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The thyroid gland, located in the front of the neck just
below the larynx, secretes hormones that control
metabolism. These hormones are thyroxine (T4) and
triiodothyronine (T3). Hypothyroidism, also known as
an underactive thyroid, occurs when the thyroid gland
does not make enough of the thyroid hormones. People
with this condition will have symptoms associated with
a slow metabolism, including tiredness, constipation and
sensitivity to the cold.

The most common cause of thyroid gland failure is
called
Hashimoto’s thyroiditis), a form of thyroid inflammation

autoimmune thyroiditis (also known as

caused by the patient’s own immune system.

Approximately one in 50 women and one in 1,000
men will develop symptoms of hypothyroidism at some
stage in their lives. The thyroid stimulating hormone
(TSH) test, which measures the amount of TSH
produced naturally by the pituitary gland, is the most
sensitive test of thyroid function. An elevated TSH level
almost always indicates an underactive thyroid. Once
diagnosed, treatment is usually straightforward, with a
synthetic thyroxine called levothyroxine sodium (taken
in pill form once a day).The body is able to convert this
to T3 just as it would if the thyroid gland were
producing the T4 normally. It can take some time to get
the dose right.

The vast majority of patients have complete resolution
of their symptoms once they are taking thyroxine.
However, a small number of patients do not feel
entirely normal, even when blood TSH test results
come back normal. Doctors find it hard to pinpoint
why this would be, and it continues to be the subject
of active research.

Currently, T4 is prescribed for hypothyroidism, but
earlier practice was to prescribe a combination of T3
and T4, either as desiccated thyroid or combined
synthetic T4 and T3. This began to be phased out in
the 1970s when scientists learned that 80% of
circulating T3 is derived from T4. However, a 1999
study suggested that, for patients whose symptoms do
not all improve with T4 therapy, the addition of T3
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might be beneficial. However, these results have not
been able to be replicated in more recent studies. It is
theoretically possible that the addition of T3 to
standard T4 treatment still may be of benefit.

Currently, T3 is only available as a short-acting
formulation with a relatively brief serum half-life. It
is possible that a longer acting preparation might
provide a more physiologic way of supplying T3, and
thereby be therapeutically useful to certain patients.

The (80%)  of with
hypothyroidism suffer from mild or ‘subclinical’

majority individuals
hypothyroidism. This condition is defined by normal
serum levels of free thyroxine with elevated serum
TSH levels, typically below 20mU/L. The prevalence
in the general population is 5-8%, with a higher
prevalence in older women, reaching 15-20% in some
studies. It is usually asymptomatic, and often detected
by general health screening.

The topic of subclinical hypothyroidism has been the
focus of much research and debate. One of the more
controversial issues is whether patients with subclinical
hypothyroidism should receive thyroxine therapy.
Doctors vary in their approach. Some prefer to offer
treatment while others recommend frequent
monitoring to see whether overt hypothyroidism
(defined by free T4 levels below the lower limit of

normal) develops.

The reason that therapy of this common condition is
so controversial is that there have been very few
randomized controlled trials showing benefit from
levothyroxine therapy. While some studies have
shown that patients with subclinical hypothyroidism
have mildly elevated serum lipids, others have not.
And while some prospective randomized studies have
shown that lipid levels may be lowered with thyroid
hormone treatment, this has only been the case when
serum TSH levels are >12mU/1, whereas the majority
of patients have serum TSH levels <10mU/l. The
relationship of subclinical hypothyroidism and
disease has been

atherosclerotic cardiovascular

difficult to prove.




Hypothyroidism

Indeed, a recent study of a large cohort of elderly
people with subclinical hypothyroidism found no
excess risk of heart disease or mortality over an 11-
year follow-up period. Similarly, studies showing
improvement in symptoms with T4 therapy have
generally only been able to document benefit in
patients with higher serum TSH levels, indicating
more severe degrees of hypothyroidism.

One situation is less controversial: most experts agree
that subclinical hypothyroidism in pregnant women
should be treated because of possible decreases in IQ of’
the with
hypothyroidism. Similarly, women with infertility and

offspring  of  untreated women
subclinical hypothyroidism should also be treated
because of small studies suggesting that fertility may be
restored with normalization of thyroid function. In
addition, some physicians believe that therapy is
indicated in patients with subclinical hypothyroidism

who have positive anti-thyroid peroxidase (TPO)

However, the situation is different in the case of women
who are pregnant or who want to become pregnant.
that
hypothyroidism could potentially have detrimental

Some studies suggest even very mild

cognitive effects on the offspring.

Thyroid hormone secretion normally increases
during early pregnancy. During the first trimester, the
fetus is dependent on maternal thyroid hormone for
normal brain development. In women with mild
hypothyroidism, thyroid hormone levels may not
increase to the extent that they should, resulting in
possible fetal thyroid hormone deficiency. For this
reason, many experts recommend screening to detect
mild hypothyroidism either early in pregnancy or
even before conception.

An exciting recent study also suggests that euthyroid
women with positive anti-TPO antibodies and
normal serum TSH levels, who are known to be at

While screening the general population for hypothyroidismm may

not be justified, there is clearly a case for selective screening

or ‘case finding’ in certain high-risk groups.

antibody titers. These individuals have a higher rate of
progression to overt hypothyroidism (approximately 5%
per year) than do antibody-negative patients.

On the other hand, arguments against treatment
include the fact that most published evidence does not
of lipid

cardiovascular disease prevention, or improvement in

show direct benefit in terms levels,
symptoms. In addition, there is the added expense of
the medication, the possibility of over-treatment
causing iatrogenic hyperthyroidism, and also the
recently described spontaneous recovery of normal
thyroid function in approximately 50% of patients with
subclinical hypothyroidism and negative anti-thyroid

antibody titers.

Although some professional societies recommend
screening for hypothyroidism based on a perceived
benefit of disease detection and treatment, other groups
do not recommend routine population screening. For
the
recommends screening women over the age of 35 with

example, American  Thyroid Association
serum TSH levels every five years, whereas neither the
Institute of Medicine nor the US Preventative Services

Task Force recommend routine screening.

risk for miscarriage, have a miscarriage rate no
different from control women when treated with
thyroid hormone. This suggests that screening with
anti-TPO antibodies, and not just serum TSH, might
also be indicated in early pregnancy.

Another issue in pregnancy relates to postpartum
thyroid disease. Approximately 10% of all women
have positive anti-TPO antibodies. Approximately
50% of these women (or 5% of all women) develop
postpartum thyroiditis, which can cause both hyper-
and hypothyroidism in the postpartum period.

Anticipation of this problem in the postpartum
period may be an additional reason to recommend
anti-TPO
pregnancy. Other groups that might benefit from

screening with antibodies early in
screening include those with other autoimmune
diseases, including type 1 diabetes, as well as those

with a positive family history of thyroid disease.

While the
hypothyroidism may not be justified, there is clearly a

screening general population for

case for selective screening or ‘case finding’ in certain

high-risk groups.
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An Innovative New Approach
For Your Hypothyroid Patients.

Unithroid Direct
A Unique Combination Of Product And Service

Unithroid Direct is a new service designed to eliminate physicians' most
troubling issues about Levothyroxine therapy. Unithroid Direct ensures that
your patient receives the same dose to dose and batch to batch
consistency-prescription after prescription.

Your prescription cannot be switched to another brand or generic LT4!

Benefits For Physicians And Patients

Puts physician in control of the prescription

Highest quality brand of LT4 with no recalls-EVER

Convenient home delivery means no trips to the pharmacy
Patient always receives Unithroid Direct brand. No substitutions
Consistent, fixed pricing-all strengths cost the same
Competitive pricing-no insurance necessary

Unithroid is deemed interchangeable with other major brands
of Levothyroxine

Unique packaging enhances compliance

For more information on Unithroid Direct, call 1-800-662-0479 or
log onto www.unithroiddirect.com

Convenient home delivery and innovative
blister/compliance packaging combines with the
highest quality brand of LT4 to make Unithroid
Direct the obvious choice for patients requiring

Levothyroxine Sodium therapy

ULinithroid
SS DIRECT

25 mcg 50 mcg 75 mcg 88 mcg 100 mcg 112 mcg 125 mcg 150 mcg 175 mcg 200 mcg 300 mcg
() Unithroid® is manufactured by Jerome Stevens Pharmaceuticals, Inc., Bohemia, NY. Unithroid® is manufactured for Lannet Company, Inc., Philadelphia, PA
PROVELL y o s e pany, Inc., phia, PA.
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PRESCRIBING INFORMATION
UNITHROID® (levothyroxine sodium tablets, USP)

DESCRIPTION: UM\THRO\D@ Uevnthymxme sodium_tablets, USF)

[esgthyonne () soun] Symnem: Ty identical o that pmduued

e human thyroid gand. Levothyrodne, (Ts) sodum has an
empmca\ oo 6 1sHiolyN NaOy » Hy0. molecular weight of
7988 gmoletyts).ard il forni s o

i
)
i

Inactive Ingrudlems

,lactos,
ceHu\nse com starch, acacia and sodium starch giycolate. The
following are the coloring aditves per tablet strength
Sirength (mcg] Color Addive(s]
5 FD&C Yellow No. 6 Aluminum Lake
0 None
75 FD&C Red No. 40 Aluminum Lake, FD&C Blue
lo. 2 Aluminum Lake
88 1&C Yellow No. 10 Aluminum Lake, FD&C
fellow No. 6 Aluminum Lake, FD&C Blue No.
Aluminum Lake
100 &C Vellow No. 10 Aluminum Lake, FD&C
Yellow No. 6 Aluminum Lake
12 D&C Red No. 27 Aluminum Lake

125 FDE&G Yellow No. 6 Aluminum Lake, FD&C
Red No, 40 Aluminum Lake, FD&C Blue No.

1 Aluminum Lake

150 D&C Blug No. 2 Aluminum Lake

175 D&C Blue No. 1 Aluminum Lake, D&C Red

jo. 27 Aluminum Lake

200 D&C Red No. 40 Aluminum Lake

levothyroxing sodium therapy is cemramdwated if the serum TSH level
is already suppressed due to the risk of urecmwaﬁmq overt
thyrotoxicosis (see EDNTRAIHDIEATIONS) If the serum TSH level is
not suppressed, UNITHROID should be used with caution in
conjunction vith careful mnm(mmq of thyroid function for evidence of
hyperthyroidism and clinical monitoring for potential associated
adverse cardiovascular signs and symptoms of hyperthyraidism,
PRECAUTIONS
General
Levothyroxine has a narrow therapeutic. index. Regardless of the
indication for use, careful dosage titration is necessary to avoid the
consequences of over- or underreatment. These consequences
include, among others, effects on growth and development,
cardiovascular function, bone metabolism, reproductive function,
cognitive function, emotional state, gastrointestinal function, and on
glucose and liid metabolism. Many drugs interact with levothyrorine
sodium necessitafing adjustments in dosing o maintain therapeuic
response (See Drug Interactions).
Effects on bone mineral density - In women, long-term levothyroxine
sodium therapy has been associated with increased bone resorption,
thereby decreasing bone mineral density especially n post-
menopausal women on greater than replacement doses of in women
who are receiving suppressive doses of levothyroxin sodium. The
increased bone resorption may be associated with increased serum
levels and urinary excretion of calcium and phosphorous, elevations in
bone alkaline phosphatase and suppressed serum parathyroid
hormone levels. Therefore, i is recommended tha patients receiving
levathyroxine sodium be given the minimum dose necessary to
achieve the desired clinical and biochemical response.
Patients with underlying cardiovascular disease- Exercise caution
when administering levothyroxine to- patients with cardiovascular
disorders and to the elderly in whom there is an increased risk of
ocoult cardiac disease. In these patients, levothyroxine therapy should
be initated at lower doses than those recommended in younger
individuals or in patients without cardiac disease (see WARNINGS;
PREDAUTIOMS Geriatric Usu and DOSAGE AND ADMIMISTRATIOM)
viorsen,

The recommended frequency of monitoring of TSH and total or free Ty
in children is as follows: at 2 and 4 weeks after the initiation of
treatment; every 1-2 months during the first year of lfe; every
2-3 months between 1 and 3 years of age; and every 3 1o 12 months
thereafter until growth is completed. More frequent intervals of
monitoring may be necessary if poor compliance is suspected or
abnormal values are obtained, It is recommended that TSH and Ty
levels, and a physical examination, if indicated, be performed 2 weeks
after any change in UN\THRO\I‘) dosage. Routine clincal examinaion,
mental and

and bone maturation should be performed at regular intervals [see
PRECAUTIONS, Pediatric Use and DOSAGE AND ADMINISTRATION).
Secondary (pituitary) and tertiary (hypothalamic) hypothyroidism
‘Adequacy of therapy should be assessed by measuring Serum free-T
levels, which should be maintained in the upper half of the normal
range In these patients.

Drug Interactions

Many drugs affect thyroid hormone pharmacokinetics and metabolism
(e.g., absorption, synthess, secretion, catabalism, protein binding
and target tissue response) and may alte the therapeutic response to
UNITHROID. In addition, thyroid hormones and thyroid status have
varied effects on the pharmacokinefics and action of other drugs. A
listing of drug-thyroidal axis interactions is contained in Table 2.

The st of drug-thyroidal axs interactions in Table 2 may ot be
comprehensive du o the introduction of new drugs that ineract with
the thyroidal axis or the discovery of previously unknown interactions.
The prescriber should be aware of this fact and should consult
appropriate reference sources (e.q., package inserls of newly approved
drugs, medical lterature) for additiona information If a drug-drug
interaction with levothyroxine is suspected.

Drugs that may decrease Ty 5' - deiodinase activity

Amiodarone Administration ~ of these
Beta-adrenergic antagonists enzyme inhibitors decrease the
~(eg. Propanol> 180 myity) | Pl cmersn of Ty o
Sluommorieids Ty leating to ecreased Ty
Dexamethasone ? 4 mg/da levels. However, serum Ty
{20, 08 9/92)) | el are usually nommal but
Propytiouracl (PTU) may_occasionally be slightly
increased. |n patients ireated
vih arge doses of propranalol
(> 160 mg/day), T3 and Ty
Jevels change slightly, TSH
levels remain normal, and
Paﬂemsavechmca\?yeumymm
should be noted that actions
of particular beta-adrenergic
antagonists may be impaired
vihen the hypothyroid uamem
is comeried to
euthyroid state. Short- tevm
administration of frge doses.
of  glucocorticoids  may
decreaseseum Ty co-
centrations by 30% with
minimal change in serum T
fevels. Howiever, long-term
glucocorticoid therapy may
result in slightly decreased T:
T, vl e o e
‘TBG production (see above).

‘Table 2: Drug-Thyroidal

Drug or Drug Class Eifect
Drugs that may reduce TSH secretion - the reduction is nat
sustained; therefore, does not occur

300 &C Yellow No. 10 Aluminum Lake, FD&C
Yellow No. 6 Aluminum Lake, FD&C Blue No.
1 Aluminum Lake

CLINICAL PHARMACOLOGY

Thyroid hormone_synihsis and secreion is regmam hy me

pi
{TRH) Telacka o tho hpotiaamus simuats teion o
thyratropin-stimulating hormone, TSH, from the anterior pitutry.
in tum, is_the physiologic stimulus for the synthesis and
secreton o hyroid hormones, Lthyroxine (T4) and Lriodothyronine
(), by the thyroid gland. Circuating erum Ty and T levels exert a
{eedback efect on both TRH and TSH secreton. When Serum T and
Ty lvels ncrease, TRH and TSH secreton decrease. When thyroid
Hormone leves decrease, TRH and TSH secrefion incrase
The mecharisms by which thyroid hormanes exert ther physiologic
actons are not compltely understood, but it is thought that their
principal efects are exeted through controlof DNA transcripton and
proten synthesis. T3 and T difuse into the cel nucleus and bind to
thyraid receptor protens atached to DNA. This hormone nuclear
receplor complex activaes gene transcription and synthesis of
messenger RNA and cytoplasmic proteins
Thytoid hormones regulate multiple metabolic processes and play an
essential role in nomal growth and development, and normel
maturaton of the central nervous system and bone, The metabolic
actions of thyroid hormones include_augmentation of cellular
respiration and thermogenesis, as well as metabolism of proteins,
carbonyrls g [ Th proti, araoc et of i
Hormones are essential o normal growth and development.
The ahyidagc aeons of 1o fomanes e pradcad
Bredomintl by T, ey of WFh (gpovnatly 8% i
derved from T by deiodination n peipheral tissu
Loty St doses v akcrting o et esonse,
i effctve a replacement or supplemental terapy in hypothyroidism
of any etiology, except transient hypothyroidism during the recovery
phase of subacute thyroits
Levothyroxine i also effectve n the suppression of pitutary TSH
secretion in the treatment or prevention of various types of euthyroid
goiters, including _thyroid_nodules, Hashimotos _thyroidts,
multinodulr gofter and, as adjunctve therapy in the management of
throtopndependent vl ittt i caer (s
INDICHTIONS AND USAGE, PRECAUTIONS,  DOSAGE_AND

\DMINISTRATION).
PHARMAEDKINETIES
Absorption - Absorption of orally administered Ty from the
gastrointestinal (61} tract ranges from 40% to 80%. The majority of the
{evothyroxine dos is absorbed from the ejunum and upper fleum, The
relative bioavailability of UNITHROID tablets, compared to an equal
nominal dose of oral levothyroxine sodium solution, is approximately
99%. T4 absorption is increased by fasting, and decreased in
malabsorption syndromes and by certan foods Such as soybean infant
formula. Dietary fber ecreases bioavailailty of Ty, Absorption may
also decrease with age. In addition, many drugs and foods affect T
:msurmlun ()see PRECAUTIONS, lllllg Interactions and Drug-Food
Int
Distribution - Circulating thyroid hormones are greater than 99%
bound to plasma proteins, including thyroxine-binding globulin (TBG),
thyroxine-binding prealbumin (TBPA), and albumin (TBA), whose
capacities and afiniies vy for each Hormone. The higher afiniy of
both TBG and TBPA for T partally explains the higher serum levels,
slower metabolic learance, and longer half{f of T compared to T
Protein-bound thyroid hormones exist in revevse ethbnum W\(?\
small amounts of free hormone. Only v hormone is
metabolically actve. Many drugs and pnysumegw uondmons affect the
binding of thyroid hormones to serum proteins (see PRECAUTIONS,
Drug Interactions and Dm% Laboralory Test Interactions). Thyroid
hormones o not readily cross the placental barier (see
PRECAUTIONS, Pregnancy).
Metabolism - T, is slowly eliminated (see TABLE 1), The major
pathway of thyroid hormone metabolism is through sequential
delodination, Approximately eighty-percent of crculating T s derived
from peripheral T4 by monodeiodination. The liver is the major site of
degradation for both Ty and Ts; with T deiodination also ocourring at
a number of additonal sites, including the kidney and other tissues.
‘Aoproximately 80% of the dally dose of T i delodinated toyield equel
amounts of T and reverse T (rTg). T3 and 1T are further delodinated
to diiodothyronine. Thyroid hormones are also metabolized via
conjugation vith glucuronides and sulfaes and excreted directly into
the bile and gut where they undergo enterohepatic recirculation.
Elimination - Thyroid hormones are primarily eliminated by the
kidneys. A portion of the conjugated hormone reaches the colon
unchanged and is eliminated in the feces. Approximately 20% of Ty is
eliminated in the stool, Urinary excretion of T4 decreases with age.

Table 1: Pharmacokinetic Parameters of Thyroid Hormones in
Euthyroid Patients

Hormone Raloin__ |Boogic | t» | Protein
Thyroglobuli | Patency | (days) | Binding

()2

Levothyroxie (1) m 2 1 671 | 999
Lityore ) 2 | ws

T304 das n hyper\hyvmmsm TH 10 nays n Fypornyrodi;
(2Includes TBG.TBPAandTBA |
INDICATIONS AND USAGE: Levothyrosine sodium is used for the
folloving indicatons:
Hypothyroidism - s replacement or supplemental therapy in
congenitalor acquired hypothyroidism of any etiology, except transient
hypothyroidism during the recovery phase of subacute thyroidits.
Specifcndicaions include: primary (thyroidl,secondary (pitutary),
and tertiary _(hypothalamic) hypothyroidism and _ subclinical
hypothyroidism, Primary hypothyroidism may resultfrom functional
deiciency, primary atrophy,parta or total congenial absence of the
thyrad land, or from the efects of surgery, raiation, or drugs, with
or without the presence of goiter
Pituitary TSH Suppression - n th treament or prevention of various
types of euthyroid goiters (se WARNINGS and PRECAUTIONS),
including thyroid nodules” (see WARNINGS and PRECAUTIONS)
subacute o chroric hymphocitic thyroidits (Hashimoto's thyrodits),
multinodulr gofer (see WARNINGS and PRECAUTIONS). and, zs an
adjunct to surgery and radioodine therapy in the management of
thyrotopGepden vel- et ol carer
CONTRAINDICATIONS
Levothyrorine i contrindicated in ptients with unreated subclincal
(suppressed serum TSH level vith normal T3 and T4 level) or overt
thyrotoricosis of any etioogy and in patints with acute myocardial
infarction. Levothyroxine is contraindicated in patients with
naaresed el oy sice Myrmd Hormones may
il risis by incresi
Ofglnscoricos (e PRECAUTIONS), UNITRROID s conrndcatd
In ants wih ipereniiy foan of 0 e s in
UNTHROID e (Se DESCRPTION. e greens)

WM'(IIING. Thyroid hormones, including UNITHROID, either
alone or with other therapeutic agents, should not be used for
the Iv!alm!nl of obesily for weight loss. In euthyroid patients,
ge of daily hormonal requirements are
mmemwu for weight reduction. Larger doses may produce
serious or even life threatening manifestations of toxiciy,
particularly when given in association with sympathomimetic
amines such as those used for their anorectic effects.
Levothyroxine sodium should not be used in the treatment of male or
female infertity unless this condition is associated with
hypothyroidism.

In patients vith nomaxm difuse gaiter o nodular thyrad msease
P

he teduced or ithheld for one week and then cautiously restarted at a
lower dose. Overtreatment with levothyroxine sodium may have
adverse cardiovascular effects such as an increase in heart rate,
cardiac wall thickness, and cardiac contractiity and may precipitae
angina or arthythmias, Patients with coronary artery disease who are
receiving levothyroxine therapy should be monitored closely during
surgical procedures, since the possibility of precipitating cardiac
arthythmias may be oreater in those treated with levothyrorin.
Concomitant administration of levothyroxine and

Agonists | Use of these agents may result
Glucocorticoids in a transient reduction n TSH
Octreotde secretion when _ adminstered

at the following doses: doparmine
( =1 mogkg/min): Glucocortioids
(hydrocortisone > 100 mg/day
orequivdlent);  Octreotide
(> 100 megiday).

agents 1o patients with coronary artery Gisease may precipitate
coronary insufficiency,
Patients with nontoxic diffuse goiter or nodular thyroid disease-
Exercise caution when administering levothyroxine to patients with
nontoxic difuse goiter or nodular thyroid disease in order to prevent
precipitation of thyrotoxicosis (see WARNINGS), Ifthe serum TSH s
already suppressed, levothyroxine sodium should not be administered
(see Contraindications).
Associated endocrine dlsnlﬂer:
mic/pituitary_hormone deficiencies - I patients vith

secondary or tertiary nypnmyrmmsm addiional fypothalamicl
pituitary hormone deficiencies should be considered, and, if
diagnosed, treated (see PRECAUTIONS, Autoimmune polyglandular
‘syndrome for adrenal insufficiency).
Autoimmune _polyglandular_syndrome - Occasionally, chronic
autoimmune thyroiditis may occur in association With_other
autoimmune disorders such as adrenal insufficiency, pernicious
anemia, and insulin-dependent diabetes mellitus. Patients with
concomitant adrenal insuficiency should be treated with replacement
glucocorticaids prior to_iniiation of treatment with levothyroxine
sodium. Failue to do so may precipitate an acute adrenal crisis when
thyroid hormone therapy is intiated, due to inoreased metabolic
clearance of glucocorticoids by thyroid hormone, Patients with
diabetes melitus may require pward adjustments of their antdiabetic
therapeutic regimens when treated with levothyroxine (see
PRECAUTIONS, Drug Interactions).
Other assaciated medical conditions
Infants with congenital hypothyroidism appear to be at increased risk
for other congenital anomalies, with cardiovascular anomalies
(pulmonary stenosis, atrial septal defect, and ventricular septal defect,)
being the most common associaton.
Information for
Patients should be informed of the following information to aid in the
safe and effective use of UNITHROID:
1. Notify your physician f you are alleric to any foods or medicines,

are pregnant or intend o become pregnant, are breast-feeding or
are taking any other medications, including prescription and over-
the-counter preparations.
Notify your physician of any other medical conditions you may
have, particularly heart disease, diabetes, clotting disorders, and
adrenal or pituiary gland problems. Your dose of medications
used to control these other conditins may need to be adjusted
while you are taking UNITHROID. I ‘{Du have diabetes, monitor
your blood andlor urinary glucose levels as directed by your
physician and immediatel report any changes to your physician,
If you are taking anticoagulants 1N00d thinners), your clotting
status should be checked frequently
Use UNITHROID only as prescribed by your physician. Do not
discontinue or change the amount you take or how often you take
it, unless directed to do so by f/aur physician.
The levothyroxine in UNITHROID is intended t

Drugs that alter thyroid hormane secretion

Anticoagulants (oral) Thyroid hormones appear to
- Coumarin Derivatives increase the catabolism off
- Indandione Derivatives vitamin K-dependent clotting

factos, thereby increasing the
anicoagulant activity of oral
anticoagulants. Concomitant
use of these agents impairs
the_compensatory increases
in clotting factor synthesis.
Prothrombin time should be
carefully  monitored in
patients taking levothyroxing
and oral anticoagulants and

dose of anticoagulant]
therapy adjusted accordingly.

Drugs that may decrease thyraid hormane secretion, which may
resullin i

Aminogiutetimide Langtam i Doy 1
Amiodarone resul n goer in up to 50% of
Joide (nchdingodne- | plets, and ithr subclcal o
overt hyothyradism, each i up

contaring Radlogiaphic | 1"30s, "t “ateis T feu,

conirst agens) neonate, elderly and_euthyroid
Lithium patients with underlying thyroid
Methimazole disease (eq., Hashimoto's thy-
Propylthioraci (PTU) roidis or with Grave's disease
Sufonamides previously treated with radio-
Tobutamide fodine or surgeny) are_ among

those individuals who are
particularly susceptible to iodine-
induced “hypothyroidism, Oral
cholecystographic agents and
amiodarone are siowly excreled,
producing  more  prolonged
hypothyroidism than parenterally
administered iodinated contrast
agents, Long-term amino-glu-
tethinide therapy may minimally
decrease T, and Ty levels and
increase TSH, afthough al values
femain withinnomal fimits in
most patents.

Drugs that may increase thyroid hormone secretion, which
may result in hyperthyroidism

Amiodarone lodide and drugs that contain
lodide (including iodine- pharmacologic amounts of iodide
containing Radiographic | ™My cause hyperthyroidism in
contrastagets) uthyroidpatints vith Grave's

disease previously treated with
antithyroid drugs or in euthyroid
patients with thyroid autonomy
(e.0., multinodular goiter or hyper
functioning thyroid adenoma).
Hyperthyroidism may develop
over several weeks and may
persist for several months
after therapy  discontinuation,
Amiodarone may induce hyper-
thyroidism by causing thyroidits.

that is normally produced by your thyroid gland, Generally,

replacement therapy is to be taken for life, except in cases of

transient hypothyroidism, which is usually associated with an
inflammation of the mymm gland (thyroidits)

Take UNITHROID in the morning on an empty stomach, at least

one-half hour before eating any food.

It may take seveva\ wieeks before you notice an improvement in

your symptoms

7. oty your shsican if you exerence any of the folloving

symptoms: rapid or irregular heartbeat, chest pain, shortness of
breain, leg cramps, headache, newousness,  irrtabilty,
sleeplessness, tremors, change in appetite, weight gain or loss,
vomiting, diarthea, excessive sweating, heat intolerance, fever,
changes in menstrual periods, hives or skin rash, or any other
unusuz\ medical event.

8 your physician if you become pregnant while taking
UN\THRO\D Itis likely that ynur duse of UNITHROID wil need to
be increased wihile you are pregn
Notify your nhys\cwan or dentist (ha( you are taking UNITHROID
prior to any surgery.

Bt loss may occur rarely during the first few months of
UNITHROID therapy, but this is usually temporary,

. UNITHROID should ot be used as a primary or adjunctive therapy
in a weight control program

2. Keep UNITHROID out of the reach of children, Store UNITHROID
away from heat, moisture, and liht,

Laboratory Tests
eneral

The diagnosis of hypothyroidism is confirmed by measuring TSH

levels using a sensilive assay (second generation assay sensitvity

201 miUAL or third generation assay sensitivity 2 001 miU/L) and

‘measurement of free-Ty,

The adequacy of (hevapy is determined by periodic assessment of

appropriate laboratory tests and clinical evaluation. The choice of

{aboratory tests depends on various factors including the efiology of

the underlying thyroid disease, the presence of concomitant medical

conditions, including pregnancy, and the use of concomitant
medications (see PRECAUTIONS, Drug Interactions and Drug-

Laboratory Test Interactions). Persistent clinical and laboratory

evidence of hypothyroidism despite an apparent adequate replacement

dose of UNITHROID may be evidence of inadequate absorption, poor
compliance, drug interactions, or decreased T, potency of the drug

Adults

Tn adult patients with primary (thyroidal) hypothyroidism, serum TSH
levels (using  sensiive assay) alone may be used to monitor therapy.
The frequency of TSH monitoring during levothyroxine dose titrtion
depends on the clinical stuation but it is generally recommended at
68 vieek intervals unti normalization, For patients who have recently
initated levothyroxing therapy and whose serum TSH has normalized
or in patients who have had their dosage or brand of levothyroxine
changed, the serum TSH concentration should be measured after
8-12 weeks, When the optimum replacement dose has been attained,
clinical (physical examination) and biochemical monitoring may be

Drugs thal may decrease T absorption, which may result n

Concurrent use of TREtacyclic.
antidepressants and  levo
iyroxine may increase  the
therapeutic and toxic effects of
oth drugs, possibly due to
increased receptor sensitvity
o catecholamines. Toxic effects
may include increased risk of
cartiac artythmias and ONS
stimulation;” onset of action
of tricyclics may be acc-
elerated. Administration ~of
sertraline in patients stabilized
on levothyroxing may result
in increased  levothyroxine
requirements.

- Tricyels (eg. Amitipylne)

- Tetracyclics (.., Maproting)

- Selective Serctonin Reuptake
Inhibitors (SSRIS; .., Sertralne)

‘Antidiabetic Agents Addition of \EVWIYVDXU\E 1o
Biguanides antater sl ey
Megltinides iay result in increased)

- Sulfonylureas anlwdlanehc agent or insulin

s requiements, Careful mor-

lazolidediones itoring of diabetic control

- Insulin is_recommended, especially

when thyroid therapy
started, changed, or disy

continued.
Cardiac Glycosides Serum _digialls_glycoside|
levels may be. reduced

yperthyroidism or when the
ypothyroid patient is con-
verted to the euthyroid stte
Therapeutic effect of digitals
glycosides may be reduced

Cytokines Therapy with interferon-o: has
- Interferon-o: been associated with thel
- Interleukin-2 development of antithyroid

microsomalantbodies n 20%
of patients and some_have
wansient _hypothyroidism,
nyperthyroidism, or _both,
Palients who have antithyroid
antibodies before_treatment
are at higher risk for thyroid
dysfunction during _ treat-
ment. Interleukin-2 has been
associated  with transient|
pailess thyroiits in 20% of
patents._Inerferon-_and -
have ot been reported to
cause thyroid dysfunction

Excessive use of_thyroid]

Growth Hormones:

The synthetic T, in UNITHROID is identical to that produced naturally
y thehuman thyroid gland, Although there has been a reported
association between prolonged thyroid hormane therapy and breast
cancer, this has not been confirmed. Patients receiving UNITHROID for
appropriate cliicalinications should b ftrated fo the lowest ffectve
replacement dose,
Pregnancy - Category A - Studies in women taking levothyroxine
sodium during pregnancy have not shown an increased risk of
congenital abnormaites, Therefore, the. possbilty of fetal harm
appears remote. UNITHROID should not be discontinued during
pregnancy and hypothyroidism diagnosed during pregnancy should be
promptly reated
Hypothyraidism during pregnancy s associated with a higher rate of
complications, including spontaneous abortion, pre-eclampsia,
sillirth and premature delivery. Matemal hypothyroidism may have
an adverse effect on fetal and childhood growth and development,
During pregnancy, serum Ty levels may decrease and serum TSH
Tevels increase {o values outside the normal range. Since elevations in
serum TSH may occur as early as 4 Weeks gestation, pregnant women
taking UNITHROID should have their TSH measured during each
trimester, An elevated serum TSH level should be corrected by an
increase in the dose of UNITHROID. Since postpartum TSH levels are
similarto preconception values, the UNITHROID dosage should return
1o the pre-pregnancy dose immediately after delivery. A serum TSH
level should be obtained 6-8 weeks postpartum.
Thyroid hormanes cross the placental barrier to some extent as
evidenced by levels in cord blood of athyroceotic fetuses being
approximately one third maternal levels. Transfer of thyroid hormone
from the mother to the fefus, however, may not b adequate to prevent
in utero, hypothyroidism,
Nursing Mnlhsrs Although thyroid hormones are excreted only
minimally in human mik, caution should be exexised when
UNITHROID is admmlsleveﬂ to a nursing woman, However, adequate
replacement doses of levothyroxine are generally needed to maintain
normal lactation.
Peﬂilh‘ic Use
ner
The goal of treatment in pediatric patients with hypothyroidism is to
achieve and maintain normal intellectual and physical grovith and
development,
Ine mma\ dnse ev \evnmymxme varies with age and body weight (see
MINISTRATION, Table 3). Dosing adjustments are
based Dn an assessment of the indiidual patient’s cliical and
laboratory parameters (see PRECAUTIONS, Laboratory Tests).
In children in whom a diagnosis of nevmanenl hypothyroidism has not
been established, it is recommended th thyroxine administration

Unithroid

(Levothyroxine Sodium Tablets, USP)

pregnancy, concomitant medications, and the specific nature of the
condition being treated (see WARNINGS and PRECAUTIONS), Hence,
the following recommendations serve only as dosing gume\mes
Dosing must be indivigualized and adjustments made based o
periodic assessment of the &mwnl s clinical response and \abava(ory
paume\evs (see PRECAUTIONS, Laboratory Tests).

UNITHROID should be taken in the mummg on an empty stomach, at
least ong-half hour before any food is eaten. UNITHROID should be
taken at least 4 hours apart from ﬂmgs that are known tointerfere with
its absorption (see PRECAUTIONS, Drug Interactions).

Due to the long half-{ife of levothyroxine, Ihe peak therapeutlc effect at
aghen dose of levothyroxine sodium may not be attained for 46

Gaon Shoul b exercsed when aminterig UNTHROID o
patients vith underying cardovascular disease, to the elderly, and to
those with concomitant adrenal nsufficiency (sce PRECAUTIONS)
Speic Palent Poptaos: u

i in Whom

Laboral
Therapy may hegm at ful replacement doses in othervise healthy
individuals lss than 50 years ol and in those older than 50 years who
have been recently treated for hyperthyroidism or who have been
ypothyroid for only a short ime (such as a few months), The average
full replacement dose of levothyroxine sodium is approximately
17 meg/kg/day (e.g. 100-125 meg/day for a 70 kg adult). Older
patients may require less than 1 mog/kg/day. Levothyroxine Sodium
doses greater than 200 meg/day are seldom required. An inadequate
esponse to naw( doses > 300 meg/day is rare and may indicate poor
compliance, malabsorption, andor drug interactions.
For most patients older than 50 years or for patients under 50 years of
age with underlying cardiac disease, an initial starting dose of
25-50 meg/day of levothyroxine sodium is recommended, with gradual
increments in - intewals, as needed. The
recommended starting dose of levothyroxine sodium in elderly
patients with cardiac disease is 12.5-25 meg/day, with gradual dose
Increments at 4-6 week intervals. The levothyroxine sodium dose is
generally adjusted in 12.5-25 mcg increments until the patient with
primary hénoﬂ\yvmmsm is clnically euthyroid and the serum TSH has
rmize
In patients with severe hypothyroidism, the recommended intial
levothyroxing sodium dose s 12.5-25 meg/day with increases of 25
meg/day every 2-4 weeks, accompanied Dy clinical and laboratory
assessment, until the TSH level is normalized.
In-patients with secondary (pituitary) il tenlavy (hypothalamic)
ould be titrated until

be discontinued for a 30-day trial penon Du( only after the child is at
Jeast 3 years of age. Serum T and TSH levels should then be obtained
If the Ty Is low and the TSH high, the diagnosis of permanent
hypothyroidism is established, and levothyroxine therapy should be
reinstituted. If the T and TSH levels are normal, euthyroidism may be
assumed and, therefore, the hypothyroidism can be considered to have
been transient. In this instance, however, the physician should
carefully monitor the child and repeat the thyroid function tests if any
signs or symptoms of hypothyroidism develop. In this setting, the
cinician should have a high index of suspicion of reapse, If the results
of the levothyroxine withdrawal test are inconclusive, careful follow-up
and subsequent testing vill be necessary.

Since some more severely affected chidren may become clinically
hypothyroid when treatment is discontinued for 30 days, an alternate
approach is to reduce the replacement dose of levathyroxine by half
during the 30-Gay trial period. I, after 30 days, the serum TSH is
elevated above 20 mUL, the diagnosis of permanent hypothyroidism
is confirmed, and full replacement therapy should be resumed,
However, if the serum TSH has not risen to greater than 20 mUL,
levothyroxine treatment should be msmmmued for another 30-day
trial period followed by repeat serum Ty ar

The presence of concomitant medical cnnﬂmnns shou\d be considered
in certain cinical crcumstances and, if present, appropriately treated

see
&cngemta\ Hypothyridism (¢ PRECAUTIONS. Laboratory Tests and
DOSAGE AND ADMINISTRATION]

Rapid restoration of normal serum T concentrations is essential for
preventing the adverse effects of congenital hypothyroidism on
Itellectual development as well as on overal physical growth and
maturation, Therefore, UNITHROID therapy should be initiated
immediately upon diagnosis and is generally continued for ffe.

During the first 2 weeks of UNITHROID therapy, infants should be
closely monitored for cardiac overload, arhythmias, and aspiration
from avid suckling,

The patient should be monitored closely to avoid undertreatment or
overtreatment. Undertreatment may have deleterious effects on
tellectual development and linear growth, Overtreatment has been
associated with craniosynostosis in infants, and may adversely affect
the tempo of brain maturation and accelerate the bone age with

the patient is clinically euthyroid and lhe semm vree Ty levelis restored

tothe upper hal of the normal ra

Pediatric_Dosage -_Congenital m Acgweﬂ Hypothyroidism (see
PRECAUTIONS, Lahoratory Tests)

General Principles

In general, levothyroxine therapy should be  instituted at full
replacement doses as soon as possible. Delays in diagnosis and
institution of therapy may have deleterious E“EC‘S on the child's
intellectual and physical growth and developmey

Undertreatment and overtreatment shou\d be avoided (see
PRECAUTIONS, Pediatric Use).

UNITHROID may be administered to infants and children who cannot
swalow intact tablets by crushing the tablet and suspending the
reshly crushed tablet in a small amount (5-10 mL or 1-2 teaspoons)
of water. This suspension can be administered by spoon or dropper,
DO NOT STORE THE SUSPENSION. Foods that decrease absorption of
Ievothyroxine, such as soybean infant formula, should not be used for
administering levothyroxine sodium  tablets. (see PRECAUTIONS,

Drug-Food Ineractions).

Newborns

The recommended stating dose of evothyroxine Sodium in newbor
infants is 10-15 meg/kgday. A lower saring dose (e, 25 mogidey)
shouldbe considered ininfantsat risk for cardiac failure, and th dose
should be increzsed in 4-6 veel based on clncal and
Iaboratory esponse totreatment, I nfants with very low (< 5 meg/aL)
or undetectzble serum T, concentrations, the recommended nital
starting dose is 50 megday of levothyrodne sodium

Infants and Chitren

Levaiyode ity is usialy e at ul repicemen oses,
withtheecommended dose per body weight decreasing with age (see
THBLES) Hoveer, in cmmven withchronc or

5 mcga i
i mcvemems 125 Mog very 2 ek il e desved et s

Hypemclwny in an older chid can be mirimized if th stating dose is
ane-fourth of the recommended full eplacement dose,and the dose s
then ncreased on a weekly basis by an amount equalto one-fourth the
fullrecommendedreplacement dose unti the full recommended
replacement dose s reached

’ﬁ(‘”g“ premature closure of the epphyses and compromised adut I~ Fz51g - Tevahyroxing Sodium Dosing Gurdelines fo Petiatic
ure, s
i hpoinrodsmin ot Pt =
The patient should be monitored closely to a\ and AGE Daily Dose Per Kg Body Weights
overireament, Undertreatment may result in pnov St pertormance -3 months 10-15 megky/day
due to impaired concentration and slowed mentation and in reduced -6 months 810 mog/kg/day
adult height, Overtreaiment may accelerate the bone age and resultin T2 molh

premature epiphyseal closure and compromised adult stature, +12 months 6-8 megky/day
‘Treated children may manifest a period of catch-up growth, which may -5 years 5-6 meg lay

be adequate in some cases to normaize adult height. In children wih 12 years &5 megy/day
severe or prolonged hypothyroidism, catch-up growth may not be [~ n 2
adeuua(e(annrmahzeauu\(helgm >12Z years but g
Geriatric Use and puberty incomplete. 2-3 meg/kg/day
flhecal‘l;e ‘uv t‘he i roclnc o c‘gmmtvabsm\alv n(\s:as(e ameng [ Growth and pueryconplte 1.7 megkg/day

i elderly, evothyroxhe erapy should ol be nitated &t 1e i |"aThe dose should be adjusted based on clnical response and
replacement dos (ses WARNINGS, PRECAUTIONS and DOSAGEAND | oo vt (seh PRECAUTIONS, Labaatary Tests and
ADMINISTRATION) Pediatic Use). g
ADVERSE REACTIONS "

Adverse reactions associated with \evnthyrexme therapy are primarily
those of hyperthyroidism due to therapeutic overdosage (see
PRECAUTIONS and OVERDOSAGE). They mc\uﬂe the following:
General: fatigue, increased appetite, weight loss, heat intolerance,
fover, suessic swea(mu

Ceniral nervous system: headache, hypevacuvny nervousness,
anxiety, \m(amhly emotional abilty, msu

tremors, muscle e

and, Inll!lnle lll:n

Drugs that may increase Drugs that may decrease
ra

im TBG concentration serum TBG cor

Clofibrate Andmgens/ Anabolic Steroids
Estrogen-containing oral Asparag

contraceptives Glucoc 0
Estrogens (oral) Slovi Re\ease Ncotni Acd
Herain / Methadone
5-Fluorouracil
Mitotane
Tamoxifen

Drugs that may cause protein-binding site displacement
Furosemide ( > 80 mg IV)

Administraton of these agents
with fevothyroxine results in an
il transient increase in FTy.
Continued admirisiration resuts

Non Steroidal
in a decrease in serum Ty

Anti-nflammatory Drugs

and normal FT, and TSH
- Fenamates concentratons_and, therfore,
- Phenylbutazone patients are cinicaly euthyroid.

Salicylates ( > 2 g/day) Sahny\ales inhibit binding of T
and T to TBG and transthyretin.
An initial increase in serum
is followed by return of FT, 10
normal levels with sustained
therapeutic serum salicylate
concentrations, although total-T,
\evg\; may decrease by as much
s 30%

Drugs that may alter Ty and T3 metabolism
Drugs that may increase hepatic metabolism, which may resultin

pending on an
whenever there i a change in the palient's status, It is recommended
that a physical examination and a serum TSH measurement be
performed at least annually in patients receiving UNITHROID. (see
WARNINGS, PRECAUTIONS and DOSAGE AND ADMINISTRATION).

Pediatrics
in patients with congenital hypothyroidism, the adequacy of
replacement therapy should be assessed by measuring both serum
TSH (using a sensitive assay) and total- or free-Ty, During the first
three years of lfe, the serum total- o free-T should be maintained at
all times in'the upper halfofthe norma range. While theaim oftherapy
is 0 also normaiize the serum TSH level, thi is not aiays possible in
a small percentage of patients, particularly i the first few months of
erapy. TSH may not normalize due to a resetting of the ptuiary-
thyroid feedback threshold as a result of in utero hypothyroidism.
Failure of the serum T, to increase into the upper halfof the normal
range within 2 weeks of initation of UNITHROID therapy and/or of the
‘serum TSH to decrease below 20 mU/L within 4 weeks should alert the
physician to the possibility that the child is not receiving adequate
therapy. Careful inquiry should then be made regarding compliance,
jose of medication administered, and method of administration prior
to raising the dose of UNITHROID.

-~ Somatrem hormones with growth hor-
Antacids Concurrent use may reduce | |~ goraone mones may accelerate epi-
- Auminum & Magnesium | the efficacy of levothyroxine » physeal closure, Hovever,
Hydrovides by binding and_delaying or untreated _ hypothyroidism
- Simethicone. revemmg absorption, pot- may interfere” with growth|
Bl Al Seuestants entially resulting in_hypo- tesponse fo growith hormane
- Cholestyramine thyroidism. Galcium carbonate | Retamme Concurrent use may produce
- Calestipal may form an insoluble chelate marked _hypertension and
Calcium Carbonate with levothyroxine, and ferrous tachycardia; cautious admin-
Calin xchang esis sufate likely forms a ferric- israion to patients recefving
Kayeralate thyroxine complex. Administer yroid hormone therapy is
Ferrous SuNa(e levothyroxine at least 4 hours recommended.
Sucralfate apart from these agents. Decreased theophyling clea-
Drugs that maya\m Ty and Ty serum (mnsnun but FTy * (e., Theophylling) rance may oceur in hypo-
rabon tomalns nomal. thyroid patients; clearance

returns to normal when the
euthyroid state is achieved.

Radiographic Agenls Thyroid hormones may reduce
me uptakzz of 123, 131], and

Sympathomimeics Concunem Use may increase

i sympath-

nm\mehcs or thyroid hormane
Thyroid hormones  may|
increase the risk of coronary
insufficency when sympath-
omimetic agents are admin-
istered to patients  with
coronary artery disease.

Chloral Hydrate ‘These agents have been ass-

Diazepam ociated ith thyroid hormone

Ethionamide and/or TSH level alterations

Lovastatin by various mechanisms

Metoclopramide

6-Mercaptopuring

Nitroprusside

Para-aminosalicylate sodium

Perphenazine

Resorcinol

(excessive topicaluse)

Thiazide Diuretics

15 - Levolhyroxine increeses he response 1o orel
anticoagulant therapy. Therefore, a decrease in the dose

of
“ntcoapuan may be varanie) i coreion of e hypahyrud

state or wihen the UNITHROID dose is increased, Prothrombin time
should be closely monitord to permit appropriate and timely dosage
adstments (se Table 2)

Digials g f digitas glycosic

palpitations, tacnycavma arthythmias, increased
pu\se and blood pressure eart aiure, angina, myocardial infarction,
cardiac arrest,

Respiralory: dyspnea;

Gastrointestinal: diarhea, vomiting, abdominal cramps and elevation
in liver function tests;

Dermatologic: hair foss; flushi ing;

Endocrine:; decreased bone mineral densi

Reproductive: menstrual irregularities, impaired fertiity,
Psaudotumor cerebri and slipped capial femoral epiphysis have been
reported in children receiving levothyroxine therapy. Overtreatment
may resultin craniosynostosis in infants and premature closure of the
‘epiphyses in children with resultant compromised height.

Seizures have been reported rarely with the insttution of levothyroxine

erepy.
Inadequate fevothyroine dosage will produce or fai to ameliorat the
signs and symptoms of ypothyroidism.

Hypersensitiy reactions to_inactive ingredients have occurted in
patents treated with thyroid hormone. products. Theseinclude
uticaria, pruritus, ki rash, fushing, angioedema, vrious Gl
symptoms (abdominal pai, nausea, vomiting and diarhea), fevr,
artralgia, serum sickness and wheezing. Hypersensitivity to
levothyroing itselfis not known o occur.

OVERDOSAGE

The signs and symptams of verdosage are those of yperthyraidism
(see PRECAUTIONS and ADVERSE REACTIONS). In adition,
confusion and disorentation may occur, Cerebral embolsm, shock,

Pregnancy- Preqancy may icrease levolnyTone requirements (see

EGNANCY)
Subclinical Hypotiyroidism- I this conditon is treated, a lower
fevothyrodne sodium dose (e.g., 1 meghgiday) than that used for ful
replacement may be adequate to normalize the serum TSH lvel.
yforchanges in

clinica tatus and thyroid aboratory parameters,
TSH Suppression in Wel-differentiated Thyroid Cancer and Thyroid
Nodules- The target level for TSH suppression n these conditions has
not been established with controlled studies. In addition, the efficacy
of TSH suppression for benign nodular disease is controversial,
‘Therefore, the dose of UNITHROID used for TSH suppression should
be individualized based on the specific disease and the patient being
treated. In the reatment of wel diferentiated (papilary and folicular)
thyraid cancer, levothyroxine is used as an adjunct to surgery and
radioiodine therapy. Generaly, TSH is suppressed to <0.1 mUIL, and
ws usually requires a levothyroxine sodium dose of greater than
fay. However, in patients vith high-risk tumors, the target
\eve\ for TSH suppression may be <0.01 mU/L
In the treatment of benign nodules and nontoric mumnnnu\av gmter
TSH is generally suppressed to a higher target (¢.,, .
nodules and 0.5+1,0 mU/L for multinodular goiter) (han Mat used !cr
the treatment of thyroid cancer Levothyroxine sodium is
contraindicated ifthe serum TSH s aleady suppressed due t the rsk
of precipitating overt thyrotoxicosis (see CONTRAINDICATIONS,
WARNINGS and PRECAUTIONS).

Myxedema Coma - Myxedema coma is a life-threatening emergency
characterized by poor circulation and hypometabolism, and may result
i’ unpredictable absorption of levothyroxine sodium from the
gastrointestinal tract. Therefore, oral thyroid hormone drug products
are not recommended to treat this condition. Thyroid hormone
products formulated for intravenous administration should be
administered.

HOW SUPPLIED: UNITHROID® (levothyroxine sodium tablets, USP )
?['JEI:W:?‘ color coded, partial bisected tablets debossed with JSP and
jumber:

coma, and death have been reported ina chid
ingesting 18 mg of levothyroxine, Symptoms may not necessarly be
avdent or may not appear unti Several days after ingestion of
levothyroing sodium
Treatment o Overdosage
Levothyroxine Sodium should be reduced in dose or temporaily
dscontnud v or Smptomsofoverdosage
Acute Massive Overdosage - This may be a lfehreatening
ety i mponatc and siporte ey
b instiuted immeditely. I sizues,

coma, or loss of the gag reﬂex) the stomach should be emptied by
emesis or gastric \avage to decrease gastrointestinal absorption

be reduceﬂ by \evuthyrcxme Serum d\m(ahs qlycoside levels may be

thyroxine, resulting in increased
levothyrodne - requirements.
Phenytoin and carbamazeping
teduce serum protein binding of
levothyrodne, and total- and
free-T may be reduced by 20%
to 40%, but most patients have
normal serum TSH levels an
are clinially euthyroid.

[rsT— Simiation o fepetc mio- | GECaed when 3 oty patent becomes et
d ding an ncrease in

gxﬂa“:f‘":” aclvly may cause increase | Drug-Food nteractions - Consumplion of crtan foods may a«em

enobarbital hepatic degradation of levo- levothyroxine absorption thereby necessitating adjustments in dosing.

Rifampin Soybean flour (infant formula), cotion seed meal, walnuts, and dietary

fiber may bind and decrease the absorption of levothyroxine sodium
from the Gl tract.
Drug-Laboratory Test Interactions - Changes in TBG concentration
must be_considered when interpreting T and Ty values, which
necessitates measurement and evaluation of unbound (free) hormone:
and/or determination of the free Ty index (FT,l). Pregnancy, infectious
hepalts, esirogens, estrogen-containing oral_contracepiives, and
acute intermittent porphyria increase TBG concentrations. Decreases
concentrations are obseved in nephrosis, Severe
hypoproteineia, severe lver disease, acromegaly, and after androgen
or corticosteroid therapy (see lso Table 2), Familial hyper- or hypo-
thyroxine binding globulinemias have been described, with™ the
incidence of T8G deficiency approximating 1 i 9000,
Carcmnuen:sls Mumgenem and Impairment of Ferility - Animal
studies have not been performed to evaluate the carcinogenic
potential, mutagenic potentia or effects on fertiity of levothyroxine.

0 be used to decrease
absorption. e and peripheral increased 5ympathehc activity
may be ireated by administering -receptor antagonists, €.,

pvupvano\u\‘ provided there are no medical contraindications to their
use. Provide respiratory support as needed; control congestive
heart faiure and arrhythimia; control fever, hypoglycemia, and flid
foss as necessary. Large doses of antithyroid drugs (2.0,
methimazole or prony\tmouracﬂ) followed in one to two hours by
Targe doses of iodine may be given to nfibit synthesis and release
of thyraid hormones. Glucocorticoids may be given to innibit the
conversion of T o Ty, Plasmapheresis, charcoal hemoperfusion
and‘exclLange transfusion have been reserved for cases in which

Eec:u‘se T4is highly protein bound, very e drug will b removed

alysis.

OOSAGE AN ADMINISTRATION

General Principles:

The gl of replacement therapy s o achieve and maintain a clica

and biochemicaleuthyroid tate, The goalof suppressive therapy s to

i gt o unction o abroma o 5 Th o of
UNTHROD il ' atut o i s g capnds on 2

variety of factors including the - patient’s age, )

o asa Shus. Sonawion b cngion mc\umng

Strength Color DG for botles of
(meg) 100
2 Peach NDC 0527-1370-84
F White NDC 0527-1371-84
7 Purple NDC 0527-1372:8
[ v NDC 0527-1373-84
1 ellow NDC 0527-1374-84
11 ose NDC 0527-137
125 an NDC 0527-1376-84
150 lue NDC 0527-1377-
175 Lo NDC 0527-
200 Pink NDC 0527-1379-84__|
a0 Geer | NDC 05271
STORAGE CONDITIONS
20° to 25°C (68 to 77° ) vith excursions between 15°C to 30°
(59°F 10 86°F)
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