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* LACHMAN CONSULTANT SERVICES, INC. 
CONSULTANTSTOTHE PHARMACEUTICAL AND ALLIED INDUSTRIES 

1600 STEWART AVENUE 
WESTBURY, NY 11590 

February 14,200O 
(516) 222-6222 

FAX(516)683-1887 W..-- 

OVERNIGHT COURIER Z/14/00 

Dockets Management Branch 
Food and Drug Administration 
Department of Health and Human Services 
Room l-23 
12420 Parklawn Drive 
Rockville, MD 20857 

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 TapazoleB (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 TapazoleB 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 
TapazoleB 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 I Therefore, an environmental assessment is not required for the 
requested action. 

D. Economic Impact 

Pursuant 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 petitioner 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, 

Robert W. Pollock 
Vice President 

RWP/db 

Attachments: 1. Listing of TapazoleB Tablets (5 or 70 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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PRESCRIl?TION DRUG PRODUCT LIST 3-222 

METHAZOLAMIDE 

TABLET; ORAL 
METFWZOJ.AMIDE 

AB APPLIED ANAL 
- 
AB - 
AB 

COPLEY PHARM 

METHIMAZOLE 

TABLET; ORAL 
TAPAZOLE 

25MG 140011 001 LILLY 
JUL 17, 1997 + 

SOMG N40011 002 
JUL 17, 1997 

25MG N40001 001 MBTHOCARBAMOL 
JUN 30, 1993 

AB 5oMG 

AB GENEVA PHARMS 25MG - 

AB INVAMED 25MG - 

AB MIKART 25MG - -. 

AB 5oMG 

NEPTAZANE 
AB LEDERLE - 25MG 

AB + 5oMG - 

METHENAMINE HIPPURATE 

TABLET; ORAL 
HIPRBX 

AB + HOECHST MARION RSSL 1GM - 
DREX 

AB 3M 1GM 

MBTHICILLIN SODIUM 

INJECTABLE; INJECTION 
STAPHCILLIN 

+ APOTHECON EQ 9OOMG BASE/VIAL 
+ EQ 3.6GM BASE/VIAL 
+ EQ 5.4GM BASE/VIAL 

N40001 002 
JUN 30, 1993 

N40036 001 
JUN 30, 1993 

N40036 002 
JUN 30, 1993 

N40102 001 
AUG 28, 1996 

840102 002 
AUG 28, 1996 

N40062 001 
JAN 27, 1994 

a40062 002 
JAN 27, 1994 

N11721 002 
NOV 25, 1991 

N11721 001 

N17681 001 

N16151 001 

N61449 001 
N61449 002 
N61449 003 

INJECTABLE; INJECTION 
METHOCARBAMOL 

Ap STERIS 
ROBAXIN 

AP + ROBINS AH - 

TABLET: ORAL 
METHhAREiAMOL 

AA CHELSEA LABS 
mi 
xx 
xx 

DANBURY RHARMA 

xx EON 
xx 
iE GENEVA PHARMS 
ZG 
xx GLOBAL PHARM 
xii 
xz LANNETT 
xx LEDERLE 
xx 
xx NYLOS 
AA PARPHARM 
xii 
AA SUPERPHARM - 

AA - 

AA TABLICAPS 
xii WESTWARD 
xii - 

ROBAXIN 
AA + ROBINS AH - 

ROEiAXIN-750 
AA + ROBINS AH - 

5MG NO7517 002 
1OMG NO7517 004 

lOOMG/ML 886459 001 

lOOMG/&fL N3.1790 001 

5ooMG 
75OMG 
SOOMG 
750MG 
5ooMG 
75oMG 
SOOMG 
75OMG 
SOOMG 
75OMG 
75oMG 
5OOMG 
75OMG 
750MG 
5ooMG 
75OMG 
500MG 

75oMG 

5ooMG 
5OOMG 
75OMG 

N85180 001 
1585192 001 
NJ84277 001 
N84276 002 
N87283 001 
187282 001 
N84616 001 
N84615 001 
N84927 001 
N84928 001 
1584756 001 
1585961 001 
185963 001 
N85033 001 
N86989 001 
N86988 001 
N87589 001 

JAN 22, 1982 
N87590 001 

JAN 22, 1982 
a84846 001 
N85159 001 
N85123 001 

5OOMG Nll011 004 

75OMG NllOll. 006 

MBTHOCARBAMOL; *MULTIPLE* 
SEE ASPIRIN; METHOCARBAMOL 
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METHIMAZOLE I 
TABLETS,. USP 

R only 
_ DESCRIPTION 

Methimazole (‘I-methylimidazole-Z-thiol) is a white, crystalline substance that is freely 

soluble in water. It di.ffWs chemically from the drugs of the thiour&il ‘series primarily 

because it has a &instead of a $-membered ring. 

Each tablet contains 5, 10, or 20 mg (43.8, 87.6, or 175.2 l.rmol) methimazole, an orally , 

administered antithyroid drug. -Each tablet also contains lactose, magnesium stearate, 

starch, and talc. 

The molecular weight is 114.17, and the molecular formula is C,H,N,S. The strudurat 

formula is as follows: 

CLINICAL PHARIWACOLOGY 

Methimazole inhibits the synthesis of thyroid hormones and thusis effective in the treatment 

of hyperthyroidism. The drug does not inactivate 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 propylthiouracii. On a weight 
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basis, the drug is at least IO 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 result in 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 tumors: and administration of chemical goitrogens. 

INDICATIONS AND USAGE 

Methimazole is indicated in the medical treatment of hyperthyroid&m. Longterm therapy 

may lead to remission of the disease. Methimazole may be used to ameliorate 

hyperthyroidism in preparation for subtotai thyroidectomy or radioactive iodine the&py. 

Methimazole is also used when thyroicfectomy is contraindicated or not advisable. 

, CONTRAINDICATIONS 

Methimazofe is contraindicated in the presence of hypersensitivity to the drug and in 

nursing mothers bemuse 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 

(pancytopenia), hepatitis, or exfoliative dermatitis. The patient% bone marrow function 

2 



should be monitored. 

Due to the similar hepatic toxicity profiles of Methimazole and propylthiouracil, attention is 

drawn to the severe hepatic reactions which have occurred with both drugs. There have 

been rare reports of fufminant hepatitis, hepatic necrosis, encephalopathy, and death. 

Symptoms suggestive of hepatic dysfunction (anorexia, pruritus, rightupper quadrant pain, 

etc) should prompt evaluation of liver function. Drug treatment should be discontinued 

prompfly in the event of clinicntfy significant evidence of liver abnormality in&ding hepatic 

transaminase values exceeding 3 times the upper limit of normal, 

Methfmazole can cause fetal harm when 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 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 

propytthiouracil, that agent may be preferable to Methimazole in pregnant women requiring 

treatment with antithyroid drugs. 

Postpartum patients receiving Methimazofe 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 ilfness, particularly sore throat, skin 

eruptions, fever, headache, or general inalaise In such Casey, white-blood oell and 

differential counts should be made to determine whether agranuiocytosis has developed. 

Particular care should be exercised with patients who are receiving additional drugs known 

to cause agranulocytosis. 
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Laboratory 7&s - Because Mefhimazole may cause hypoprothrombinemia and bleeding, 

prothrombin time should be monitored during therapy with the drug, especiafly before 

surgical procedures (see General under Precautions). 

Periodic monitoring of thyroid fun&ion is warranted, and the finding of an elevated TSH 

warrants a decrease in the dosage ef Methimazole. 

Drug interactions - The activity of anticoagulants may be potentiated by anti-vitamin-K 

activity attributed to Methimazole. 

Carcinogenesis, Mutagenesis, lmpahnenf of feftiiify - 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 calcufated 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 possibfe. 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 
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syndrome (which can result in hypoglycemic 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, urtioaria, 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/mm3), often with relative granulopenia. 

OVERDOSACE 

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 ol.der 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 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 multiple 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, . 
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etc. The patient’s bone marrow function should be monitored. Absorption of drugs from 

the gastrointestinal tract may be decreased by giving activated charcoal, which, in many 

cases, is more effective than emesis or iavage: 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 not been 

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. 

Ad&s - The initial daiiy dosage is 15 mg for mild hyperthyroidism, 30 to 40 ‘mg for 

moderately severe hyperthyroidism, and 60 mg for severe hyperthyroidism, divided into 3 

doses at &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 &hour intervals. The maintenance dosage is approximately *% of the initial dose. 

HOW SUPPLIED 

Methimazole is available in; 

The 5 mg tablets are white to off-white, round, flat-faced, bevelled-edged tabtets, with “E!!$’ 
on one.side and plain on the other. ,5 

They are available as follows: 

- Bottles of 100 NDC 55567-086-18 
_. - Bottles of 1000 ND6 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, beveiled-edged tablets, with 
“EJJ on oneside and plain on the other. 
10 

They are available as follows: 

- Bottles of 100 NIX 55567-081-I 8 
- Bottles of 1000 NDC 55567-08135 
- Unit Dose packages of 100 NDC 55567-081-06 

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 fdfoWs: 

- Bottles of 100 NDC 55567-xXx-18 
- Bottles of 1000 NDC 55567-xXx-35 
m Unit Dose packages of 100 NDC 55567-%X-06 

Store at con@‘olled room temperature 15” to 30°C (59 to 86OF). 

Printed in Canada. 
xxx-xxx (Item Number} 
Rev # 00 January,2000 
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OSAGE-Dosage. should be re- 

e starting dose of LEVOXYL 
osage *ease leading to a fi- 

adults with primary hypothyroidism 
tial dosage of LEVOXYL. is’ 25 to 100 

to 0.1 is& daily, wiiiIe the predicted fnlI ma&e- 
of100 to 200 mcg (0.1 to 0.2 mg) daily-may be 
emersl m&b% 

with long-Btcul&g or 
tb evidence. of cardio 

TSH level which dete 

lee dose of L-T, 3 be used; &me pm- 
‘e$ the en& deficiency.of oircn- 
0”” mcg, usually parente;ally, as a 

:‘.. 
lr a few hours) whiie other physiciana 

5 ” 
i: 

-“I *mer doses, e.g., 75 to 160 mcg,. 

(0.076-0.16 mg) given by mouth, ifpossible, 
if not. Further dosing of LT, depends on p 
which in turn requires intensive~monitorh 
few days. The total daily dose of LT, given 
dose.should in general not exceed the daily do 

urement of s- 

tlon of TSH-In selected pa- 
s, or papillary or foIlicuIar 

dinanattempttoin- 
hibit srowth or the abnormal thvroid 

depends on the clindal response balanc 

mu/L although some preferto sup- 
ncentration to less than 0.1 mu& in 

thyroid carcinoma 
oidism-In in&n& and children thers is 

dosage needed to s 

thy&id hormone is sustaining 
eII as development of the brain 
spite the smaller body size, the 

a fuIl rateof grow&, development 
child than in the adult. 

12 inontk &8 

supplied as oval, color- 

25 mcg-Orange 
B0ttJes0f10&irTDc06891\L1701 - - 
Bottles of 1006; NDC 0689- 7-10 
unit dose cartons ‘of 100, 0689-ll17-05 
50 mcg-White: 

B Bottles of 100, NDC.O689-111 01 
Bottles of 1000, NDC 0689-ill 
Unit dose cartons of 100, NDC 
.75 mcg-Purple: 

Bc4tIes of 100, NDC 0689-1119-10 

88 mcg-Olive; 
Bottles of 100, NDC 0689-1182-01 
Bottles of 1000, NDC 0689-1182-10 
100 mcg-YeIlo& 
BottIes of 100. NDC 0689-1110-01 \ 
Bottles of 1006, NDC 0689-1110-10 

\ Unit dose cartons of 100, NDC 0689~lllO-05 
112 megBose: 
Bottles of 100, NIX 068Q-11W01 
Bottles of 1000, NIX 0689-1130-10 
125 mcg-B-: 
Bottles of 100, NDC 0689-1120-01 \ 
Bottles of 1006, NDC 6689-1126-10 
Unit dose cartons of 100, NDC 0689-1120-05 \ 
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VT-Dark Blue: 
Bo es of 100, NIX 0689-1135-01 
Bottl of 1000. NDC 0689-1135-10 
160 mc lue: .’ 
%i&?%% NDC 0689-1111-01 

Unit dose carto 

Bottles Of 1006, NDC 068 
Unit dose cartons of 100, 
306 mcg-Green: 
Bottles of 106, NDC 0 
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TABLETS 
TAPAzOiEQD 
METHIMAZOLE TA&lS, USP 

B 

\ 

DESCRIPTION 
Tapazole@ (Methimasole Tablets, USP) (l-methylimida- 
s&-2thiol) is a white, crystalline substance that is freely 
soluble in water. It dii%rs chemicsIIy from tba drugs of,the 
thiouraciI series prbnarily’because it has a 5-instead of a 
6-membered.iing. 
Each tablet.contains 5 or 10 mg (48.8 or 87.6 pmol) meti- 
imasole, an orally-administeredantithyroid drug. 
Each tablet&o contains lactose, magnesium stearate, 
starch, and talc. 
Timmolaculsr weight is 114.16, and the empirical formula 
is CJI&S. The strnctural formula is as follows: 
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CLINICAL PHARMACOLOGY'. 
I&&imasole inhibits thesynthesis ofthyroid hormones and 
thus is effective in.tbe treatment of hyperthyroidism. The 
drug does not inactivate existing thyroxine ‘and triiodothy- 
ronine that are stored in the thyroid or circubiting in the 
blood nor does it interfere with the effectiveness of thyroid 
hormones given by mouth or by injection. 
The.actions and use of methimasole are similar to those of 
propylthiouracil. .Cn a weight basis, the drug is at least 10 
times as potent as propyltbi&acil,..but methimazole, may 
be less consistent in action. 
Methimasole is readily absorbed from the gastrointestinal 
tract It is metabolized rapidIy and requires fiaqoent ad- 
ministration. Methimasole is emreted in the urine. : 
In laboratory animals, various regimens that continuously 
suppressthyroid fuaction and thereby increaseTSB sea-e- 
tion resultin thyroid tissue hypertrophy. Under such condi- 
tions, the appearance of thyroid and pituitary neoplasms 
has also been reported: Regimens that have been studied in 
tbis regani iucdude antitbyroid agents, as well as ‘dietary 
iodine defieienoy, subtotal thyroideotomy, imphsntation~of 
autonomous thyrotropic hormone-secreting pituitary tu- 
mors, and admiuistration of chemical goitmgens. 
BUDICATIONSANDUSAGE _” 
Tapasole is indicated in the medicsI treatment,of hm$hy; 
roidism. Long-term therapy may lead to remmm 
disease. lhpasole may be used to ameliorate hyperthyroi- 
dism in preparation for subtotal thymidectomy w radioac- 
tive iodine therapy. .Tapasole is also used when thymidec- 
tomy is contraindicated or not advisable. 
CONTRMNDICATIONS 1 
lbpasole is contraindicated in the presence of hypersensi- 
Eviiymlruud in nursing mothers because the drug 

WAFCNINGS 
Agranulocytsis is potentially a serious side effect. Patients 
should be instructed to report to theii physicians any symp 
tmls of agranulocytceis, such as fever or sore throat. L.eu- 
kopenia, tbmmbocytopenia, andaplsstic anemia (pancyto- 
penis) may also occnr. The drug should be discontinued in 

Continued on next page 
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the presence of agranubcyt~sis, aplastic anemia @ancyti 
p&a), hepatitis, or exfoliative dermatitis. The patient 
bone marrow 5mction should be mcnitored. 
Due tc the similar hepatic toxicity profiles of Tapascle an 
pmpykhionracii, attention is drawn tc the severe hepati 
~actionswhkh have occmred with both drugs. There hav 
been rsre repoti of tidminant hepatitis, hepatic necmsi 
encephalopathg and death. Symptcms suggestive of hepati 
&Minxtion kmorexia, pruritw, right upper quadrant pair 
etc) should pmmptevahmtion of liver function. Drug treat 
ment should bs disccnthmed promptly in the event of clin 
idly signi5cant evidence of liver abnormality including he 
patic twins 
of normal. 

am&se values exceeding3 times the upper limi 

Tapezole can cause fetal harm when admin.&red to a preg 
nant Woman. Tapasole readily crosses the placental mem 
bmmes and can induce goiter and even cretinism in the d 
veloping fetus. In addition, rars instances of aplasia cuti 
as manifested by scalp defects, have occurred in infan 
born to mothers who received Tapasole during pregnancy. 
Tapazole is used during pregnancy or if the patient becomc 
pregnant while taking this drug, the patient should 1 
warned of the potential hazard tc the fetus 
She scalp detbcta havenot been reported in offspring ( 
patients treated with pmpykhiouracil, that agent may t 
preferable to Tapasols in pregnant women requiring trea 
ment with antithyroid drngs. 

tive dermatitis, neumpathies, and CNS stimulation or de 
pression. Although not well studied, methimasole-induced 
agrmulocyt&s is generally associated with doses of 40 mg 
or more in patients older than 40 years of age 
No information is available an the median lethal dose of the 
drug or the concentration of methimazole in biologic kids 
associated with tcxici~ and/or death. 
Dz&ncnt--lb obtain up-to-date information about tt 
treatment of overdose, a good resource iii your certified R 
gional Poison Controi Center. Telephone numbers of cert 
fied poison control centers am listed in the Physicians’ Da 
Zfefirence (PDR). In managingoverdosags, consider the po 
sibility of multiple drug overdoses, interaction smon 
drugs, and unusual drug kinetics in your patient. 
Protect the patient’s airway and support ventilation an 
perfmdon.. Meticulously monitor and maintain, within ac 
ceptable limits, the patisnt’s vitaLsigns, blood gases, ssrm 
ebsctmlytes, eta The patie& bone marrow timction shod 
be monitored. Ahsorpticn of drugs from the gastminte&b~ 
tract may be decreased by giving activated charcoal, whick 
in many cases, is more effectbve than emesis or lavage; cox 
sider charcoal instead of or in addition to gastric emptpiry 
Repeated doses of charcoal ever time may hasten ehmins 
tion of some drugs that have been absorbed. Safeguard th 
patient’s airway-when employing gastric emptying crchar 
cd. 

Postprhim patisnts receiving Tapascie should not nura 
their babies. 
PRECADTIONS 

. Gmercl-Patier& who receive Tapeole.should be unde 
close smvoilhmce and.should be cautioned to report immo 
diatel~ any evidence of iBness, particumrly sore throat, shk 
eruptions, fever,,.headache, or general malaise. In sucl 
cases, white-bloc&cell and diikential counts should bl 
made to determine whether agranulocytcsis hasdeveloped 
Particular care should bo exercised with patients who an 
receiving additional drugs known to cause agranukytosis 
Labomtory IIksm-Because Tapasole may cause hypoprd 
thmdmemia and bleeding, pmtbrombin tima should bt 
mcmhr& during therapy with the drug, especially befon 
surgical pmcediues (see General under Precautions). 
Periodic monimring thyroid fnnction is w-ted, and tht 
hi@ of an elevated TSH warrants a decrease in the dcs 
age of Tapasole. 

Forcsd diuresis, peritoneal dialysis, hemodialysis, or char 
xd hemoperksion have net heen established as hene5cia 
For en overdcse of methimasole. 

DOSAGE AED ADhEN.9TEXl’IOE 
Papasole is administered or&. It is usually given in : 
quaI doses at approximately 8-hour intervals. 
L++The initial daily dosage is 15 mg for mild hyperthg 
*o&sm, 30 to 40 mg for moderately severe hypsrthymi. 
lism, snd 60 mg for severe hypmt&midism, divided into 3 I’ 
laaesat8-houris.~~~~~aa~~6to 16 
ng daily.. 

i: 

‘sdiati-Initially, the. daily dosage is 0.4 mg&g of body 
reight divided into3 doses and given at 8-hour interpals. 
!be maintenance dcsage is apprcximatoly r/s of the initial 
he. 
10wsuPPLmD 
kpascIe@ Tablets, are available in: 
‘he 5-mg tablets (uC886) are white ii ah, m&d, bw- 
led; scored, and debcssed with “J94”. 
hey am available as tb&ws: 

Drug Interactions-The activity of anticcagulsnts may be 
~otentiated by anti-vitamin-K activity attributed to ‘Papa 
20le. 

Cwcinogeneszk, bfutagenesis, Impairment OfFertility-In s 
2 year study, rata were given methimasole at doses of 0.5; 3, 
and 18 mgkg/day. These doses were 0.3,2, and 12 times ths 
15 mgday maxirmm human maintemmce dose (when cat- 
adati,on the basis of surface area). Thyroid hyperpiasia, 
a+moma, and carcinoma developed inrats at the two 
h&w dosea The clinical signitkance of these 5ndings ie 
UnClesr. 

J+amncy Catego, D-See Wamings-Tapasole usti judi- 
ciously is an eftbctive drug in hyperthymidtsm complicated 
by prsgnancy. In many pregnant wcmen, the thyroid dys. 
function dimini+es as the pregnancy proceeds; conse. 
qmntl& a mduct~on in dosage may be possible. In some in. 
stana ue of ‘papaeola can be disccntinned 2 or 3. weeks 
before delivery. 
Nursing d&der~-The drug appears in human breast milb 
and its use is dontraindicated in nursing mothers (sac Wam- 
him). 

Bottles of 100 
(No. 1785) 

NDC 52604-1094-l 

he lfJ-mg tabMa KJC5386) am white in wior, mud, bm- 
14 scored, and debossed with “J95”. 
hey are-available as follows: 
Bottles cf 100 

(No.17701 
yDc 52~1096:l 

tore at controlled room temperature, 59’ to 88°F (15” to 
I’(?1 

U&e in Children-See Dosage and Administration. 

ADVERSJS REACTIONS 
Major adverse reactions (which occur wtth:much less fie- 
quermy than the minor adverse reactions) in&de inhibition 
of myelopciesis (agranulccytosia, granulocytopenia, and 
thmmbocytcpenia), aplastic anemia, drng fever, a lupus&s 
ydrome, bmulin autoimmune syndrome (which can result 
m hypoglycemia coma), hepatitis fjaundics may persist for 
several weeks alIar discontinuation of the drug), porimteri- 
tis, and hypcpmthrombinemia. Nephritis occurs very rarely, 
Minor adverse reacl&me include shin rash, urticsria, mm- 
sea, vomiting, epigastric distress, srthwdgia, paresthesis, 
lass.oftaate, 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 hype&yroidism have leukcpenia (white-blood-cell 
count ofless than 4,000/mm3), often with relative granuio- 
penis. 
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GPEEDOSAGE 
Signs and Symptoms-Symptoms may include nausea, 
vomitkg, epigastic distress, headache,, fever, joint pain, 
pnu-itus, and edema. Aplastic anemia (pancytopenia) or 
~gramkWosis may be mainfested in hours to days. Less 
fresuent events are hepatitis, nephrctic syndrome, exfclia- 
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Information will be superseded by supplements and subsequent editions 

:e daily continued to improve exercise p$$$ 
us and at 12 hours after dosing but its eff 



jnited States Shipping limitation on Contents 
1. Complete applicable white sections of the US. Airbill. Sign and The maximum acceptable contents of a Letter Express is forty (40) 
; date the Airbill at the Sender’s Signature line. Please press hard. 8-l/2 x 11 pages. If the gross weight of the contents, envelope and 

i ’ 
Peel off protective covering from back of Airbill. airbill exceeds 112 pound, the next higher rate will apply. Contents 
Affix Airbill to envelope within dotted lines shown. must be of a size and shape which fit the envelo 
When using a Drop Box - follow special instructions on the securely sealed without damage. Cash or cash e 
Drop Box. be shipped. Items of high intrinsic value should 

ternational Shipping 
Letter Express packaging. 
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limitations of liability 
Liability of Airborne Express is limited on Letter Express to $100.00 

Complete applicable white sections of the International Express 
j Airbill. Sign and date the Airbill at the Sender’s Signature line. 

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. 

; Place Airbill in plastic sleeve. Airborne Express shall not be liable in any event for special, 
Peel off bottom portion from back of plastic sleeve. Do not seal top 
‘portion of the plastic sleeve to the envel 

incidental or consequential damages, including but not limited to loss 

:$ft?x bottom portion to envelope within the d 


