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DESCRIPTION
Propytthicuracil {B-prapyk-2-thicuracil is ene of the thio-
carhamide compounds. It is a white, crystalline sub-
stance that has a bifter taste and is very shghtly soluble
n water,
Propyithiouraci! is an antithyroid drig administered
oraily. The structural tormula is:

H

)
CHiCHaCH, N .5

o)
Molecular Weignt: 170.23 Criioh:08
Eaeh tablat contains propylthicuracil 50 mg and the fol
lowing inattve ingredients: com starch, docusate sodi-
Lrn, Magnestan stearate, microcrystaline caliutose,
madified food starch, sodium benzoats, and sodium
starch giycolate, .

CLINICAL PHARMACOLOGY
Propylthiouraci inhibits the synthesis of thyroid hor-
mones and thus is effective in the treatment of hyper-
thyroidism, The drug does not inactivate existing thyrox-
ine and triiodothyronine that are stored in the thyroid or
circulating in the tiood, nor does i interfere with
the effectiveness of thyroid hormones given by
mousth or by injection.

Propylthiouracit s readily abscrped from the gas-
wointestinal tract. 1t is metabolized rapidly and
requires frequent adminisiratian, Approximatedy
359 of the drug is excreted in the urine, in intact
ang conjugated forms, within24 Rours.

in laboratpry anirmals, various interventions,
including propylthiouracil administration, that
continuously suppress thyreid function and there-
by increase TSH secretion result in thyroid tissue
hypertropty.

INDICATIONS AND USAGE
Propylthiouracil is indicated in the medieal reat-
ment of hyperthyraidisrm, Long-tarm therapy may
iead to remission of the disease. Fropylthiouract
may aiso be used to ameliorate nyperthyroigdism
in preparation for subtotel thyroidesctamy of
radioactive iodine therapy. Propylthiouract is alse
used when thyroidectomy is contraindicated or not
sdvisable.
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CONTHAINDIGATIONS

Propylthipuraci is contraindicated in the presence
of hypersensitivity to the drug or any of the other
protiuct components snd in nursing mothers
because the drug s excreted in milk,

WARNINGS

Agranuiacytosis is potentially the most serious
side gffect of propytthiourach therapy, Patients
shouid be mstructed 1o report any symptoms of
agranuiocytosts, such as fever ar sore throat,
Leukopenia, thrombocytopenia, and apiastic
anemia (pancytopenial may also cccur The diug
snould be distontinued in the presence of agran-
uiseyiosis, apiastic snemia {pancytopenia),
ANCA-positive vasculitis, hepatitis, interstitiat
preumonitis, faver, or exfoligitve dermatitis.

“The patient's bene marow function should be
rmonitored.

Prapyithiouracil can cause fetal harm when adminis-
tered 10 & pregnant woman. Because the drug readily
crosses placental membranes and gan induce goiter
~ang even cretinism in the deveioping Tetus, it is impor-
tant that a suflicient, but not excessive, dose be giver.
in many pregnhant wotnen, the thyroid dysiunction
dittinishes as the pregnancy proceeds; conseguently
a reciuction of dosage may be possible. In some
instances, propyitiicurach can be withdrawn 2 of
3 weels betors delivery.
If this drug is used during pregnancy, or if the nauem
becomes pregnant while taking this drug, the patient
shiouid be warned of the potential harard 10 he fatus,

Pogtparturn patients receiving propylthiouraei should
not nurse thelr babies.

Rare feports exist of severe hepatic reactions including
encepha!opamy fuirninant hepatic necrosis, and death in
patients recaiving propyithiouracil. Symproms suggestive
of hepatic dysfunctien (anorexiz, pruritus, right upper
quadrant pain, ate) should prompt evaluation of fver
funietion. Treatment with propyithiouraci should be dis-
sontinued promptly in the event of clinically significant evi-
dence of fiver abnormality, inciugiing hepatic transarminas-
&% in excess of 3 tmes the upper limit of normmal,

PRECAUTIONS

Generat

Patients who receive propyithiouracit should be under
ciose surveillance and should be impressed with the
necessity of reporting immedistely any evidence of ill-
ness, particutarly sore throat, skin eruptions, fever,
neacache, or general malaise. In such cases, white
sloed ceil ang differential counts shouid be made 1o
detennine whether sgranulocytosis has developed.
Particular care should be exercised with patients who
are receiving additional drugs known te cause agranuio-
cytosis.

information for Patients

Patients should be advised that if they become preg-
nant during therapy or intend {o become pregnant, they
shouid contact their physician immediately about the
desirability of discontinuing the drug. They aise should
‘not use propytthiourachl while nursing.

Patients showld report immediiately any svidence of fit-
nesgs, particulariy sore throat, skin eruptions, fever,
headache, or general malaiss, They also shouid report
. symploms suggestive of hepatic dysfunction (ancmx;a,

prunitus, right upper quadrant pain, et

Laboratory Tests

Because propylthiouracit may cause hypoprothrombm&
miz and bleeding, prothrombin time shouid be moni-
tored during therapy with the drug, especially before
surgical procedures. Thyroid function tests shouid be
maonitored periodically during therapy. Once clinicat evi-
dence of hyperthyrpidism has resclved, the finding of an
slevated serum TSH indicates that a lower maintenance
dose of propyithicuracil should be emploved.

Drug Interactions

Anticoapuients {orafiy The agtivity af anticoagulants may
be potentiated Dy anti-vitamin-K activity attributed 1o
propyithiouracil.

B-adrenergic biocking agents: Hyperthyroidism may ’
cause an increased ciearance of beta blockers with a
high exraction ratio, A dose recuction of beta-adrener-
gic biockers may be needed when a hyperthyroid
patient becomes suthyroid,
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Digitatis glycosices; Serum digitalis levels may be
ingreased when hyperthyroid patients on a stabie digitats,
giycoside regimen becoms euthyroid; a reduced dosage
of digitalis giycasides may be required.

Theophyiliine: Thecphyiiine clearance may decrease
when hyperthyroid patients on a stable theophyiline reg-
imen becorme euthyroid; a reduced dose of theophyliine
may be needed. :
Carcinogenesis, Mutagenesis, Impairment of Fertility
Laboratory ankmals treated with oropyithiouracil for

>1 year have demonstrated thyroit hyperplasia and car-
cinoma forrmation.! Such animal findings are seen with
continuous suppression of thyroid furiction by sufficient
doses of & variety of antithyrolif agents, as well as n
distary jodine deficiency, subtotal thyroidectomy, and
implantation of autonomeus thyrotrapic hormone-secret-
ing pituitary turors, Pituitary agenomas have aiso heen
tescribed.

Pregnancy

Pragnancy Cafegory 0.

See WARNINGS,

Nursing Mothers

The crug appears in human milk and is contraingicaied
in nursing mothers. See CONTRAINDICATIONS anc
WARNINGS.

Pediatric Use

Safety and effectivenass in pediatric patients below the
age ef & have not been sstablished. For pediatric
patients & vears of age and plder, see DOSAGE AND
ADMINISTRATION. :

ADVERSE REACTIONS :

Major adverse reactions {much iess common than the

minor acdverse reactions) include inhibition of

myelopoiesis {agranuiocytesis, grantiopenia, angd
thrombocytopenia), apiastic anemia, drug fever, a
lupus-like syndrome (including splenomegaly and
vasgulitis), hepatitis, poriartartis, and bypapro-
thrombinemia and biesding. Nephritls, glomeru-
ionephritis, interstitial pneurnonitis, exfoliative
dermatitis, and erythema nogosum have been
reponed. Feports of 4 vasculitic syndrome asso-
aated with the presence of anti-neutrophilic cyio-
plasmic antibodies (ANCA) have also been
received, Manffestations of ANCA-positive vas-
cuiitis may include rapidly progressive glomenys
loriephritis fcrescentic and pauci-immune necro- )
tizing giomerulonephritis), sometimes teading to
acute rengt failure: tever; pulmonary infitrates of
aiveoiar nemornage; siin ulcers; and leucagyto- .
claglic vasculitis. :
Minor adverse reactions inciude skin rash,
urticariz, nausea, vomiting, epigastric distress,
arthraigia, paresthesias, loss of taste, tagte per-
version, abnormal loss of hair, myalgla, headache,
pruritus, drowsiness, neuritis, edema, vertige,
skin pigmentation, jaundice, sialadencpathy, and
tymiphadenopathy.
It sheuld be noted that about 0% of patients
with untreated hyperthyroidism have leukopenia
fwhite biood cell count of less than 4,000/mm3),
often with relative. granuiopenia.
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= OVERDOSAGE
=== Signs and Symptoms
e Nausez, vomiting, epigastric distress, headache,
fever, arthralgia, pruritus, edems, and pancytepe-
E nia, Agranutocytosis is the most serioys affect,
—= Rarely, exfoliative dermatitis, hepatitis, neuro-
= pathies, or CNS stimutation or depression may
oo
No informnation is available on the following:
LDsy: concentration of propyithiouracit in Dinlogic
fiuids associated with toxicity and/ar deatf]; the
smeunt of drug in a single dose usually assogiat-
&d with symptoms of overdosage; or the amount
of propylthiouracit in a singie cage likely to De fife-
threatening,
Treatment
To obtain up-to-date information abnut the treatment of
overdosg, 2 good resource is the certifier) Regional
Peisen Controf Cemer, Tetephone numbers of certified
Poson control centers are fisted i the Physicians' Desk
Reference [PDR). In mManaging overdosage, consider the
possibility of multiple drug overdeses, interastion
AMOong drugs, and unusual drug kinetics in the patient,
Protect the patient's girway and support ventiiation ang
periusion. Meticuiously manitor ane mairtain within .
accentable limits the patient's vital signs, biood gases, !
Senusm siscirolytes, etc. The patient's bone marrow func.
tion shouid be monitored, Absarption of drugs from the
Castrointestingl ract may be decreased by giving acti-
vated chareoal, whish, in many cases, is more efiective
than emesis or iavage; consider charcoal insiead of or in
addition 1o gastric amplying. Pepagted doses of char-
cogl over time may hasten efimination of Some onugs
that havé bean absorbed, Safeguard the patient’s airway
When empioving gastric SMPYiNg o chamoal
Forved dluresis, peritones dialysis, hemodialysis, or
charcoat hemoperfusion have not bsen estabiished as
benafizial for &n overdose of propyithiouracs,

DOSAGE AND ADMINISTRATION
Prupytthiourasi is adrninistered oraliy. The total Gaily
dosage is usually given in 3 equal doses at approxi-
mately B«haur intervals,

Aduits

The initial dose is 300 mg daily. In patients with severe
hyperthyroidism, very large goiters, or both, the begin-
ning dosage usually shouid be 400 mg daily; an osca-
sional patient will require 800 to 900 mg/dgy initially,
The usual maintenance desage is 100 o 150 mg daily.
Pediatric Patients

For pediatric patiants 6 to 14 years of age, the jmitial
dosage is 50 to 150 ™g daily. For pediatric patients
10 vears and over, the inita dosage is 150 o 300 mg
daily. The maintenance dosage is determined by the
response of the patient. ~

HOW SupPPLigp
Propylthiouracit Tablets, USP, 50 mg, are round, white,
seored tabists, engraved LL and P33, supplied as;
NDC 0005-4608-25 - Battle of 100
NDC 0005-4609-34 - Battie of 1000
Store at controlied room temperature 18°-300C
{59°~86°F},
REFERENCE
tinternationa Agency for Research on Cancer ARG
Monographs on the Evaluation of the Carcinogenic
Risk of Chemicais to Mar, 1874; 7, 67-78.
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