arterial circulatory disorders.

Impaired Renal Function: The drug should be used with caution in patients with impaired renal function. (SEE DOSAGE AND
ADMINISTRATION.)Drug Interactions: Catecholamine-depleting drugs (eg, reserpine) may have an additive effect when given with beta-blocking agents.
Patients treated with TENORMIN plus a catecholamine depletor should therefore be closely observed for evidence of hypotension and/or
marked bradycardia which may produce vertigo, syncope, or postural hypotension.

Beta blockers may exacerbate the re bound hypertension which can fol low the withdrawal of clonidine. If the two drugs are coadm in istered,
the beta blocker should be withdrawn several days before the gradual withdrawal of clonidine. If replacing clonidine by beta-blocker
therapy, the introduction ot beta blockers should be delayed for several days after clonidine administration has stopped.

Caution should be exercised with TENORMIN I.V. Injection when given in close proximity with drugs that may also have a depressant
effect on myocardial contractility, On rare occasions, concomitant use of intravenous beta blockers and intravenous verapami! has resulted
in serious adverse reactions, especially in patients with severe cardiomyopathy, congestive heart failure, or recent myocardial infarction.

Information on concurrent usage of atenolol and aspirin is limited. Data from several stud ies,ie,TIMI-ll,ISIS-2, currently do not suggest
any clinical interaction between aspirin and beta blockers in the acute myocardial infarction setting.

While taking beta blockers, patients with a history of anaphylactic reaction to a variety of allergens may have a more severe reaction on
repeated challenge, either accidental, diagnostic, or therapeutic. Such patients may be unresponsive to the usual doses of epinephrine
used to treat the allergic reaction.

Carcinogenesis, Mutagenesis, Impairment of Fertility Two long-term (maximum dosing duration of 18 or 24 months) rat studies and
one long-term (maximum dosing duration of 18 months) mouse study, each employing dose levels as high as 300 mg/kg/day or 150 times
the maximum recommended human antihypertensive dose,' did not indicate a carcinogenic potential of atenolol. A third (24 month) rat
study, employing doses of 500 and 1.500 mg/kg/day (250 and 750 times the maximum recommended human antihypertensive dose*)
resulted in increased incidences of benign adrenal medullary tumors in males and females, mammary fibroadenomas in females, and
anterior pituitary adenomas and thyroid parafollicular cell carcinomas in males. No evidence of a mutageni: potential of atenolol was
uncovered in the dominant lethal test (mouse), in vivo cytogenetics test (Chinese hamster), or Ames test (S lyphimurium).

Fertility of male or female rats (evaluated at dose levels as high as 200 mg/kg/day or 100 times the maximum recommended human
dose*} was unaffected by atenolol administration.

Animal Toxicology: Chronic studies employing oral atenolol performed inanimals have revealed the occurrence of vacuolation of epithelial
cells of Brunner's glands in the duodenum of both male and female dogs at all tested dose levels of atenolol (starting at 15 mg/kg/day or 7.5
times the maximum recommended human antihypertensive dose*) and increased incidence of atrial degeneration of hearts of male rats at
300 but not 150 mg atenolol/kg/day (150 and 75 times the maximum recommended human antihypertensive dose,* respectively).

Usage in Pregnancy: Pregnancy Category D: See WARNINGS
-

Pregnancy and Fetal Injury.
Nursing Mothers: Atenolol is excreted in human breast milk at a ratio of 1.5 to 6.8 when compared to the concentration in plasma.

Caution should be exercised when TENORMIN is administered toa nursing woman. Clinically significant bradycardia has been reported in
breast fed infants. Premature infants, or infants with impaired renal function, may be more likely to develop adverse effects.

Pediatrie Usa: Safety and effectiveness in children have not been established.
"Based on the maximum dose of 100 mg/day in 50 kg patient.

ADVERSE REACTIONS: Most adverse effects have been mild and transient.
The frequency estimates in the following table were derived from controlled studies in hypertens;ve patients in which adverse reactions

were either volunteered by the patient (US studies) or elicited, eg, by checklist (foreign studies). The reported frequency of elicited adverse
effects was higher for both TENORMIN and placebo-treated patients than when these reactions were volunteered. Where frequency of
adverse effects of TENORMIN and placebo is similar, causal relationship to TENORMIN is uncertain

Volunteered Total
-

Volunteered and Elicited
(US Studies) (Foreign* US Studies)

Atenolol (n = 164) Placebo (n =206) Atenolol (n = 399) Placebo (n = 407)
._ % % % %

CARDIOVASCULAR
Bradycardia
Cold Extremities
Postural Hypotension
Leg Pain

CENTRAL NERVOUS SYSTEM/
NEUROMUSCULAR

Dizziness
Vertigo
Light-headedness
Tiredness
Fatigue
Lethargy
Drowsiness
Depression
Dreaming

GASTROINTESTINAL
Diarrhea

RESPIRATORY (see WARNINGS)
Wheeziness
Dyspnea

2
1
0.6
3
1
0.6
0.6
0
2
4

0
0.6

0
0.5
1
0.5

1
0.5
0
0.5
1
0
0
0.5
0

0
1

1

0.2
0.7

13
5
0,7
0.5
9
1

Acute Myocardial Infarction: In a series o! investigations in the treatment of acute myocardial infarction, bradycardia and hypotension
occurred more commonly, as expected for any beta blocker, in atenolol-treated patients than in control patients. However, these usually
responded to atropine and/or to withholding further dosage of atenolol. The incidence of heart failure was not increased by atenolol.
Inotropic agents were infrequently used. The reported frequency of these and other events occurring during these investigations is given
in the following table.

Conventional
Therapy

Plus Atenolol
(n=244)

Conventional
Therapy

Alone
(n=233)

Bradycardia
Hypotension
Bronchospasm
Heart Failure
Heart Block
BBB + Major

Axis Deviation
Supraventricular Tachycardia
Atrial Fibrillation
Atrial Flutter
Ventricular Tachycardia
Cardiac Reinfarction
Total Cardiac Arrests
Nonfatal Cardiac Arrests
Deaths
Cardiogenic Shock
Development of Ventricular

Septal Defect
Development of Mitral

Régurgitation
Renal Failure
Pulmonary Emboli_

43 (18%)
60 (25%)

3 (1.2%)
46 (19%)
11 (4.5%)
16 (6.6%)28 (11.5%)
12 (5%)
4 (1.6%)

39 (16%)
0 (0%)
4 (1.6%)
4 (1.6%)
7 (2.9%)
1 (0.4%)
0 (0%)
0 (0%)
1 (0.4%)
3 (1.2%)

24 (10%)
34 (15%)

2 (0.9%)
56 (24%)
10 (4.3%)
28 (12%)
45 (19%)
29 (11%)

7 (3%)52 (22%)
6 (2.6%)

16 (6.9%)
12 (5.1%)
16 (6.9%)
4 (1.7%)
2 (0.9%)
2 (0.9%)
0 (0%)
0 (0%)

In the subsequent International Study of Infarcì Survival (ISIS-1)including over 16,000 patients of whom 8,037 were randomized to
receive TENORMIN treatment, the dosage of intravenous and sub¬
sequent oral TENORMIN was either discontinued or reduced for the
following reasons:

Reasons for Reduced Dosage
IV Atenolol

Reduced Dose Oral Partial
_(<5mg)'_Dose
Hypotension/Bradycardia 105 (1.3%) 1168 (14.5%)
Cardiogenic Shock 4 (.04%) 35 (.44%)
Reinfarction 0 (0%) 5 (.06%)
Cardiac Arrest 5 (.06%) 28 (.34%)
Heart Block (> first degree) 5 (.06%) 143 (1.7%)
Cardiac Failure 1 (.01%) 233 (2.9%)
Arrhythmias 3 (.04%) 22 (.27%)
Bronchospasm 1 (.01%) 50 (.62%)
'Full dosage was 10 mg and some patients received less than 10 mg
but more than 5mg._

During postmarketing experience with TENORMIN, the following
have been reported in temporal relationship to the use of the drug:
elevated liver enzymes and/or bilirubin, headache, impotence,
Peyronie's disease, psohasiform rash or exacerbation of psoriasis,
purpura, reversible alopecia, and thrombocytopenia. TENORMIN,
like other beta blockers, has been associated with the development
of antinuclear antibodies (ANA) and lupus syndrome.

POTENTIAL ADVERSE EFFECTS: In addition, a variety of adverse effects have been reported with other beta-adrenergic blocking agents,
and may be considered potential adverse effects of TEN0RMIN.

Hematologic: Agranulocytosis.
Allergic: Fever, combined with aching and sore throat, laryngospasm, and respiratory distress.
Central Nervous System: Reversible mental depression progressing to catatonia; visual disturbances; hallucinations; an acute

reversible syndrome characterized by disorientation of time and place; short-term memory loss; emotional lability with slightly clouded
sensorium; and, decreased performance on neuropsychometrics.

Gastrointestinal: Mesenterio arterial thrombosis, ischemie colitis.
Other: Erythematous rash, Raynaud's phenomenon.
Miscellaneous: There have been reports of skin rashes and/ordry eyes associated with the use of beta-adrenergic blocking drugs. The

reported incidence is small, and in most cases, the symptoms have cleared when treatment was withdrawn. Discontinuance of the drug
should be considered if any such reaction is not otherwise explicable. Patients should be closely monitored following cessation of therapy.
(SEE DOSAGE AND ADMINISTRATION.)

The oculomucocutaneous syndrome associated with the beta blocker practolol has not been reported with TENORMIN. Furthermore, a
number of patients who had previously demonstrated established practolol reactions were transferred to TENORMIN therapy with
subsequent resolution or quiescence of the reaction.
OVERDOSAGE: Overdosage with TENORMIN has been reported with patients surviving acute doses as high as 5 g. One death was reported
in a man who may have taken as much as 10 g acutely.

The predominant symptoms reported following TENORMIN overdose are lethargy, disorder of respiratory drive, wheezing, sinus pause,
and bradycardia. Additionally, common effects associated with overdosage of any beta-adrenergic blocking agent and which might also be
expected in TENORMIN overdose are congestive heart failure, hypotension, bronchospasm, and/or hypoglycemia.

Treatment of overdose should be directed to the removal of any unabsorbed drug by induced emesis, gastric lavage, or administration
of activated charcoal. TENORMIN can be removed from the general circulation by hemodialysis. Other treatment modalities should be
employed at the physician's discretion and may include:
BRADYCARDIA: Atropine intravenously. If there is no response to vagai blockade, give isoproterenol cautiously. In refractory cases, a
transvenous cardiac pacemaker may be indicated.

HEART BLOCK (SECOND OR THIRD DEGREE): Isoproterenol or transvenous cardiac pacemaker.
CARDIAC FAILURE: Digitalize the patient and administer a diuretic. Glucagon has been reported to be useful.
HYPOTENSION: Vasopressors such as dopamine or norepinephrine (levarlerenol). Monitor blood pressure continuously.
BRONCHOSPASM: A beta; stimulant such as isoproterenol or terbutaline and/or aminophylline.
HYPOGLYCEMIA: Intravenous glucose.
Based on the severity of symptoms, management may require intensive support care and facilities for applying cardiac and respiratory support.

DOSAGE AND ADMINISTRATION: Hypertension: The initial dose of TENORMIN is 50 mg given as one tablet a day either alone or added to
diuretic therapy. The full effect of this dose will usually be seen within one to two weeks. If an optimal response is not achieved, the dosage
should be increased to TENORMIN 100 mg given as one tablet a day. Increasing the dosage beyond 100 mg a day is unlikely to produce any
further benefit.

TENORMIN may be used alone or concomitantly with other antihypertensive agents including thiazide-type diuretics, hydralazine,
prazosin, and alpha-methyldopa.

Angina Pectoris; The initial dose of TENORMIN is 50 mg given as one tablet a day. If an optimal response is not achieved within one
week, the dosage should be increased to TENORMIN 100 mg given as one tablet a day. Some patients may require a dosage of 200 mg once
a day for optimal effect.

Twenty-four hour control with once daily dosing is achieved by giving doses larger than necessary to achieve an immediate maximum
effect. The maximum early effect on exercise tolerance occurs with doses of 50 to 100 mg, but at these doses the effect at 24 hours is
attenuated, averaging about 50% to 75% of that observed with once a day oral doses of 200 mg.

Acute Myocardial Infarction: In patients with definite or suspected acute myocardial infarction, treatment with TENORMIN I.V. Injection
should be initiated as soon as possible after the patient's arrival in the hospital and after eligibility is established. Such treatment should be
initiated in a coronary care or similar unit immediately after the patient's hemodynamic condition has stabilized. Treatment should begin
with the intravenous administration of 5 mg TENORMIN over 5 minutes followed by another 5 mg intravenous injection 10 minutes later.
TENORMIN I.V. Injection should be administered under carefully controlled conditions including monitoring of blood pressure, heart rate,
and electrocardiogram. Dilutions of TENORMIN I.V. Injection in Dextrose Injection USP, Sodium Chloride Injection USP, or Sodium
Chioride and Dextrose Injection may be used. These admixtures are stable for 48 hours if they are not used immediately.

In patients who tolerate the full intravenous dose (10 mg), TENORMIN Tablets 50 mg should be initiated 10 minutes after the last
intravenous dose followed by another 50 mg oral dose 12 hours later. Thereafter, TENORMIN can be given orally either 100 mg once daily
or 50 mg twice a day for a further 6-9 days or until discharge from the hospital. If bradycardia or hypotension requiring treatment or any
other untoward effects occur, TENORMIN should be discontinued.

Data from other beta blocker trials suggest that if there is any question concerning the use of IV beta blocker or clinical estimate that
there is a contraindication, the IV beta blocker may be eliminated and patients fulfilling the safety criteria may be given TENORMIN Tablets
50 mg twice daily or 100 mg once a day for at least seven days (if the IV dosing is excluded).

Although the demonstration of efficacy of TENORMIN is based entirely on data from the first seven postinfarction days, data from other
beta blocker trials suggest that treatment with beta blockers that are effective in the postinfarction setting may be continued for one to three
years if there are no contraindications.

TENORMIN is an additional treatment to standard coronary care unit therapy.
Elderly Patients or Patients with Renal Impairment: TENORMIN is excreted by the kidneys; consequently dosage should be adjusted

in cases of severe impairment of renal function. Some reduction in dosage may also be appropriate for the elderly, since decreased kidney
function is a physiologic consequence of aging. Atenolol excretion would be expected to decrease with advancing age.

No significant accumulation of TENORMIN occurs until creatinine clearance falls below 35 mL/min/173m!, Accumulation of atenolol
and prolongation of its half-life were studied in subjects with creatinine clearance between 5 and 105 mL/min. Peak plasma levels were
significantly increased in subjects with creatinine clearances below 30 mL/min.

The following maximum oral dosagesare recommended for elderly, renally-impaired patients and for patients with renal impairment due
to other causes:

Creatinine Clearance Atenolol Elimination Half-Life
_(mL/min/1.73m?)_(hi_Maximum Dosage_

15-35 16-27 50 mg daily
<15 >27 25 mg daily

Some renally-impaired or elderly patients being treated for hypertension may require a lower starling dose of TENORMIN: 25 mg given
as one tablet a day. If this 25 mg dose is used, assessment of efficacy must be made carefully, This should include measurement of blood
pressure just prior to the next dose ("trough" blood pressure) to ensure that the treatment effect is present for a full 24 hours.

Although a similar dosage reduction may be considered for elderly and/or renally-impaired patients being treated for indications other
than hypertension, data are not available tor these patient populations.

Patients on hemodialysis should be given 25 mg or 50 mg after each dialysis; this should be done under hospital supervision as marked
falls in blood pressure can occur.

Cessation of Therapy in Patients with Angina Pectoris: If withdrawal of TENORMIN therapy is planned, it should be achieved gradually
and patients should be carefully observed and advised to limit physical activity to a minimum.

Parenteral drug products should be inspected visuallyfor paniculate matter and discoloration prior to administration, whenever solution
and container permit.
HOW SUPPLIED
TENORMIN Tablets; Tablets of 25 mg atenolol, NDC 0310-0107 (round, flat, uncoated white tablets with "T" debossed on one side and 107
debossed on the other side) are supplied in bottles of 100 tablets.

Tablets of 50 mg atenolol, NDC 0310-0105 (round, flat, uncoated white tablets identified with ICI debossed on one side and 105
debossed on the other side, bisected) are supplied in bottles of 100 tablets and 1000 tablets, and unit dose packages of 100 tablets. These
tablets are distributed by ICI Pharma.

Tablets ot 100 mg atenolol, NDC 0310-0101 (round, flat, uncoated white tablets with ICI debossed on one sideand I01 debossed on the
other side) are supplied in bottles of 100 tablets and unit dose packages of 100 tablets. These tablets are distributed by ICI Pharma.

Store at controlled room temperature. 15°-30 °C (59°-86 °F}. Dispense in well-closed, light resistant containers.
TENORMIN I.V. Injection
TENORMIN I.V. Injection, NDC 0310-0108, Is supplied as 5 mg atenolol in 10 mL ampules of isotonic citrate-buffered aqueous solution.

Protect from light. Keep ampules in outer packaging until time of use. Store at room temperature.
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DDAVFNasal Spray(desmopressin acetate) 5mL L

Dry Nights For Good Mornings
Brief Summary
CONTRAINDICATION: Known hypersensitivity lo DDAVP Nasal Spray,WARNINGS:
1. For intranasal use only.
2. In very young ano elderly patients in particular, fluid intake should be adjusted in order to decrease the potential occurrence of water
intoxication and hyponatremia. Particular attention should be paid to Ine possibility of the rare occurrence of an extreme decrease in
plasma osmolality and resulting seizures.
PRECAUTIONS:
Genera/: DDAVP Nasal Spray at high dosage has infrequently produced a slight elevation of blood pressure, which disappeared with a
reduction in dosage. The drug should be used with caution in patents with coronary artery insufficiency and/or hypertensive cardiovas¬
cular disease because of possible rise in blood pressure.DDAVP Nasal Spray should be used with caution in patients with conditions associated with fluid and electrolyte imbalance, such as cys¬
tic fibrosis, because these patients are prone to hyponatremia,Centra/ Cranial Diabetes Insipidus: Since DDAVP Nasal Spray is used intranasalfy, changes in the nasal mucosa such as scarring, edema,
or other disease may cause erratic, unreliable absorption in when case DDAVP Nasal Spray should not be used. For such situations,
DDAVP injection should be considered.
Primary Nocturnal Enuresis: If changes in the nasal mucosa have occurred, unreliable absorption may result. DDAVP Nasal Spray should
be discontinued until the nasal problems resolve.
Information for Patients: Patents should be informed that the bottle accurately delivers 50 doses of 10 meg each. Any sotutton remaining
after 50 doses should be discarded since the amount delivered thereafter may be substantially less than 10 meg of drug. No attempt
should be made to transfer remaning solution to another bottle. Patients should be instructed to read accompanying directions on use of
the spray pump carefully before use.
Labaatory Tests: Laboratory tests for following the patient with central cranial diabetes msipidus or post-surgical or head trauma-related
polyuria and polydipsia include urine volume and osmoiality. In some cases plasma osmolality may be required. For the healthy patient
with primary nocturnal enuresis. serum electrolytes should be checked at least once if therapy is continued beyond 7 days.
Drug Interactions: Although the pressa activity of DDAVP Nasal Spray Is very low compared to the antidiuretic activity, use of large doses
of DDAVP Nasal Spray with other pressoi agents should only be done with careful patient monitoring.
Carcinogenesis, Mutagenesis, Impairment of Fertility: Teratology studies in rats have shown no abnormalities. No further information is
available.
ftegnancy-Category B: Reproduction studies performed in rats and rabbits with doses up to 12.5 times the human intranasal dose (I.e.
about 125 times the total aduli human dose given systemically) have revealed no evidence of harm to the fetus due to aesmopressin ace-
tale. There are several publications ot management of diabetes insipkJus in pregnant women with no harm to the fetus reported; however,
no controlled studies ¡n pregnant women have been carried out. Published reports stress that, as opposed lo preparations containing the
natural hormones, DDAVP Nasal Spray (desmopressin acetate) In antidiuretic doses has no uterotonic action, but the physcian will have
to weigh possible therapeutic advantages against possible dangers in each individual case.
Nursing Mothers: There have been no controlied studies in nursing mothers. A single study in a post-partum woman demonstrated a
marked change in plasma, but little if any change in assayable DDAVP Nasal Spray in breast milk following an intranasal dose of 10 meg.
Pediatrie Use: Primary Nocturnal Enuresis: DDAVP Nasal Spray has been used in childhood nocturnal enuresis. Short-term (4-8 weeks)DDAVP Nasal Spray administration has been shown to be safe and modestly effective in children aged 6 years or older with severe chifrj-
hood nocturnal enuresis, Adequately controlled studies with DDAVP Nasal Spray in primary nocturnal enuresis have not been conducted
beyond 4-8 weeks, The dose should be individually adjusted to achieve (he best results.
Centra/ Cranial Diabetes Insiptdus: DDAVP Nasal Spray has been used in children with diabetes insipidus. Use in infants and children will
require careful fluid Intake restriction lo prevent possible hyponatremia and water intoxication. The dose musi be individually adjusted to
the patent with attention In the very young to the danger otan extreme decrease in plasma osmoiality with resulting convulsions. Dose
should start at 0.05 mL or less.
Since the spray cannot deliver less than 0.1 mL {10 meg), smaller doses should be administered using the rhinal tube delivery system.
Do not use the nasal spray in pediatrie patients requiring less than 0.1 mL (10 meg) per dose.
There are reports of an occasional change in response with time, usually greater than 6 months. Some patients may show a decreased
responsiveness, others a shortened duration of effect. There is no evidence this effect is due to the development of binding antibodies
but may be due Io a local inaclivation of the peptide.ADVERSE REACTIONS: infrequently, high dosages have produced transient headache and nausea. Nasal congestion, rhinitis and
flushing have also been reported occasionally along with mild abdominal cramps. These symptoms disappearedwith reduction in dos¬
age. Nose-bleed, sore throat, cough and upper respiratory infections have also been reported.
The following table lists the percent of patients having adverse experiences without regard to relationship to study drug from the pooled
pivotal study data for nocturnal enuresis.

PLACEBO
(N-WÏ

%
0
0
0
0
2

2
0
2
0
2
2

ADVERSE REACTION
BODYASA WHOLE

Abdominal Pain
Asthenia
Chills
Headache
Throat Pain

NERVOUS SYSTEM
Depression
Dizziness

RESPIRATORY SYSTEM
EpistaxisNostril Pain
Respiratory Infection
Rhinitis

CARDIOVASCULAR SYSTEM
Vasodilation

DIGESTIVE SYSTEM
Gastrointestinal Disorder
Nausea

SKIN&APPENDAGES
Leg Rash
Rash

SPECIAL SENSES
ConjunctivitisEdema Eyes
Lachrymatiori Disorder

OVERDOSAGE: See adverse reactions above. In case of overdosage, the dose should be reduced, frequency of administration
decreased, or the drug withdrawn according to the severity of the condition. There is no known specific antidote for DDAVP Nasal Spray.
An oral LD^ has not been established. An intravenous dose of 2 mg/kg in mice demonstrated no effect.
HOW SUPPLIED: A 5-mL bottle with spray pump delivering 50 doses of 10 meg (NDC 0075-2450-021. Ateo available as 2.5 mL per vial,
packaged with two rhinal tube applicators per carton (NDC 0075-2450-01 ]. Keep refriperaled at 2i-8eC (36M6°F). When (raveling,
product will maintain stability for up lo 3 weeks when stored at room temperature, 22°C (72°F).CAUTION: Federal (USA) law prohibits dispensing without prescription.
Please see full prescribing information in product circular.
References: 1. Roth D: Introduction to Current Concepts in the Management oj'Primary NocturnalEnuresis.
Proceedings from a symposium sponsored by the Baylor College of Medicine: January 1991 2. Miller K. Goldberg S,
Alkin B; Nocturnal enuresis: Experience with long-term use ofintranasallvadministered desmopressin J Pediatr
1989;114{Pan2):723-726. 3- Harris AS: Clinical experience with desmopressin: Efficacy and safety in central diabetes
insipidus and other conditions,JPediatr 1989; 1H (Part 2) :711-718. 4. Rittig S, Knudsen LIB, Sorenson S, et al:
Long-term double-blind cross-over study of desmopressin intranasal spray in the management of nocturnal enuresis.
In: Meadow SR, ed. Desmopressin in Nocturnal Enuresis: Proceedings ofan International Symposium. England:
Horus Medical Publications; 1988:43-55 5. Aladjem M. Wohl R, Boichis H, et al: Desmopressin in nocturnal enuresis.
Arch Dis Child 1982;57:137-140. 6. Baker BL: Symptom treatment and symptom substitution in enuresis.y/lénrjrm
Psych 1969;74:42-49. 7. Moffal MEK: Nocturnal enuresis: Psychologic implications of treatment and nontreatment.
JPediatr 1989;ll4(Part 2);697-704.
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Howdo you stay
current when the
knowledge base of
medicine doubles
every few years?
Medicine advances at an amazing pace, yet
you can remain current through a wealth of
CME opportunities offered to you.

To keep abreast of these programs, conferences,
workshops and accreditation activities, order the
new Continuing Medical Education Directory.

This complete reference, just published by the
American Medical Association (AMA), contains
information not available anywhere else. It pulls
together all the information you need to fulfill
your CME obligations, including:

• CME requirements of state licensing boards,
state and specialty societies, and the AMA
Physician's Recognition Award.

•State and national society meeting dates.

• Easy-to-use listings of self-assessment and
personalized/focused CME programs.

The Continuing Medical Education Directory serves

as a unique reference for CME planners, too.

To order your copy, call 800 621-8335
(OP412492DS). The price is only $36 for mem¬

bers of the AMA and $45 for nonmembers.

American Medical Association
Physicians dedicated to the health or America
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NAPROSYN
(NAPROXEN) 500 mg tablets
Briet Summary:
Contraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
polyps. Because anaphylactic reactions usually occur in patientswith a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIDs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bleeding, ulcération,
and perforation can occur at any time, with or without warning
symptoms, in patients treated chronically with NSAIDs. Remain
alert for ulcération and bleeding in such patients even in the
absence of previous Gl tract symptoms. In clinical trials, symp¬
tomatic upper Gl ulcers, gross bleeding or perforation appear to
occur in approximately 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year. Inform patients
about the signs and/or symptoms of serious Gl toxicity and what
steps to take if they occur Studies have not identified any subset
of patients not at risk of developing peptic ulcération and bleeding.
Except for a prior history of serious Gl events and other risk
factors known to be associated with peptic ulcer disease, such as
alcoholism, smoking, etc.. no risk factors (e.g., age. sex) have
been associated with increased risk. Elderly or debilitated patients
seem to tolerate ulcération or bleeding less well than others and
most spontaneous reports of fatal Gl events are in this population.
In considering the use of relatively large doses (within the recom¬
mended dosage range), sufficient benefit should be anticipated to
offset the potential increased risk of Gl toxicity. Precautions: DO
NOT GIVE NAPROSYN" (NAPROXEN) CONCOMITANTLY WITH
ANAPROX« (NAPROXEN SODIUM) OR ANAPROX* OS
(NAPROXEN SODIUM) SINCE THEY BOTH CIRCULATE IN PLASMA
AS THE NAPROXEN      . Acute interstitial nephritis with hema-
turia, proteinuria, and nephrotic syndrome has been reported.
Patients with impaired renal function, heart failure, liver dysfunc¬
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the elderly or
in patients with chronic alcoholic liver disease or cirrhosis. With
NSAIDs, borderline elevations of liver tests may occur in up to
15% of patients. They may progress, remain unchanged, or be
transient with continued therapy. Elevations of SGPT or SGOT
occurred in controlled clinical trials in less than 1% of patients.
Severe hepatic reactions, including jaundice and fatal hepatitis,
have been reported rarely If liver disease develops or if systemic
manifestations occur (e.g., eosinophilia or rash), discontinue ther¬
apy. If steroid dosage is reduced or eliminated during therapy, do
so slowly and observe patients closely for adverse effects, includ¬
ing adrenal insufficiency and exacerbation of arthritis symptoms.Determine hemoglobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy. Periph¬
eral edema has been reported. Therefore, use with caution in
patients with fluid retention, hypertension or heart failure. The
drug's antipyretic and anti-inflammatory activities may reduce
fever and inflammation, diminishing their diagnostic value. Con¬
duct ophthalmic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
suspension contains  mg/mL of sodium. Information tor
Patients: Side effects of NSAIDs can cause discomfort and, rarely,there are more serious side effects, such as Gl bleeding, which
may result in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when they are used for
less serious conditions where treatment without NSAIDs may be
an acceptable alternative. Patients should use caution for activi¬
ties requiring alertness if they experience drowsiness, dizziness,
vertigo or depression during therapy. Laboratory Tests: Because
serious Gl tract ulcération and bleeding can occur without warn¬
ing symptoms, follow chronically treated patients for signs and
symptoms of these and inform them of the importance of this
follow-up. Drug Interactions: Use caution when giving concomi¬
tante with coumarin-type anticoagulants; a hydantoin, sulfon-
amide or sulfonylurea; furosemide; lithium; beta-blockers;
probenecid; or methotrexate. Drug/Laboratory Test Interactions:
The drug may decrease platelet aggregation and prolong bleeding
time or increase urinary values for 17-ketogenic steroids. Tempo¬rarily stop therapy for 72 hours before doing adrenal function
tests. The drug may interfere with urinary assays of 5HIAA. Car-
clnogenesls: A 2-year rat study showed no evidence of carcino-
genicity. Pregnancy: Category B. Do not use during pregnancy
unless clearly needed. Avoid use during late pregnancy Nursing
Mothers: Avoid use in nursing mothers. Pediatrie Use: Single
doses of 2.5-5 mg/kg, with total daily dose not exceeding 15
mg. kg.day. are sate in children over 2 years of age. Adverse
Reactions: In a study, Gl reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 mg/day. In studies in children with juvenile arthritis, rash and
prolonged bleeding times were more frequent, Gl and CNS reac¬
tions about the same, and other reactions less frequent than in
adults. Incidence Greater Than 1%; Probable Causal Relationship:
Gl : The most frequent complaints related to the Gl tract: constipa¬tion,* heartburn,* abdominal pain,* nausea,* dyspepsia, diarrhea,
stomatitis. CNS: headache* dizziness,* drowsiness, light-headed
ness, vertigo. Dermatologie: itching (pruritus),* skin eruptions.*
ecchymoses* sweating, purpura. Special Senses: tinnitus,* hear¬
ing disturbances, visual disturbances. Cardiovascular: edema*
dyspnea,* palpitations. General: thirst. Incidence Less Than 1%;
Probable Causal Relationship: Gl: abnormal liver function tests,
colitis, Gl bleeding and/or perforation, he maternes is, jaundice,melena, peptic ulcération with bleeding and/or perforation, vomit¬
ing. Renal: glomerular nephritis, hematuria, hyperkalemia, inter¬
stitial nephritis, nephrotic syndrome, renal disease, renal failure,
renal papillary necrosis. Hématologie: agranulocytosis, eosino¬
philia, granulocytopenia, leukopenia, thrombocytopenia. CNS:
depression, dream abnormalities, inability to concentrate, insom¬
nia, malaise, myalgia and muscle weakness. Dermatologie: alope¬
cia, photosensitive dermatitis, skin rashes. Special Senses:
hearing impairment. Cardiovascular: congestive heart failure.
Respiratory: eosinophilic pneumonitis. General: anaphylactoid
reactions, menstrual disorders, pyrexia (chills and fever). Causal
Relationship Unknown: Hématologie: aplastic anemia, hemolytic
anemia. CNS: aseptic meningitis, cognitive dysfunction. Dermato¬
logie: epidermal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis butlosa. Stevens-Johnson syndrome, urticaria. Gl:
non-peptic Gl ulcération, ulcerative stomatitis. Cardiovascular:
vasculitis. General: angioneurotic edema, hyperglycemia, hypo¬
glycémie. Overdosage: May have drowsiness, heartburn, indiges¬
tion, nausea, vomiting. A few patients have had seizures. Empty
stomach and use usual supportive measures. In animals 0.5 q/kgof activated charcoal reduced plasma levels of naproxen. Caution:
Federal law prohibits dispensing without prescription. See pack¬
age insert for full Prescribing Information.

* Incidence of reported reaction 3%-9%. lai cvmtpw [Where unmarked, incidence less than 3%. IWl JTn"cyx I
U.S. patent nos. 3,904,682. 3,998,966 and others.
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