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—— INDICATIONS AND USAGE

DESCRIFTION
Prapytthiouracit {-propyl-2-thiourach) is one of the thio-
carbamide compounds. It is & white, crystalline sub-
stance that has a bifter taste and is very slfightly soluble
in water,
Propyithiouraci! is an antithyroid drug agministered
orally. The structural formuia is;
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Malscuiar Weight: 170.23 Stz 08
Ezeh tablet contains propylthiouracil 50 mg and the fol
lowing inatstive ingredients: com starch, docusate sodi-
urn, magnesium stearate, microcrystaliine cellulose,
modified food starch, sodium benzoate, and sodiurm
starch glycoiate. .

CLINICAL PHARMACOLOGY

Prapyithiouracil inhibits the synthesis of thyroid hor-
mones and thus is effective in the treatment of hyper-
hyroidism, The drug does not inactivate existing thyrox-
ine and triicdethyronine that are stored in the thyroid or
sircuiating in the biood, nor does # interfere. with
the effectiveness of thyraid hormones given by
mouth or By njection.

Propylthiouraci is readily absorbed from the gas-
wrointestingt tract. it is metabolized rapidly and
requires freguent admministration, Approximately
359% of the drug s excreted in the urine, in intact
ant conjugated forms, within 24 nours.

in laborazory animals, varous interventions,
including propylthiouracii administration, that
continuously suporess thyroid function and there-
by increass TSH secretion result in thyroid tissue
hypertrophy.
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Propylthiouracit is indicated in the medical freat-
tent of hyperthyraidism. Long-term therapy may
iead to remission of the disease. Propylthiourach
may aiso be used to ameliprate nyperthyroidism
in preparation for subtotal thyroideciomy or
radicactive iodine therapy. Propyithiouracti it also
used when thyroidectomy is contraindicated or net
agvisabie.



CONTHAINDIGATIONS

Propylthiouraci is contraindicated in the presence
of hypersensitivity to he drug or any of the other
proguct. components and i nursing mothers
hecause the drug is excreted in milk,

WARNINGS

Agranuiocytosis is potentiafly the most sericus
sige effect of propyithiouractt therapy, Patients
shouid be mstructed to report any symptoms of
agranuiocytosts, sush as fever or sore throat,
Leukopenia, thrombocytopenia, and apiastic
anemia {pancytopenial may alsc ocour, The drug
should be discontinued in the presence of agran-
uiocytosis, apiastic anemia (pancyiopenia),
ANGA-prsitive vasculitis, nepatiis, interstitial
preumonitis, faver, or exfoligiive dermatitis.

The patient’s bone marow funcation should te -
maonitored.

Propyithiourach can cause fatal harm when adminis-
tered to a pregnart woman, Because the drug readily
crosses placental membranes and can induce goiter
-and even tretiniam in the deveinping fetus, i is impor-
tant that 2 sufficient, but not excessive, dose be given,
I many pregnant women, the thyroid gysiunction
dirinishes as the pregnancy proceads; conseguently
a redustion of dosage may be possible. In some
instances, propyithicuracil can be withdrawn 2 or

3 weeks betore delivery.

If this drug is used during pregnancy, or if the natnent
becomes pregrant while taking this drug, the patient
should be warned of the potential hazard to the feius,

Postparturn patients receiving propylthiourasi shauid
not nurse thelr babies.

fare reports exist of severe hepatic reactions including
encephalnpamy fulminant hepatic necrosis, and death in
patients recaiving propyithiouracil. Symptoms suggestive
of hepatic dyshunction {anorexiz, praritus, night upper
quadrant pain, ate) snould prompt evahztion of bver
furiction. Treatment with propyltsouract should be dis-
continued promptly in the event of ciinically significant evi-
dence of fver abnonmality, inciuding hepatic ranseminas-
25 in excess of 3 times the upper limit of nemmal,

PRECAUTIONS

General

Patients who receive propylthiouracit sheuld be under
ciose surveiilance and shouid be impressed with the
necessity of reporting immeciiately any evigence of ii-
ness, particutarly sore throat, skin eruptions, fever,
headache, or general malaise. In such cases, white
blood celi and differential counts shouid be made 10
determine whether agranulocytosis has developed.
Particular sare should be exercised with patients who
are recelving additional drugs known o cause agranuic-
cyiosis,

information for Patients

Patients should be advised that if they become preg-
nant during therapy or intend to become pregnant, they
shouid contact their physician immediately about the
gesirability of discontinuing the drug. They alse should
not use propyhlthiourac while nursing,

Patients should report immediately any evidence of iil-
ness, particularly sore throat, skin eruptions, fever,
headache, or general malaise. They also should report
symptoms suggestive of hepatic dysfunction {aﬁotex;a
prunfus, right upper quadrant pain, etc.,

Lahoratory Tests

Because propylithiouraci may cause hypopruthmmbme-
mia and hiesding, prothrombin time should be meni-
tored during therapy with the drug, especially before
surgical procedures, Thyroid function tests should be
monitored periodically during therapy. Once clinical evi-
dencs of hyperthyroidism has resoived, the finding of an
sievated serum TSH indicates that a lower maintenance
dose of propylthiouracil should be employed,

Drug interactions

Anticoaguiants forali The activity ef anticoaguiants may
be potentiated by anti-vitamin-K activity attributed to
propyithiouracil.

B—admnem;c bincking agents! Fyperthyroidism may
cause an increased ciearance of beta biockers with a
high extraction ratio. A dose reduction of beta~adrener-
gic biockers may be needed when a hyperthyroid
patient becomes euthyroid,




Digitatls glycosides: Serum digitalis levets may be
increased when hyperthyroid patients on 2 stabie digitalis,
giycoside regimen become euthyroid; a reguced dosage
of digitaiis giycosides may be required.

Theophyiiine: Theophyliine clearance may decrease
wnen hyperthyroidt patients on a stable theophyiine reg-
imen becorne euthyroid; a reduced dose of thecphwlline
may bie needed.

Carzinogenesis, Mitagenesis, Impairment of Fartitity
Lakoratory animals treated with propyithiouracil for

>T year have demonstrated thyroitf hyperplasia and car-
cinoma forrmation.” Such animal findings are seen with
centinuious suppression of thyroid function by sufficient
doses of a variaty of antithyrolf agents, as well 2s in
dietary iodine deficiency, subtotal thyroidectomy, and
implantation of asionomous thyrotropic hermone-secret-
ing pituitary tumers, Pltuitary adenomas have zise heen
tescribed.

Pregnancy

Pragnancy Category D,

Seo WARMINGS.

Nursing Mothers

The drug appears in human milk and is coniraingicated
in nursing mothers. See CONTRAINDICATIONS and
WARNINGS.

Pediatric Use

Safety and effectiveness in pediatric patients betow the
age of 8 have not been established, For pediatric
patients & vears of age and older, see DOSAGE AND
ADMINISTRATION,

ADVERSE REACTIONS

Major agverse resctions {much iess common than the

minar adverse reactions) inchige inhibition of

myelopoiesis {agranuiccytosis, granulopenia, and
thrembocytopenia), apiastic anemia, dry fever, a
lupus-ke syntirome fincluding splencmegaly and
vassulitis), hepatiis, periartertis, and nypapro-
thrombinemia and bieeding, Nephritis, glomeru-
{fonephritis, interstitial pneumonitis, exiolative
germatitis, and envthema nodosum have been
reported. Reports of a vasculitic syndrome asso-
cigted with the presence of anth-neutrophiic oyio-
plasmic antibodies {ANCA) have alsc been
received, Manffestations of ANCA-positive vas-
culflis may include repidly progressive glomerus
loriephritis (crescentic and pauci-immune necro-
tizing giomerulonenhritisl, sometimes leading to
acute renal failure; tever; puimonary infiltrates or
alvasir emorhage; sikin wcars; and leucogyto-
clastic vascuiitis,
Minor edverse reactions inciude skin rash,
urticariz, neusea, vomiting, epigastric distress,
arthralgia, paresthesias, loss of taste, tasie per-
varsipri, abnormal logs of hair, myalgia, headache,
pruriius, drowsiness, neurltis, edema., vertigo,
sKin pigmentation, jaundice, sialadencpathy, and
lympnadenopathy.
It should be noted that about 10% of patients
with untreated hyperthyroidism have ieukopenia
fwhite biood cefl count of less than 4,000/mm3,
often with relative. granuinpenia.



= OVERDOSAGE
== SiQNS and Symptoms
_ Nausez, vomiting, epigastric distress, headache,
tever, arthraigia, pruritus, edems, and pancyiepe-
.....;-_ nia, Agranuocytesis is the most serious efiect,
o= Rarely, exioliative dermatitis, hepatitis, neuro-
=~ pathies, ar CNS stirmutation or depression may
oooun
No infermation s avaiiabie on the foliowing:
LDgy; concentration of propylthiouracit in binlogic
fiuids associatet with taxicity and/or deatty; the
amount of drug in & single dose usually assogiat-
ed with symptoms of overdosage; or the amount
of propyithiouracit in 2 single dose likety to be fife-
threatening.,
Treatment
To obtain up-to-date information abaut the treatmant of
overdosa, 2 good resourte is the certified Regionat
Poison Control Center. Tetephane numbers of certified
PoIsOn control centers are fisted m the Physicians' Deck
Reference (PDA,, In Managing cverdosage, consider the
possibiity of multiple drug overdoses, interaction
AMONg drugs, and unusuzl drug kinetics in the patient,
Frotect the patient's airway antl support ventilation and
perfusion, Maticuiousiy monitor and maintain within
accemanle limits the patient's vital signs. blood gases,
serurm slectrohies, etc. The patient's bone marow func-
tion shouid be montored, Absarption of anigs from the
gastroinissting! ract may be decreased by Qiving acti-
vated charcnal, whlen, in many cases, is more efiective
than emesis or iavage; sonsider charcoal insiead) of or in
addition 1o gastric emptying. Repested doses of char-
5ol over time may hasten elimiration of some drugs
that have been abacrbed, Safeguard the patient's Firway
when employing gastric Bmptying or charooal,
Forced diuresis, peritones) diglysis, hemodialysis, or
charcoal hemoparfusion have not been estanlished as
benefitial for an overdose of propyvithiouragil,

DOSAGE AND ADMINISTRATION
Prapyitthiouracy is adrainisterad orgliy. The total Jaity
dosage is usually given in 8 equal doses at approxi-
mateiy 8-haur intervals.

Adults

The initial dose is 300 Mg daily. in patients with severe
hyperthyroidism, very large goiters, or both, the begin-
ning dosage usualy should be 400 mg daily; an osca-
sionai patient wit: require 600 to 800 mg/day initially.
The usual maintenance dosage is 100 to 150 my dally.
Pediatric Patients

For pediatric patients 6 1o 10 vears of age, the initial
dosage is 50 {o 150 mg daily, For pediatric patients
10 years and over, the nitia dosage is 150 1o 300 mg
daily. The mainienance dosage is Oetermined oy the
response of the patient. ~ =

HOW SUPPLIED
Propyithiouracit Tabiets, USE 50 mg, are roung, white,
stored tabiets, engraved Ll and P23, supplied as;
NDC 0005-4608-23 - Bottls of 100
NDC 0005-4609-34 - Battie of 1000
Store at controlied room temperature 15°.30°C
{B59°-BE°F),
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