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METHYLPREDNISOLONE TABLETS, USP
4mg

OESCRIPTION
Methylprednisolons is a glucocorticoid. Giucocorticoids are adrenocortical steroids, bath naturally accurnng and synthetic, which are raadily absorbed from
the g tract. Y i accurs as a white to practically white, odorless, crystalling powder. ft is sparingly sotuble in alcahal. in dioxane,
and in methano!, slightly saluble in acstone, and in chioralorm, and very slightly saluble 1 gther. it is practically insolutle in water.

The name lor methy!pr is 118, 17, 21-trihydroxy-6 ylpregna-1,4-diene-3,20-dione, and the molecular weight is 374.48. The struc-
tural formula 1s represented below:

Each methylprednisotone tabtet for oral inistration contains 4 mg ylp
Inactive 1ngredients: magnesium stearate, microcrystaliine cellulose and sodium starch giycolate.
CLINICAL PHARMACOLOGY

Naturally occurring glucocorticaids (hydracortisone and cortisona), which aso have sait-retaining properties, ars used as replacement therapy in adrenacor-
tical deficiency states. Their synthetic analogs are primarily used tor their potent anti-inflammatory affects in disorders of many organ systems.
Glucacorticoids cause prafound and varied matabolic effects. In addition, they modify the body's immune responses to diverse stimuli.

INDICATIONS AND USAGE

ylp tablets are in the ing
1. Endocrine Disorders
Primary or ¥ tical { (hydrocortisone ar cortisona is the Jirst choica; synthetic analags may be used in canjunction with
ticoids where in infancy ticod is of particuiar importance).
Congenitat adranai hyperplasia Nonsuppurative thyroiditis

Hypercalcemia associated with cancer
Rheumatic

As adjunctive therapy for short-term administration (to tide the patient over an acule spisode or exacerbation) in:

ig arthritis, juvenite r arthritis {selected cases may require low-dose maintenance therapy)
Ankylosing spondylitis Psoriatic arthrtis
Acute and subacute bursitis Epicondylitis
Synovitis ot ostecarthritis Acute gouty arthritis
Acute nonspecific tznosynavitis Post-traumatic osteoarthritis
3 Diseases
During an exacerbation of as maintenance therapy in selected cases of:
Systemic lupus erythematosus Sy (polymy

Acute rheumatic carditis
4. Dermatviogic Dissases
Bullous dermatitis herpetitormis
Sevare erythema multifarma {Stevens-Johnson syndrome)

Severe sebosrheic dermatitis
Extoliative dermatitis Psmphigus
Mycosis tungoides Severe psoniasis

5. Allergic States

Control of savers or incapacitating aliergic conditions intractable to adequate trials of conventional treatmant:
Seasonal or perennial allergic rhinitis Drug hypersensitivity reactions
Serum sickness Bronchial asthma
Contact dermatitis Atopic dermatitis

[S Diseasos

Severs acute and chronic allergic and inflammatory processes invoiving the eys and its adnexa such as:
Allergic corneat marginal ulcers Herpes zoster ophthaimicus
Anterior sagment inflammation Dittuse pasterior uveitis and choraiditis
Sympathetic aphthaimis Allergic conjunctivitis
Keratitis Choriorstinitis
Optic neuritis Intis and iridocyclitis

7. Raspiratory Diseases
Symptomatic sarcoidosis Berylliosis
Loettier's syndrame not manageable by other means
f or di i Y when used {1 y with approp i Py
Aspiration pneumonitis

8. Hematniogic Disorders
Idiopathic thrombocytopenia purpura in adutts™ Secondary thrombocytopenia in adults
Acquired (autoimmune) hemolytic anemia Erythroblastopenia (RBC ansmia)
Congenital (erythroid) hypoplastic anemia

9. Disesases

Far pakiative managerment of:
Leukemias and lymphomas in adults Acuta leukemia ot childheod

10. Edematous States

To induce a diuresis or ion of in the nep y , without uremia, of the idiopathic type of that due te lupus erythematosus.

11. Gastrointestinel Olcasses
To tide the patient over a critical period of the disease in:

Ulcerative colitis Regional enteritis
12. Nervous Systens
Acute exacerbations of multiple sclerosis
13. Miscellanscus
with block of i block when used y with

is with of my



CONTRAINDICATIONS

Syslemic fungal infections and known nypersensitivily to components.

WARNINGS

\n patients on corticosteroid therapy subjected to snusual stress, increased dasage of rapidly acting corticosterods betore, during, and alter the stressiul
situation is indicated.

Corticosteroids may mask some signs of infectian, and new infections may appear during their use. There may be decreased resistanca and inability to
\ocalize infection when corticosteroids are used.

Prolonged use of corticosteroids may producs posterior subcapsular cataracts, glaucoma with possible damage o the optic nerves, and may enhance the
establishment of sscondary ocular infectians due to Jungt of viruses.

Usage in preg Since human rep studies have not besn dong with corticosteroids, the use of thesg drugs in pregnancy, aursing
mothars or women of child-beanng potential requires that the possible benefits of the drug be weighed against the potential hazards to the mother and embryo
or tetus. Infants born of mathers who have received substantial doses of coruicosteraids during pregnancy. should be carafully observed far signs of
hypoadranalism.

Average and large doses of hydracartisone or cortisone can causa slevation of blood pressure, sall and water ratention, and Increased excretion at potas-

sium. These sfects are less ikety to accur with the synihetic denvatives axcept when used in large doses. Dietary sait and p
tation may be necassary. Al corticosteraids increase calcium excretion.
While on corticostecoid therapy patients shouid not be d against smatipox. Other should not be underiaken in patients who

pr
are on corticosteroids, espaciaity an high dose, because of possibis hazards of neurological complications and a lack of antibody response.
The use ol methylprednisoione 1ablets i active tuberculosis should be rastricted to those cases of i or d L in which the
corticasteroid is used for the management of the disease in conjunction with an appropnate antituberculous regimen.

t corticostaroids ars indicated in patients with Jatent tuberculosis of luberculin reactivey. ‘close abservalion is Necessary as reactivalion of the disease may
occur.

Ouring prolonged carticosteraid therapy, these patients should receive chemoprophylaxis.

Children who are an immunosuppressant drugs are more susceptible 1o infections than healthy children. Chickanpox and measles, tor example, can have 2

fmare serious of even falal course i children on cof de_ 10 such children, of in adults who have naol had these dissases, particular
care should be taken to avoid exposure. it exposed, therapy with variceHia zosier immune globutin (VZIG) or poaled intravenous immunagiobin (IVIG), as
appropriate, may be indicated it develops, t with antiviral agents may be considered.

PRECAUTIONS
Genersl

Precautions

Drug-induced secondary adrenacortical insutficisncy may be minimized by gradual reduction of dosage. This type of relative insutficiency may persist for
months alter di ion of therapy, i in any situation of stress occurring during that period, hormone theragy should be reinstitutad. Since
minsralocarlicoid secretion may be impaired. salt and/or a minerajocorticaid should be administered cancurreatly.

There is an enhanced efisct ot corticosternids on patients with hypothyroidism and n those with cirrhosis.

Corticosteraids shauid be used cautiously in patients with ocular herpes simplex because of possible carneal perioration.

The fowast possible dose of corticosteroid should be used ta contral the condition under ireatment, and when reguction I dosage is possible, the reduction
should be gradwal.

Psychic derangements may appear when corticosteraids are used, ranging from suphoria. insomnia, Mood SWINgS, qpersonality changes, and severe depres-
sion, to frank psychotic manifastations. Also, existing i ity or psychotic may be aggravated by corticosteraids.

Aspirin should ba used ly in cony with cor ids in hypoprothrombinemia.




Steroids shauld be used with caution in non-specific uicerative colitis, if thers is a prodabiity of impending perforation, abscess or other pyogenic infection;
diverticulilis; frash intestinal anastomoses: active or (atem peptic ulcer; renal insutficiency: hypertension: d3te0porosis: and myasthenia gravis.

Growth and devalopment of infants and children on profonged corticasteroid therapy sheuld be carsfulty observed.

Although controlled ciinical trials have shown corticosteraids ta be effective n ing the ion of acute ions of multiple . they do
not show that corticosterords atfect the ultimate outcome or natural history of the disease. The studies do show that relatively high dases of corticosteroids
3re necessary to demonstrale a significant efect (See DOSAGE AND ADMINISTRATION)

Since complications 31 treatment with glucocorticoids are dependent on the size of the dose and the duration of treatment, a risk/benefit decisian must be
made in gach individual case as to dose and duration of treatment and as to whether daily or intermittent therapy should be used.

Convulsions have been raported with concurrent use of ¥ an porin. Since use of thesa agents resufts in 2 mutual inhi-
bition ot matabolism, it 1s possibie that adverse events assoctated with the individual use of either drug may be more apt to occur.

{nformation for the Patient

Patients who are on immunosuppressant doses of corticosteroids should be warned to avoid exposure o chickenpox or measlas and, if exposed, 1o obtain
medical advice

ADVERSE REACTIONS
Fluid and Electroiyta Disturbances
" Sodium retention Fluid retention
Congestive heart failurs in susceptibie patiants Potassium loss
Hypertension Hypokalemic alkalosis
Musculoskeletal
Muscie weakness Steroid myopathy
Loss ot muscle mass Ostaoporosis
Vertebral comprassion fractures Aseptic necrosis of lemoral and humeral heads
Pathologic fracturs of iong bones
Gastrointestinal
Peptic ulcer with possible perfaration and hemorrhage Pancreatitis
Ulcerative esophagitis Abdaminat distantion
Dermatotogic
Impaired wound healing Thin tragile skin
Petschiae and scchymases Faciat arythema
May suppress reactions to skin tests Increased sweating
Nevrological
Increased intracranial pressure with papiltsdema (pseudo-tumor cerabri) usuatly aftar treatment
Convulsions Headache
Vertigo
Endocrine
Daveiopmant of Cushingoid stats Suppression of growth in children

Secondary adrenacortical and pituitary unresponsiveness, particularty in times of stress, as in trauma, surgary or illness
Manstrual irregularities

Decraasad carbohydrata tolerance Manifestations of fatent diabetes mellitus
Increased requiraments of insulin or oral hypogiycemic agents in diabetics

Ophthalmic
Pasteriar subcapsular cataracts Incraased intraocular pressure
Glaucoma Exaphthalmos

Matabolic

Negative nitrogen balance due to protein catabolism
The following additional reactions have bean reported Jollowing oral as well as parenteral therapy:
Urticaria and ather allergic, anaphylactic or hyper i X
AN

DOSAGE

The initiat dosage of methylpradnisolane tablsts may vary from 4 mg to 48 mg of y i per day d an the specific disease entity being
traated. In situations of less severity lower doses will Qenerally suffice whila in selected patients higher initial doses may be raquired. The intias dasage should
be maintained or adjusted untit a Satistactory response is noted. If after a reasonable periad of time thera is a lack of satisfactory clinicat responss, mathyl-

$hould be di i and the patient transferred 1o other appropriate therapy.

IT SHOULD BE EMPHASIZED THAT DOSAGE REQUIREMENTS ARE VARIABLE AND MUST BE INDIVIDUALIZED ON THE BASIS OF THE DISEASE UNDER TREAT-
MENT AND THE RESPONSE OF THE PATIENT. After a favorable (85ponse is nated. the proper maintensnce dosage should be determined by decreasing the
initial drug dosage in small decrements at appropriate time intervals untit the lowest dosage which will maintain an adequate clinical r8SpONSe i9 reached. It
shautd be kept in mind that constant monitoring is needsd in regard to drug dosage. Included in the situatians which may maka dosage adjustments neces.
sary are changes in clinical status sacondary to ramissions or axacerbations in the dissase process, the patient’s individual drug responsiveness, and the
eftect of patient exposure o strassful situations not directly related to the disease entity under treatment; in this latter situation i may be necessary o increase
the dosage of methylprednisolone tor a periad of time consistent with the patient's condition. (f atter long-term therapy the drug is to be stopped, it is
recommended that r be withdrawn gradually rather than abruptly.

Muttiple S In of acute of muktiple daily dases of 200 mg of prednisclone for a week followad by 80 mg avery ather
day for 1 month have been shown 1o be afiective (4 mg of y is 10 5 mg of

Alternate Day Therapy: Alternate day therapy is 2 corticosteroid dosing regimen in which twice the usual daily dose of corticaid is agministered every other
morning. The purpose of this mode of therapy is to provide the patient requiring long-tarm phar gic dose with the b ial eftects ot corti-
coids while izing certain efacts, including pituitary-adrenai ion, the Ci state, corticoid wi and growth
suppression in children.

The rationale for this treatment schedule is based on two major p 2 (a) the anti-int, ¥ or sffect of corticoids persists longer than
their physical presence and metabolic efiacts and () of the corti id avery other morming atlows for reestablishment of more sty

normal hypothalamic-pituitary-adrenal (HPA) activity on the off-steroid day.
A briet review of the HPA physioiagy may be helpful in understanding this rationale. Acting primarily through the hypothatamus a fall in trse cortisol stimulates
the pituitary gland to produce increasing amounts of corticotropin (ACTH) while a rise in fres cortisol inhibits ACTH secretion. Narmally the HPA system is
by diurnal ( ) rhythm. Serum tevels of ACTH riss from a low point about 10 pm to a peak Isvel about 6 am. Increasing ieveis of ACTH
stimulate adrenal cortical activity resulting In a rise in piasma cortisot with maximal levels occurring batween 2 am and B am. This rise tn cortisol dampens
ACTH production and in turn adrenal cortical activity. Thera is 2 gradual faW in plasma corticoids during the day with lowast levels occurring about midnight.
The diurnal rhythm of the HPA axis is lost in Cushing's diseass, 2 syndrome of adrenal corticat hypartunction characterized by obesity with centripatal fat
distribution, thinning of the skin with easy bruisability, muscle wasting with weakness, hypsrtension, (atent diabetes, 3 y
stc. The same clinical findings of hyperadrenacarticism may be noted during long-term pharmacologic dose corticoid therapy administersd in conveational
daily divided doses. [t would appear, then, that a disturbance in tha diurnal cycle with maintenaice of elevated carticoid vaiues during the night may play a
ig role in the of i corticoid effacts. Escape from these constantly elevated plasma levets far sven short periads of time may
be instrumental in pi g against i N, gic effects.
During phar gic dase cor therapy, ACTH production is inhibited with of cortisol pr by the
adrenal cortex. Recovary time for normal HPA activity is variable depending upon the dase and duration of treatment. Ouring this time the patient is vulnacable
to any stresstul situation. Although it has been shown that thers is less adrenal i 9 2 single morning dose of pradaisaions (10
mg) as apposed to a quarter of that dose administered #very six hours, there is svidenca that some suppressive effect on adrenal activity may be carried over
into the 9 day when phar gic doses. are used. Further, it has besn shown that a single doss of certain corticostaraids will produce adrensl
cortical suppression far two ar more days. Other corticoids, inciuding methylgrednisolone, hydracortisons, p and are 10
be short acting (producing adrenal cortical suppression for 1% to 1'% days foliowing a single dase) and thus are recommended for alternate day therapy.
The foflowing should be kept in mind when considering alternate day therapy:

- —




V) Basic principles and indications tor carticosteroid therapy should apply. The benefits of alternate day therapy should nat encourage the indiscriminate use

of steroids.

2) Alternate day therapy is a therapautic technique primarily designed for patients in whom fong-term pharmacologic corticoid therapy is anticipated.

3) In less severe disease processas in which corticoid therapy is indicated, it may be possibie to intiate treatmant with alternate day therapy. Mare severe

disease statas usually will require daily divided high dose therapy for initial contral of the disease process. The inilia) suppressive dosa level should be
i untit y clinical resp is obtained, usually four 1o ten days in the case of many allergic and collagen disaases. it is important to keep

the period of initial suppressive dose as brief as possidle particularly when subseguent use of ziternate day therapy is intended.

Once control has been astablished, two Courses are available: (a) change to aiternate day therapy and then graduaily raduce the amount of corticord given

every other day of {b) following control of the diseass process reduce the daily dase af corticoid to the lowesi affective laval as rapidly as possibie and then

change over to an afterna‘e day schedule. Thearsticaily, course {2) may be preferable.

4) Because ot the advantages of atternate day therapy, it may be desirable to try patients on this form of therapy who have been on daily corticoids for tong

periods of lime (89, patients with rheumatoid arthritis). Since these patisnts may alrsady have a suppressed HPA axis, establishing them on altsrnate day

therapy may be difficult and not atways successful. However, it is recommended that reqular attempts be made to change them over. it may ba helpful to triple

ar even g ple the daily dose and this every other day rather than just doubling the daily doss it ditficuity is encountared. Onca the

pattent is again controlied, an attempt should bs made to reducs this dose to a minimym.

S} As indicated above, certain corticosteroids, because of their prolonged supprassive effact on adrenai activity, are not recommendad for aiternate day

therapy (89. and

8) The maximal activity of the adrenal cortex ia batwesn 2 am and 8 am, and it is minimal bstween 4 pm and midnight. € cor

adrenocortical activity the least, when given at the time of maximal activity (am).

7Y In using akternate day therapy it is important, as in alt i ions 1o i and taifor the therapy to each patient. Complete control of

symptoms will not be possible in all patients. A explanation of the benafits of alternate day therapy will help the patient to understand and toterate the
possible flare-up in symptoms which may occur in the latter part of the off-steroid day. Other symptomatic therapy may be added or increased at this time if
nesded.

8) In the event of an acute flare-up of the diseasa process, it may be necessary to retum to a full Suppressive daily divided corticoid dose for control. Once
control is again established alternate day therapy may be reinstituted.

9) Although many of the undssirable features of corticosteroid therapy can ba minimized by alternate day therapy, as in any therapeutic situation, the physi
cian must carefully weigh the benefit-risk ratio for sach patient in whom corticoid therapy is baing considered.

HOW D

Methylprednisoione tablets, 4 mg are white. oval, quadrisected tablets debossed “42/16/¥* on the upper and 4" on tha lower.
They are suppliad in bottles of:

100 NOC #0254-4216-28

S00'NDC #0254-4216-35

1000 NDC #0254-4216-38

Unit of use packs NOC #0254-4216-13

Dispanse in a tight light-resistant container as defined in the USP

Store at controlied roam temperature 15°-30° C (59°-86° F),

Caution: Federal law prohibits dispensing without prascription.

Manutactured by:
VINTAGE PHARMACEUTICALS, ING IN-121
Chartotts, NC 28208 Rev 897
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METHYLPREDNISOLONE TABLETS USP 4 mg

DOSAGE DIRECTIONS .
Unless otherwise 3
directed by your 1stday -
physician, all six ol
(6) tablets in the row Take 2 tablets before breakfast, 1 tablet after lunch and after supper, and 2 tablets at bedtime. -
labeled 1et day should

be taken the day you receive [
your prescription, even though 2nd day =

you may not receive it untit late

in the day. All six (6) tablets may
be taken immediately as a singie
dose, or may be divided Into two or
three doses and taken at intervals
between the time you raceive the
medicine and your regular bedtime.

LOT:
EXP: .

MFG by
VINTAGE PHARMACEUTICALS
CHARLOTTE, NC. 28206

Taka 1 tablet before breakfast, 1 tablet after lunch and after supper, and 2 tablets at bednme

3rd day
Taka 1 tablet before breakfast and 1 tablet after funch, after supper, and at bedtime,

4th day
Take 1 tablet before breakfast, after kmnch, and at bedtime.
Sth day .-
Take 1 tablet before breekdast and at bedtime.
e P
6th dey
Tale 1 tabiet belore breakfast.

TO REMOVE TABLETS,
PRESS FROM OTHER SIDE



