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CITIZEN PETITION

Lachman Consultant Services, Inc. (LCS) submits this petition in quadruplicate, pursuant to 21
CFR 10.20 and 10.30, under Section 505 (j)(2)(C) of the Federal Food, Drug and Cosmetic Act
to request that the Commissioner of Food and Drugs make a determination that an Abbreviated
New Drug Application may be submitted for Methimazole Tablets USP, 20 mg.

A. Action Requested

The petitioner requests that the Commissioner of Food and Drugs make a determination that an
Abbreviated New Drug Application may be submitted for Methimazole Tablets, USP, 20 mg. The
listed drug product upon which this petition is based is Tapazole® (Methimazole Tablets, USP)
10 mg (Eli Lilly and Company). LCS seeks a change in the dosage strength from that of the listed
drug to permit a. 20 mg tablet.

B. Statement of Grounds

The Federal Food, Drug and Cosmetic Act provides for the submission of an Abbreviated New
Drug Application for a new drug that differs in dosage strength from a listed drug provided the
FDA has approved a petition that proposed the filing of such an application. This petition involves
a change in the dosage strength for the proposed drug from that of the listed drug. The listed
drug on which this petition is based is Tapazole® Tablets (Methimazole Tablets, USP)
manufactured by Eli Lilly and Company. See listing on page 3-222 of the Nineteenth Edition of
the Approved Drug Products with Therapeutic Equivalence Evaluations (Attachment 1)).

There should be no questions of safety and efficacy regarding the requested change in strength.
Currently, Methimazole Tablets, USP is approved in 5 and 10 mg strengths and is indicated in the
medical treatment of hyperthyroidism. The approved reference listed drug product’s labeling cites
the initial total daily dosage of 15 mg (5 mg given in 3 equal doses at 8-hour intervals) for mild
hyperthyroidism, 30-40 mg for moderately severe hyperthyroidism, and a daily dose of 60 mg is
recommended for severe hyperthyroidism. It is clear that doses of 20 mg divided into 3 doses at
8-hour intervals (or three 20 mg doses), the proposed strength that is the subject of this petition,
is clearly contemplated and addressed in the approved labeling of the reference drug product.
Additionally, for patients experiencing severe hyperthyroidism, a 20 mg tablet taken three times
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daily would appear to offer a more convenient dosing regimen (one tablet 3 times per day rather
than 2 tablets 3 times per day) than that currently available for the reference listed drug.

The uses, dosages, and indications for the proposed product are the same as those for
Tapazole® Tablets, the listed drug product. Labeling of the proposed product will be the same as
that of the listed-drug product with the exception of the introduction of the 20 mg strength in the
description and how supplied section of the labeling. Copies of the reference-listed drug labeling
and draft labeling for the proposed Methimazole Tablets, USP are enclosed for your reference.

C. Environmental Impact

An environmental assessment of the action requested in this petition qualifies for a categorical
exclusion under 21 CFR 25.31. Therefore, an environmental assessment is not required for the
requested action. ‘

D. Economic Impact

: Pursuantr to 21 CFR 10.30(b), economic impact information is to be submitted ‘only when
requested by the Commissioner. LCS will promptly provide such information if so requested.

E. Certification

The petitionér certifies that, to its best knowledge and belief, this petition includes all information
and views on which the petition relies, and that it includes representative data and information
known to the petitioner which are unfavorable to the petition. :

Sincerely,

bk W Toblocde @

Robert W. Poliock
Vice President

RWP/db
Attachments: 1. Listing of Tapazole® Tablets (5 or 10 mg) page 3-222 of the Nineteenth Edition of the
Approved Drug Products with Therapeutic Equivalence Evaluations

2. Proposed package insert-draft Methimazole Tablets, USP (20 mg)
3. Package insert for Tapazole® Tablets

GCPO045
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PRESCRIPTION DRUG PRODUCT LIST 3-222

METHAZOLAMIDE METHIMAZOLE

TABLET; ORAL : ' _ TABLET; ORAL
METHAZOLAMIDE : : TAPAZOLE
AB APPLIED ANAL 25MG , N40011 001 LILLY 5MG N07517 002
» JuL 17, 1997 + 10MG : N07517 004
AB 50MG N40011 002
. . JUL 17, 1997
AB COPLEY PHARM 25MG N40001 001 METHOCARBAMOL
: JUN 30, 1993 -
AB 50MG N40001 002 INJECTABLE; INJECTION
JUN 30, 1993 METHOCARBAMOL - ,
AB GENEVA PHARMS 25MG N40036 001 AP STERIS 100MG/ML N86459 001
: JUN 30, 1993 ROBAXIN :
AB 50MG N40036 002 AP + ROBINS AH 100MG/ML N11790 001 S
- JUN 30, 1993 :
AB INVAMED - 25MG N40102 001 TABLET; ORAL
_ AUG 28, 1996 *  METHOCARBAMOL
AB 50MG : N40102 002 AA ~ CHELSEA LABS 500MG N85180 001
‘ AUG 28, 1996 AR T50MG N85192 001
AB MIKART 25MG N40062 001 AA DANBURY PHARMA 500MG . N84277 001
T JAN 27, 1994 BA 750MG , N84276 002
- AB 50MG ‘ N40062 002 RAA EON 500MG N87283 001
- - JAN 27, 1994 AA , 750MG N87282 001
HEPTAZANE AR GENEVA PHARMS 500MG : N84616 001
AB ~ LEDERLE 25MG N11721 002 AR T50MG N84615 001
NOV. 25, 1991 AA GLOBAL PHARM 500MG N84927 001
AB + 50MG N11721 001 AR 750MG N84928 001
- AA LANNETT 750MG N84756. 001
A3 LEDERLE ' 500MG _ N85961 001 .
' METHENAMINE HIPPURATE AR T50MG ' N85963 001 e
AR NYLOS - T50MG . N85033 001
TABLET; ORAL AR PAR PHARM 500MG NB6989 001
HIPREX AA ' 750MG N86988 001
AB + HOECHST MARICON RSSL 1GM N17681 001 BAA SUPERPHARM » 500MG N87589 001
UREX JAN 22, 1982 ,
AB 3M leM N16151 001 AA 150MG N87590 001 :
JAN 22, 1982
AR TABLICAPS 500MG - N84846 001
METHICILLIN SODIUM AR WEST WARD 500MG N85159 001
AR T50MG N85123 001
INJECTABLE; INJECTION ‘ ROBAXIN :
STAPHCILLIN : AR+ ROBINS AH 500MG N11011 004
+ APOTHECON EQ %00MG BASE/VIAL N61449 001 ROBAXIN-750 :
+ EQ 3,.6GM BASE/VIAL N61449 002 AA + ROBINS AH 750MG N11011 006

+ EQ 5.4GM BASE/VIAL N61449 003

METHOCARBAMOL; *MULTIPLE*
SEE ASPIRIN; METHOCARBAMOL
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METHIMAZOLE
TABLETS, USP

R only
'DESCRIPTION

Methimazole (1-methylimidazole-2-thiol) is a white, crystalline substance that is freely
soluble in water. It differs chemically from the drugs of the thiouracil series primarily
because it has a 5-instead of a 6-membered ring.

Each tablet contains 5, 10, or 20 mg (43.8, 87.6, or 175.2 umol) methimazole, an orally
administered antithyroid drig. Each tablet also contains lactose, magnesium stearate,
. starch, and tale.

The molecular weight is -1 14,17, and the molecular formula is C,HN,S. The structural

formula is as follows:

CLINICAL PHARMACOLOGY

Methimazole inhibits the synthesis of thyroid hormones and thus is effective in the treaiment
of hyperthyroidism. The drug does not inact‘ivate existing thyroxine and trii}odothyronine that
are stored in the thyroid or circulating in the blood nor does it interfere with the
effectiveness of thyroid hormones given by mouth or by injection. '

The actions and use of methimazole are similar to those of propylthiouracil. On a weight

1
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basis, the drug is at least 10 times as potent as propylthiouracil, but methimazole may be
less consistent in action.

Methimazole is readily absorbed from the gastrointestinal tract. It is metabolized rapidly
and requires frequent administration. Methimazole is excreted in the urine.

In laboratory animais, various regimens that continuously suppress thyroid function and
thereby increase TSH secretion resultin thyroid tissue hypertrophy. Under such conditions,
the appearance of thyroid and pituitary neoplasms has also been reported. Regimens that
have been studied in 'this'regard include antithyroid agents as well as dietary iodine
deficiency, subtotal thyroidectomy, implantation of autonomous thyrotropic hormone
secreting pituitary tqmors; and administration of chemical goitrogens.

INDICATIONS AND USAGE

Methimazole is indicated in the medical treatment of hyperthyroidism. Longterm therapy
may lead to remission of the disease. Methimazole may be used to ameligrate
hyperthyroidism in preparation for subtotal thyroidectomy or radioactive iodine therapy.
Methimazole is also used when thyroidectomy is contraindicated or not advisable.

CONTRAINDICATIONS

Methimazole is contraindicated in the presence of hypersensifivity fo the drug and in
nursing mothers because the drug is excreted in milk.

WARNINGS

Agranulocytosis is potentially a serious side effect. Patients should be instructed to report
to their physicians any symptoms of agranulocytosis, such as fever or sore throat.
Leukopenia, thrombocytopenia, and aplastic anemia (pancytopenia) may also occur. The
drug should be discontinued in the presence of agranulocytosis, aplastic anemia
, (pancytopénia), hepatitis, or exfoliative dermatitis. The patient's bone marrow function



- should be monitored.

Due to the similar hepatic toxicity profiles of Methimazole and propyithiouracil, attention is
drawn to the severe hepatic reactions which have occurred with both drugs. There have
been rare reports of fulminant hepatitis, hepatic necrosis, encephalopathy, and death.
Symptoms suggestive of hepatic dysfunction (anorexia, pruritus, righthpper quadrant pain, -
etc) should prompt evaluation of liver function. Drug treatment should be discéntinued
pramptly in the event of clinically significant evidence of liver abnormality including hepatic
transaminase values exceeding 3 times the upper limit of normat.

Methimazole can cause fetal harm wheb administered to a pregnant woman. Methimazole
readily crosses the placental membranes and can induce goiter and even cretinism in the
developing fetus. In addition, rare instances of aplasia cutis, as manifested by scalp
defects, have occurred in enfants born to mothers who received Methimazole during
pregnancy. If Methimazole is used during pregnancy or if the patient bécomes pregnant .
while taking this drug, the patient should be wamed of the potential hazard to the fetus.

Since scalp defects have not been reported in offspring of patients treated with
propyithiouracil, that agent may be preferable to Methimazole in pregnant women requiring
treatment with antithyroid drugs.

Postpartum patients receiving Methimazole should not nurse their babies.
PRECAUTIONS

General - Patients who receive Methimazole should be under close surveillance and should
be cautioned to report immediately any evidence of iliness, particularly sore throat, skin
eruptions, fever, headache, ar general malaise In such cases, white-binod cell and
differential counts should be made to determine whether agranutocytosis has developed.
Particular care should be exercised with patients who are receiving additional drugs known
to cause agranulocytosis.



Laboratory Tests - Because Methimazole may cause hYpoprothrombinemia and bleeding,
prothrombin time should be monitored during therapy with the drug, especially before
surgical procedures (see General under Precautions).

Periodic monitoring of thyroid function is warranted, and the finding of an elevated TSH
warrants a decrease in the dosage of Methimazole.

Drug Interactions - The activity of anticoagulants may be potentiated by anti-vitamin-K
activity aftributed to Methimazole.

Carcinogenesis, Mutagenesis, Impairment of Fertility - In a 2 year study, rats were given
methimazole at doses of 0.5, 3, and 18 mg/kg/day. These doses were 0.3, 2 and 12 times
the 15 mg/day maximum human maintenance dose (when calculated on the basis of
surface area). Thyroid hyperplasia, adenoma, and carcinoma developed in rats at the two
higher doses. The clinical significance of these findings is unclear.

Pregnancy Category D - See Warnings - Methimazole used judiciously is an effective drug
in hyperthyroidism complicated by pregnancy. In many pregnant women, the thyroid
dysfunction diminishes as the pregnancy proceeds; consequently, a reduction in dosage
may be possible. In some instances, use of Methimazole can be discontinued 2 or 3 weeks
before delivery

Nursing Mothers - The drug appears in human breast milk and its use is contraindicated in
nursing mothers (see Warnings).

Pediatric Use - See Dosage and Administration.
ADVERSE REACTIONS
Major adverse reactions (which occur with much less frequency than the minor adverse

reactions) include inhibition of myelopoiesis (agranulocytosis, granulocytopenia, and
thrombocytopenia), aplastic anemia, drug fever, a lupuslike syndrome, insulin autoimmune



syndrome (which c¢an resuilt in hypogiycemic coma), hepatitis (Jaundice may persist for
several weeks after discontinuation of the drug), periarteritis, and hypoprothrombinemia.
Nephritis occurs very rarely.

Minor adverse reactions include skin rash, urticaria, nausea, vomiting, epigastric distress,
arthralgia, paresthesia, loss of taste, abnormal loss of hair, myalgia, headache, pruritus,
~ drowsiness, neuritis, edema, vertigo, skin pigmentation, jaundice, sialadenopathy, and
lymphadenopathy. '

It should be noted that about 10% of patients with untreated hyperthyroidism have
leukopenia (white-blood cell count of less than 4,000/mm?), often with relative granulopenia.

OVERDOSAGE

Signs and Symptoms - Symptoms may include nausea, vomiting, epigastric distress,
headache, fever, joint pain, pruritus, and edema. Aplastic anemia (pancytopenia) or
agranulocytosis may be manifested in hours to days. Less frequent events are hepatitis,
nephrotic syndrome, exfoliative dermatitis, neuropathies, and CNS stimulation or
depression. Although not well studied, methimazole-induced agranulocytosis is generally
associated with doses of 40 mg or more in patients older than 40 years of age.

No information is available on the median lethal dose of the drug or the concentration of
methimazole in bioclogic fluids associated with toxicity and/or death.

Treatment - To obtain up-to-date information about the treatment of overdose, a good
resource is your certified Regional Poison Control Center. Telephone numbers of certified
poison control centers are listed in the “Physicians" Desk Reference (PDR)". In managing
overdosage, consider the possibility of mdltiple drug overdoses, interaction among drugs,
and unusual drug kinetics in your patient. '

Protectthe patient’s airway and support ventilation and perfusion. Meticulously monitor and
maintain, within acceptable limits, the patient’s_vital_ signs, blood gases, serum electrolytes,



etc. The patient’s bone marrow function should be monitofed. Absorption of drugs from
the gastrointestinal tract may be decreased by giving activated charcoal, which, in many
cases, is more effective than emesis or lavage; consider charcoal instead of or in addition

to gastric emptying. Repeated doses of charcoal overtime may hasten elimination of some
| drugs that have been absorbed. Safeguard the patient's airway when employing gastric
emptying or charcoal.

Forced diuresis, peritoneal dialysis, hemodialysis, or charcoal hemoperfusion have notbeen
established as beneficial for an overdose of methimazole.

DOSAGE AND ADMINISTRATION

Methimazole is administered orally. It is usually given in 3 equal doses at approximately
8-hour intervals. ' ‘ '

Adufts - The initial daily dosage is 15 mg for mild hyperthyroidism, 30 to 40 mg for
toderately severe hyperthyroidism, and 60 mg for severe hyperthyroidism, divided into 3
doses at 8-hour intervals. The maintenance dosage is 5 to 15 mg daily.

Pediatric - Initially, the daily dosage is 0.4 mg/kg of body weight divided into 3 doses and
given at 8-hour intervals. The maintenance dosage is approximately ¥z of the initial dose.

HOW SUPPLIED

Methimazole is available in:

The 5 mg tablets are white to off-white, round, flat-faced, bevelled-edged tablets, with “EM”
on one side and plain on the other. 5

They are available as follows:

- Bottles of 100 NDC 55567-080-18
- Bottles of 1000 NDC 55567-080-35
*" - Unit Dose packages of 100 NDC 55567-080-06
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The 10 mg tablets are white to off-white, round, flat-faced, bevelled-edged tablets, with
“EM” on one side and plain on the other. '
10

They are available as follows:

- Bottles of 100 NDC 55567-081-18
- Bottles of 1000 NDC 55567-081-35 »
- Unit Dose packages of 100 NDC §5567-081-06

The 20 mg tablets are white to off-white, round, flat-faced, bevelled-edged tablets, with
“EM" on one side and plain on the other. .
20 .

They are available as follows:

- Boftles of 100 NDC 55567-XXX-18

. - Bottles of 1000 NDC 55567-XXX-36

- Unit Dose packages of 100 NDC 55567-XXX-06

Store at controlled room temperature 15° to 30°C (59° to 86°F).

Manufactured by:
GENPHARM INC.
% Toronto, Canada

)
M8Z 288
1-800-661-7134

Primted in Canada.

xxx=xxx (llem Number) :
Rev# 00 ' January, 2000
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[
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such as serum T, serum T3 and the free
i 1] be elevated during the period of over-
¢ o halingark is a clearly suppressed serum TSH
NG tions as & result of the induced hypermeta-
‘“’;!]:y ocude cardiac failure and death due to ar-
arfaﬂ X
oF RVERDOSAGE—Dosage should be re-
Nporarily discontinued if signs and
erdosagh appear. Treatment may be reinsti-
ivg thyroid hormone overdosage is
dgtinal absorption of the drugs
and peripheral effects, mainly
ic agtivity. Vomiting may be in-
" tally if further gastroigtestinal absorption can
% be provented provided ¥ere are no contraindi-
w8’y 4 comd, convulsions, aXigss of the gag reflex.
ot is mainly symptomatic an\bupportive. Oxygen
sdministered and ventilation myintained. Cardiac
s may be indicated if congestive !
‘Measures 10 control fever, hypoglycenhja, or fluid loss
be instituted if needed. Antiadrenergis agents, par-
 ropranolol, have been used advantagequsly in the
it of increased sympathetic activity. Propranolol
siministered intravenously at a dosage
10 minute period or orally, 80 to 160 mg/
Jen no contraindications exist for its use.

3
ybe

1ovel. The age and general condition of the patient, the
y and duration of hypothyroid symptoms, and
or not the serum TSH level remains high or has
normal determine the starting dose of LEVOXYL
rate of incremental dosage increase leading to a fi-
Mllmaintenance dosage. .

fige healthy adults with primary hypothyroidism,
W rommended initial dosage of LEVOXYL is 25 to 100
0% t 0.1 mg) daily, while the predicted full mainte-
se of 100 to 200 meg (0.1 to 0.2 mg) daily may be

al dose of LEVOXYL may be as little as 12.5 meg
mg) per day; incremental increases of 25 meg (0.025
y at 4 0 6 week intervals may be instituted de-
g onlgahent response. It is the physician’s judgément
¥verity of the disease and.close observation of pa-
m’smm and of the serum TSH level which determine
Hleand extent of dosage increase.
e serum TSH level in those with primary hypothf-
fallen to the normal reference range during
bl le;nt and the serum TSH concentrationthas
Abie ]evelfor4t08weeks,thedaﬂydeber
» lnen the maintenance dose. To monitor the-ad-
tose aid patient, compliance, periodif assess-
W;’fum TSh level should be done. The Aim is the
y ;:ea:emmd'I;SH level ini the ngfmal refer-
¢ no data showing the gfitimum fre- -
’.“e““;‘e:ent of serum TSH concengfation in this
Imon practice is 1 to 3 fimes per year;
mnm;':]nh st‘,lﬂpeﬂ poor compliancg/with therapy or
l’"“ﬂneﬁm lems, the serum T9H measurement
<7 o%e often, even when the dose of oral T, is
“ﬂw:(":":n"‘—&meﬁmes_ vhferred to as “myxe-
v ang ced hypothyrojflism is an incommon
evep“fenhally lethdl state. Often precipi-
thyroig 1t such ag infgtion or injury, in an al-
20 oy 2280t and oftdn characterized by hypo-
'n_nﬂ]ence or.a A p
Redicg] e al coma, severe ‘hy‘pothy-
betzolyte g gency. Other characteristics are
i . anormglities such as hyponatremia,
With CO./retent: . and hypotensi

the

| of the critical impo!

(0.075-0.15 mg) given by mouth, if possible, or parenterally
if not. Further dosing of L-T, depends on patient responge
which in turn requires intensive monitoring for at leagl a
few days. The total daily dose of L-T, given after the inftial
dose-should in general not exceed the daily dose reghired
previously by the patient or the average daily dose taken by
similar patients. Clinical judgement is a major deteyminant
of the details of treatment because laboratory reghlts will
usually not be available initially.
Secondary Hypothyroidism-—Hypothyroidism dge to pitui-
tary or hypothalamic disease, or secondary hypgth
is uncommon; the vast majority of hypothyyoid patients
have primary hypothyroidism. Secondary hypbthyroidism is
suspected whenever there is known hypothglamic or pitui-
tary disease, such as pituitary tumor or digbetes insipidus;
it is-characterized by a low serum concengration of total T
or free T, without a clearly raised serym TSH concentra-
tion; the serum TSH level may be slightdy raised, in the ref-
erence range, or low. The serum TSH lgvel cannot be used to
monitor the dosage of LEVOXYL as it is in primary hypo-
thyroidism. The initial dose of LEV@XYL should be chosen
as it is in the primary hypothyroid{sm, observing the same
guidelines and precautions (see Frimary Hypothyroidism).
Further dose increases, if any, afe based on the clinical re-
‘sponse using clinical judgemeni/and measurement of serum
total or free T, ’
Suppression of Pituitary Segfetion of TSH—In selected pa-
tients with goiter, thyroid nédules, or papillary or follicular
thyroid cancer, LEVOXYL/can be used in an attempt to in-
hibit growth or prevent ye-growth of the abnormal thyroid
tissue; the overall management may include other therapies
such as surgery or radioactive iodine. The Suppressive ac-
tion of LEVOXYL is bdsed on the known ability of oral T, to
suppress pituitary sefretion of TSH even when patients are
initially euthyroid §& hypothyroid person with dny of the
above conditions siould be treated with LEVOXYL in any
ase for the hypothyroidism). Because most persons with
these conditions Are euthyroid and s have a normal serum
RH concentration, the goal of LEVOXYL therapy is to sup-
prégs the seruh TSH level to below the reference range. In
so dying, somé patients with these conditioris may have an
inhibition o her growth of the abnormal thyroid tissue.
Becauke vgfious clinical trials have reachéd different con-
clusion ofi the efficacy of oral T, in the treatment of thyroid
nodules ¥r goiter and there are no controlled trials on its use
in papifldry or follicular thyroid cancer or on the degree to
which £he gerum TSH level needs to be suppressed, the use
of LEWOXYIL in these conditions needs to be individualized;
continued vke depends on the clincial response. balanced
agginst.the possibility of induced hyperthyroidism, In gen-
eyal, the supphession of serum TSH concentration should be

o the level of 0,1 to 0.2 mU/L although some prefer to sup- |

press the serum\TSH concentration to less than 0.1 mw/Lin
patients with differentiated thyroid carcinoma.

Pediatric Hypothyroidism—In infants and children there is |

a great urgency to'achieve full thyroid replacement because
ance of thyroid hormone is sustaining
growth and maturatjon as well as development of the brain
and intellectual funckion, Despite the smaller body size, the
dosage needed to susthin a full rate of growth, development
and general thriving is\higher in the child than in the adult.
The recommended daily repl t dosage of L-thyroxine in
childhood is: 0-6 montl\s: 8-10 mep/kg; 6-12 months: 6-8

meg/kg; 1-5 years: 5-6 mg/kg; 6-12 years: 4-5 meg/hkg of )

‘body weight daily.

HOW SUPPLIED . L
LEVOXYL (L-thyroxine) thblets are supplied as oval, color-
coded, potency marked tatjets in 12 strengths: .

25 meg-Orange: - o ’

Bottles of 100, NDC 0689-1117-01

Bottles of 1000, NDC 0689-1117-10

Unit dose cartons of 100, NDC 0689-1117-05

50 meg-White:

Bottles of 100, NDC 0689-1118:01

Bottles of 1000, NDC 0689-1118.10 .

Unit dose cartons of 100, NDC 0689-1118-05

‘75 meg-Purple:

Bottles of 100, NDC 0689-1119-01

Bottles of 100, NDC 0689-1119-10

pa A
; %ﬁ;";‘g ally is aimed at supportive
4 coprg ctio Yon if present, gentle warming if
dlg yten Of non-thyroid abnormalities such
Berapy 1o Vflues or cardiac arrhythmias. Glu-
tear ‘_ ®n given, although there are no
oy rogin. “iit. In addition, replacement ther-
et iy €556mtial: While oral T, appears to
dtrig) ef]:et;e‘nt.s, there are no data showing
o it is better to give the L-T, by
the L or parenterally. Nevertheless,
S 0n the ; Parenterally, Similarly, there is
JER to ro) 08¢ of LT, to be used; some pre-
4004, Gl)ace the entire deficiency.of circu-
Sen gye, e, usually parenterally, as a
B wigy, .. 21w hours) while other physicians
er doses, e.g., 75 to 150 meg,

Unit dose cartons of 100, NDC 0689-1119-05
88 meg-Olive; : .

Bottles of 100, NDC 0689-1132-01
Bottles of 1000, NDC 0689-1132-10

100 meg-Yellow:

Bottles of 100, NDC 0689-1110-01

Bottles of 1000, NDC 0689-1110-10

Unit dose cartons of 100, NDC 0689-1110-05
112 meg-Rose: :

Bottles of 100, NDC 0689-1130-01

Bottles of 1000, NDC 0689-1130-10

125 mcg-Brown:

Bottles of 100, NDC 0689-1120-01

Bottles of 1000, NDC 0689-1120-10

Unit dose cartons of 100, NDC 0689-1120-05

oidism, |

Bottles of 1008
Unit dosé cartondof 100, NDC 0689-1111-05
175 meg-Turguoise?
Bottles of 100, NDC 0889-1122-01
Bottles of 1000, NDC 0689

200 meg-Pink:

Bottles of 1000, NDC 0688-111%1#6 .
Unit dose cartons of 100, NDC 40§9-1112-05

80#525-8466 Revised May 1996
Shown in Product Identification Guide, page 318" -

TABLETS _ _ . S
TAPAZOLE® : B
METHIMAZOLE TABLETS, USP :

DESCRIPTION . . .
Tapazole® (Methimazole Tablets, USPE) (1-methylimida-
%ole-2-thiol) is a white, crystalline substance that is freely
soluble in water. It differs chemically from the drugs of the
thiouracil series primarily b it has a 5-instead of a
6-membered ring. - . . .

Each tablet contains 5 or 10 mg (43.8 or 87.6 umol) meth-
imazole, -an orally-administered-antithyroid drug.

Each tablet -also contains lactose, magnesium stearate,
starch, and tale. . ) e .

The molecular weight is 114.16, and the empirical formula
is C,HgN,S. The structural formula is as follows:

i

GLINICAL PHARMACOLOGY . ) .
Methimazole inhibits the-synthesis of thyroid hormones and
thus is effective in the treatment of hyperthyroidism. The
drug does not inactivate existing thyroxine ‘and triiodothy-
ronine that are stored in the thyroid or circulating in the
blood nor does it interfere with the effectiveness of thyroid
hormones given by mouth or by injection. -

The -actions ‘and use of methimazole are similar to those of
propylthiouracil. On & weight basis, the drug is at least 10

- times as potent as propylthiouracil,.but methimazole, may

be less congistent in action. K . L .
Methimazole is readily. absorbed from the gastrointestinal
tract. It is metabolized rapidly and requires frequent ad-
ministration. Methimazole is excreted in the urine, - :

In laboratory animals, various regimens that continuously
suppregs. thyroid function and thereby increase TSH secre-
tion result.in thyroid tissue hypertrophy. Under such condi-
tions, the.appearance of thyroid and pituitary neoplasms

» -has also been reported, Regimens that have been studied in

this regard include antithyroid agents, as well as dietary
iodine deficiency, subtotal thyroidectomy, implantation .of
autonomous thyrotropic hormone-secreting pituitary tu-
mors, and administration of chemical goitrogens.‘
INDICATIONS AND USAGE | .
Tapazole is indicated in the medical treatment of hyperthy-
roidism. Long-term therapy may lead to remission of the
disease. Tapazole may be used to ameliorate hyperthyroi-
dism in preparation. for subtotal thyroidectomy or radioac-
: tive iodine therapy. Tapazole is also used when thyroidec-
tomy is contraindicated or not advisable. .
CONTRAINDICATIONS . : - :
Tapazole is contraindicated in the presence of hypersensi-
tivity to the drug and in nursing mothers because the drug
is excreted in milk. k.
WARNINGS : .
Agranulocytosis is potentially a serious side effect. Patients
should be instructed to report o their physicians any symp-
toms of agranulocytosis, such as fever or sore throat. Leu-
kopenia, thrombocytopenia, and . aplastic anemia (pancyto-
penia) may also occur. The drug should be discontinued in

Continued on next page
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the presence of agranulocytosis, aplastic anemia (pancyto-
penia), hepatitis, or exfoliative dermatitis. The patient’s
bone marrow function should.be monitored.

Due to the similar hepatic toxicity profiles of Tapazole and
propylthiouracil, attention is drawn to the severe hepatic
reactions which have occurred with both drugs. There have
been rare reports of fulminant hepatitis, hepatic necrosis,
encephalopathy; and death. Symptoms suggestive of hepatic
dysfunction {(anorexia, pruritus, right upper quadrant, pain,
etc) should prompt evaluation of hver fancti Drug treat-
ment should be discontinued promptly in the event of clin~

ically significant evidence of liver abnormality including he- -

patic transaminase values exceeding 3 times the upper limit
of normal. . :
Tapazole can cause fetal harm when administered to a preg-
nant woman. Tapazole readily crosses the placental mem-
branes and can induce goiter and even cretiniam in the de-
veloping fetus. In addition, rare instances of aplasia cutis,
as manifested by scalp defects, have occurred in infants
born to mothers who received Tapazole during pregnancy. If
Tapazole is used during pregnancy or if the patient becomes
pregnant while taking this drug, the patient should be
warned of the potential hazard to the fetus.

Since scalp defects have not been reported in offspring of
patients treated with propylthiouracil, that agent may be
preferable to Tapazole in pregnant women requiring treat-
ment with antithyroid drugs. ’
Postpartum patients receiving Tapazole should not nurse
their babies. . . :
PRECAUTIONS

General—Patients who receive Tapzole-should be under
close surveillance and should be cautioned to report imme-
diately any evid of illness, particularly sore throat, skin
eruptions, fever, headache, or general malaise. In such
cases; white-blood-cell and differential counts should be
made to determine whether agranulocytosis has.developed.
Particular care should be exercised with. patients who are
receiving additional drugs known to cause agranulocytosis,
Laboratory Tests—Because Tapazole may cause hypopro-
thrombi ia and bleeding, prothrombin time should be
monitored during therapy with the drug, especially before
surgical procedures (see General under Precautions).
Periodic monitoring thyreid function is warrantad, and the
finding of an elevated TSH warrants a decrease in the dos-
age of Tapazole. )
Drug Interactions—The activity of anticoagulants may be

potentiated by anti-vitamin-K activity attributed to Tapa- .

zole,
‘Carcinogenesis, Mutagenesis, Impairment of Fertility—In a
2 year study, rats were given methimazole at doses of 0.5,3,
and 18 mg/kg/day. These doses were 0.3, 2, and 12 times the
15 mg/day maximum human maintenance dose (when cal-
culated on the basis of surface area). Thyroid hyperplasia,
d , and carci developed in.rats at the two
higher doses. The- clinical significance of these findings is
unclear. . . ) .
Pregnancy Category D—See Warnings—Tapazole used judi-
ciously. is an effective drug in hyperthyroidism licated

. Bottles of 100

tive dermatitis, neuropathies, and CNS stimulation or de-
pression, Although not well.studied, methimazole-induced
agranulocytosis is generally associated with doses of 40 mg
or more in patients older than 40 years of age.
No information is available on the median lethal dose of the
drug or the concentration of methimazole in biologic fluids
associated with toxicity and/or death,
-Treatment—To obtain up-to-date information about the
treatment of overdose, a good resource iz your certified Re-
gional Poison Control Center. Telephone numbers of certi-
fied poison control centers are listed in the Physicians’ Désk
Reference (PDR):. In managing vverdosage, consider the pos-

sibility of multiple drug overdoses, interaction among -

" drugs, and unusual drug kinetics in your patient.
Protect the patient’s airway and support ventilation and

perfusion.. Meticulously monitor and maintain, within ac-- [

ceptable limits, the patient’s vital signs, blood gases, serum

electrolytes, etc. The patient’s boné marrow fanction should.
be moanitored. Absorption of drugs from the gastrointestinal

tract may be decreased by giving activated charcoal, which,

in many cases, is more effective than emesis or lavage; con-

sider charcoal instead of or in addition to gastric emptying:

Repeated doses of charcoal over time may hasten elimina-

tion of some drugs that have been ahsorbed. Safeguard the

patient’s airway when employing gastric emptying or-char-

coal.

Forced diuresis, peritoneal dialysis, hemodialysis, or char-
€ o o

REre
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For Medical infarmation Contagy.
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Drug Ynformation Services
(800) 526-4099
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| After Hors and Weekends; -
(908) 2984000 :
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cases, identification letters algg appes Capsulay

coal hemoperfusion bave not been established as b

for an overdose of methimazole._

DOSAGE AND ADMINSTRATION:

Tapazole is administered orally. It is usually given in 3
equal doses at approximately 8-hour intervals,

Adult—The initial daily dosage is 15 mg for mild hyperthy- -

roidism, 30 to 40 mg for moderately severe hyperthyroi-

dism, and 60 myg for severe hyperthyroidism, divided into 3 °
| doses at 8-hour intervals. The maintenance dosage is 5 to 15 |

mg daily.. |

Pedigtric—Initially, the daily dosage is 0.4 mg/kg of body
weight divided into' 3 doses and given at 8-hour intervals,
The maintenance dosage is approximately Y, of the initial
dose, : ‘

HOW SUPPLIED -

Tapazole® Tablets, are available in: . .

The 5-mg tablets (UC5385) are white in color, Tound, bev-

aled, scored, and debossed with “J94” T

They are available as follows: - : C

Bottles of 100 NDC 52604-1094-1

(Na. 1765)

The 10-mg tablets (UC5386) are white in color, round, bev-

eled, scored, and debossed with 395", -

They are-available as follows: :

. NDC 52604-1095-1
(No. 1770) : ) )

Store at controlled room temperature, 59° to 86°F (15° to

30°C). o : ’

CAUTION—Federal (USA) law prohibits dispensing with-

out prescription. - ’ .

Literature issued May1, 1996 '

Distributed Exclusively by

by pregnancy. In many pregnant women, the thyroid dys-
function diminishes as the pregnancy proceeds; conse-
quently, a reduction in dosage may be possible. In some in-
stances, use of Tapazole can be discontinued 2 or 3-weeks
before delivery: °

Nursing Mothers—The drug appears in human breast milk
and )its use is contraindicated in nursing mothers (see Warn-

Usage in Children—See Dosage and Administration.
ADVERSE REACTIONS '

Major adverse reactions (which eceur with: much less fre-
quency than the minor adverse reactions) inelude inhibiti
of ‘myelopoiesi (agranulocytosis, granulocytopenia, and
thrombocytopenia), aplastic anemia, drug fever, a lupuslike
syndrome, insulin autoimmune syndrome (which can result
in hypoglycemia coma), hepatitis (jaundice may persist for
several weeks after discontinuation of the drug), periarteri-
tis, and hypoprothrombinemia. Nephritis oceurs very rarely.’
Minor adverse reactions include skin rash, urticaria, nau-
sea, vomiting, epigastric distress, arthralgia, paresthesia,
loss.of taste, abnormal loss of hair, myalgia, headache, pru-
ritus, drowsiness, neuritis, edema, vertigo, skin pigmenta-
tion, jaundice, sialadenopathy, and lymphadenopathy.

It should be noted that about 10% of patients with un-
treated hyperthyroidism have leukopenia (white-blood-cell
count of less than 4,000/mm®), often with relative granulo-
penia, , )

OVERDOSAGE

Signs and Symptoms—Symptoms may include nausea,
vomiting, epigastric distress, headache, fever, joint pain,
pruritus, and edema. Aplastic anemia (pancytopenia) or
agranulocytosis may be mainfested in hours to days. Less
frequent events are hepatitis, nephrotic syndrome, exfolia-
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IMDUR®

{isasotbide mononjtrate)
Extended Raelease Tablets ~

DESCRIPTION: - »
Isosorbide mononitrath (TSM)
major biolagically actie methholite of istearhidg g
(ISDN), is a vasodilatdr with effem.m-m
veins, |

IMDUR Tablets contain g0 ng. 60 mg, or 129

bide mononitrate in an dxfended-relesss fupr..
inactive-ingredients are affiminum silica te, coloida)
dioxide, hydroxypropyl ceffulose, hydroxypropyl
lulose, iron oxide, magnegiim Stearate, parafiip
ethylene glycol, titanium/dibxide, and tracs amounty
anol, .

The chemical name for JSMIY is 1,4:3
tol 5-nitrate; the compqund Hag the
mula:

'

> AN Organic nijry,

ISMN is a whitef crystalline, odorless compound whis i
stable in air and/in solution, ha a:melting point of
90°C, and'an opfical rotation of 4144° (3% in water, ¥
Isogorbide mongnitrate is freely doluble in waten
methanol, chlofoform, ethyl acetate, and dichlarome
CLINICAL PHARMACOLOGY ; ;
Machanism of Action.The IMDUR® product is mmle !
tended-releage formulation of ISM! the. major sk ¥y -
tabolite of ijosorbide dinitrate; most bf the dinical
of the dinitfate is attributable to the Jnononitrate. :
The principal pharmacological actionjof. _
ganic nitrfites in general is relaxatior

muscle, producing dilatation of peripheral arteres
veins, esgjecially the latter. Dilatation of the veins f©
[ peripherhl pooling of blood, decreases reburn
heart, therehy reducing left ventricul
sure anfl puimonary capillary wedge p!
teriolay relaxation reduces systemic
- and systolic arterial pressure and meas art
(afteripad). Dilatation of the coronary arte
The rplative importance of preload redu
ductipn, and coronary dilatation re

Y Dosing reg
used drugs are designed to provide pl
thay are continuously greater than a m
confentration. This.strategy is inapproprial
trates. Several well-controlled clinical tri
ergise testing to the antiangi
ogsly delivered nitrates. In the large maj
, active agents were indistinguishable from
hours (or less) of continuous therapy: Atte
me tolerance by dose ascalation, even to dos
ss of those used acutely, have consistently oy
ter nitrates have heen absent from the bo Jrei‘ iy
hours has their antianginal efficacy been fesse dat12
Tablets during long-term use over 42 day® do LS
once daily continued to improve exercise

>

effects @

hours and at 12 hours after dosing but its
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Inited States Shipping
4{ Complete applicable white sections of the U.S. Airbill. Sign and
date the Airhill at the Sender's Signature line. Please press hard.
i Peel off protective covering from back of Airbill.
Affix Airbill to envelope within dotted lines shown.

4 When using a Drop Box - follow special instructions on the
3 Drop Box,

’i?temcﬁonul Shipping

*Incledes Canada & Puerto Rico
Mm be typed
) Complete applicable white sections of the International Express

: Airbill. Sign and date the Airbill at the Sender's Signature line.
Place Airbill in plastic sleeve.
" Peel off bottom portion from back of plastic sleeve. Do not seal top
portion of the plastic sleeve to the envelope.

Affix bottom portion to envelope within the dotfgd lines Ska8m cmromesommer:Airbome Express ery

R L s

- be shipped. Items of high intrinsic value should not be shipped in™. f

~ Limitations of Liability

I.|m|m|on on Confents
The maximum acceptable contents of a Letter Express is forty (40)
8-1/2 x 11 pages. If the gross weight of the contents, envelope and

airbill exceeds 1/2 pound, the next higher rate will apply. Contents
must be of a size and shape which fit the envelope and allow it to be
securely sealed without damage. Cash or cash equivalent should n

Letter Express packaging,

Liability of Airborne Express is limited on Letter Express to $100.00
U.S.D., unless a higher value is declared for carriage on our airbill.
The maximum declared value on the Letter Express is $500.00 U.S.D.
Airborne Express shall not be liable in any event for special,
incidental or consequential damages, including but not limited to loss
of proﬁts or income. Serv1ces are provided as defined in the current
subiect to change without notice).




