RHEUMATREX®
METHOTREXATE SODI UM TABLETS,

WARNI NGS
METHOTREXATE SHOULD BE USED ONLY BY PHYSI Cl ANS WHOSE KNOW.EDGE AND
EXPERI ENCE | NCLUDE THE USE OF ANTI METABOLI TE THERAPY.
BECAUSE OF THE POSSI Bl LI TY OF SERI OUS TOXI C REACTI ONS (WHI CH CAN BE
FATAL) :
METHOTREXATE SHOULD BE USED ONLY I N LI FE THREATENI NG NEOPLASTI C
DI SEASES, OR | N PATI ENTS W TH PSORI ASI S OR RHEUMATO D ARTHRI Tl S
W TH SEVERE, RECALCI TRANT, DI SABLI NG DI SEASE WHI CH | S NOT
ADEQUATELY RESPONSI VE TO OTHER FORMB OF THERAPY.
DEATHS HAVE BEEN REPORTED W TH THE USE OF METHOTREXATE | N THE
TREATMENT OF MALI GNANCY, PSORI ASI'S, AND RHEUMATO D ARTHRI TI S.
PATI ENTS SHOULD BE CLOSELY MONI TORED FOR BONE MARROW LI VER
LUNG AND KI DNEY TOXI CI TIES. (See PRECAUTI ONS.)
PATI ENTS SHOULD BE | NFORVED BY THEI R PHYSI CI AN OF THE RI SKS
| N\VOLVED AND BE UNDER A PHYSI Cl AN'S CARE THROUGHOUT THERAPY.

1. Met hotrexat e has been reported to cause fetal death and/or
congenital anomalies. Therefore, it is not recommended for
wonen of chil dbearing potential unless there is clear nedical
evi dence that the benefits can be expected to outweigh the
consi dered risks. Pregnant wonmen with psoriasis or rheumatoid
arthritis should not receive nmethotrexate. (See
CONTRAI NDI CATI ONS. )

2. Met hotrexate elimnation is reduced in patients with inpaired
renal function, ascites, or pleural effusions. Such patients
require especially careful nonitoring for toxicity, and require
dose reduction or, in sonme cases, discontinuation of
nmet hotrexat e adm ni stration

3. Unexpectedly severe (sonetinmes fatal) bone marrow suppression,
apl astic anem a, and gastrointestinal toxicity have been
reported with concom tant adm nistration of nethotrexate
(usually in high dosage) along with sone nonsteroidal anti-

i nflammatory drugs (NSAIDs). (See PRECAUTI ONS, Drug
I nteractions.)

4. Met hotr exat e causes hepatotoxicity, fibrosis and cirrhosis, but
generally only after prolonged use. Acutely, |iver enzyne
el evations are frequently seen. These are usually transient and
asynptomatic, and al so do not appear predictive of subsequent
hepati c di sease. Liver biopsy after sustained use often shows
hi st ol ogi ¢ changes, and fibrosis and cirrhosis have been
reported; these latter |esions nmay not be preceded by synptons
or abnormal |iver function tests in the psoriasis popul ation.
For this reason, periodic |iver biopsies are usually



10.

11.

recommended for psoriatic patients who are under |ong-term
treatment. Persistent abnormalities in liver function tests nmay
precede appearance of fibrosis or cirrhosis in the rheumatoid
arthritis popul ation. (See PRECAUTI ONS, Organ System Toxicity,
Hepatic.)

Met hot r exat e-i nduced | ung di sease is a potentially dangerous

| esion, which may occur acutely at any tinme during therapy and
whi ch has been reported at doses as lowas 7.5 ng/week. It is
not always fully reversible. Pul nonary synptons (especially a
dry, nonproductive cough) may require interruption of treatnent
and careful investigation.

Di arrhea and ul cerative stomatitis require interruption of

t herapy; otherw se, henorrhagic enteritis and death from
intestinal perforation may occur.

Mal i gnant | ynphomas, which may regress follow ng wthdrawal of
nmet hot rexate, may occur in patients receiving | ow dose

met hot rexate and, thus, may not require cytotoxic treatnent.

Di scontinue nmethotrexate first and, if the |ynphoma does not
regress, appropriate treatment should be instituted.

Li ke other cytotoxic drugs, nethotrexate may induce Atunor |ysis
syndromefl in patients with rapidly growi ng tunors. Appropriate
supportive and pharnmacol ogi ¢ neasures nmay prevent or alleviate
this conplication

Severe, occasionally fatal, skin reactions have been reported
follow ng single or nultiple doses of nethotrexate. Reactions
have occurred within days of oral, intranuscular, intravenous,
or intrathecal nethotrexate adm nistration. Recovery has been
reported with discontinuation of therapy. (See PRECAUTI ONS,
Organ System Toxicity, Skin.)

Potentially fatal opportunistic infections, especially
Pneunocystis carinii pneunonia, may occur with nmethotrexate

t her apy.

Met hotrexate given concomtantly w th radi ot herapy may increase
the risk of soft tissue necrosis and osteonecrosis.

DESCRI PTI ON
Met hotrexate (formerly Anethopterin) is an antinmetabolite used in
the treatnment of certain neoplastic diseases, severe psoriasis, and

adul t

rheumatoid arthritis.

Chem cally nethotrexate is N[4-[[(2, 4-di anm no- 6-
pt eri di nyl ) nmet hyl ] net hyl am no] benzoyl ] -L-glutam c acid. The
structural fornula is:
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Met hotrexat e Sodi um Tabl ets for oral admi nistration are available in
bottles of 100 and in a packagi ng system designated as the
RHEUMATREX7 Met hot rexat e Sodi um Dose Pack for therapy with a weekly
dosing schedule of 5 ng, 7.5 ng, 10 ng, 12.5 ng and 15 ny.

Met hot rexat e Sodi um Tabl ets contain an anmount of methotrexate sodi um
equivalent to 2.5 ng of nethotrexate and the follow ng inactive

i ngredi ents: Lactose, Magnesium Stearate and Pregel atini zed Starch.
May al so contain Corn Starch

CLI NI CAL PHARMACOLOGY

Met hotrexate inhibits di hydrofolic acid reductase. Di hydrofol ates
nmust be reduced to tetrahydrofolates by this enzynme before they can
be utilized as carriers of one-carbon groups in the synthesis of
purine nucl eotides and thym dylate. Therefore, nethotrexate
interferes with DNA synthesis, repair, and cellular replication.
Actively proliferating tissues such as nalignant cells, bone narrow,
fetal cells, buccal and intestinal mucosa, and cells of the urinary
bl adder are in general nore sensitive to this effect of

net hot rexate. Wien cellular proliferation in malignant tissues is
greater than in nost normal tissues, nethotrexate may inpair
mal i gnant growt h wi thout irreversible danage to normal tissues.

The nmechani sm of action in rheumatoid arthritis is unknown; it may
affect immune function. Two reports describe in vitro nethotrexate
i nhibition of DNA precursor uptake by stinmulated nononucl ear cells,
and anot her describes in animal polyarthritis partial correction by
nmet hot rexate of spleen cell hyporesponsiveness and suppressed IL 2
production. Qher |aboratories, however, have been unable to
denonstrate simlar effects. Carification of nethotrexate’s effect
on imune activity and its relation to rheunatoi d i munopat hogenesi s
awai t further studies.

In patients with rheunatoid arthritis, effects of nethotrexate on
articular swelling and tenderness can be seen as early as 3 to 6
weeks. Although nmethotrexate clearly aneliorates synptons of
inflammation (pain, swelling, stiffness), there is no evidence that
it induces rem ssion of rheumatoid arthritis nor has a benefici al

ef fect been denonstrated on bone erosions and



ot her radi ol ogi c changes which result in inpaired joint use,
functional disability, and deformty.

Most studies of nethotrexate in patients with rheumatoid arthritis
are relatively short term (3 to 6 nonths). Limted data from | ong-
termstudies indicate that an initial clinical inprovenent is

mai ntai ned for at |east two years with continued therapy.

In psoriasis, the rate of production of epithelial cells in the skin
is greatly increased over normal skin. This differential in
proliferation rates is the basis for the use of nethotrexate to
control the psoriatic process.

In a 6-nmonth doubl e-blind, placebo-controlled trial of 127 pediatric
patients with juvenile rheumatoid arthritis (JRA) (nean age, 10.1
years; age range, 2.5 to 18 years; nean duration of disease, 5.1
years) on background non-steroidal anti-inflamuatory drugs (NSAIDS)
and/ or predni sone, nethotrexate given weekly at an oral dose of 10
my/ nt provi ded significant clinical inprovement conpared to placebo
as neasured by either the physician’s gl obal assessnent, or by a
patient conposite (25%reduction in the articular-severity score
plus inmprovement in parent and physician gl obal assessnments of

di sease activity). Over two-thirds of the patients in this trial had
pol yarticul ar-course JRA, and the nunerically greatest response was
seen in this subgroup treated with 10 ng/ nf/ wk met hotrexate. The
overwhel mng majority of the remaining patients had system c-course
JRA. All patients were unresponsi be to NSAIDS; approximately one-
third were using | ow dose corticosteroids. Wekly nethotrexate at a
dose of 5 ng/nf was not significantly nore effective than placebo in
this trial.

Phar macoki neti cs

Absorption - In adults, oral absorption appears to be dose
dependent. Peak serum |l evels are reached within one to two hours. At
doses of 30 nmg/nf or less, methotrexate is generally well absorbed
with a nmean bioavailability of about 60% The absorption of doses
greater than 80 ng/nf is significantly |ess, possibly due to a
saturation effect.

In | eukem c pediatric patients, oral absorption of nethotrexate al so
appears to be dose dependent and has been reported to vary w dely
(23%to 95%9. A twenty fold difference between hi ghest and | owest

peak levels (Gyax: 0.11 to 2.3 micronolar after a 20 ng/nf dose) has
been reported. Significant interindividual variability has al so been
noted in tine to peak concentration (Tmx: 0.67 to 4 hrs after a 15
mg/ n? dose) and fraction of dose absorbed. The absorption of doses
greater than 40 ng/nf has been reported to be significantly |ess than
that of | ower doses. Food has been shown to del ay absorption and
reduce peak concentration. Methotrexate is generally conpletely
absorbed from parenteral routes of injection. After intramuscul ar

i njection, peak serumconcentrations occur in 30 to 60 mnutes. As



in |leukem c pediatric patients, a wide interindividual variability
in the plasma concentrations of nethotrexate has been reported in
pediatric patients with JRA. Follow ng oral adm nistration of

met hotrexate in doses of 6.4 to 11.2 ng/nf/week in pediatric patients
with JRA, nmean serum concentrations were 0.59 m cronolar (range,
0.03 to 1.40) at 1 hour, 0.44 mcronolar (range 0.01 to 1.00) at 2
hours, and

0.29 mcronolar (range 0.06 to 0.58) at 3 hours. In pediatric
patients receiving nethotrexate for acute |ynphocytic | eukema (6.3
to 30 ng/nf), or for JRA (3.75 to 26.2 ng/nf), the terminal half-life
has been reported to range fromO0.7 to 5.8 hours or 0.9 to 2.3
hours, respectively.

Distribution - After intravenous adm nistration, the initial volune
of distribution is approximtely 0.18 L/ kg (18% of body wei ght) and
steady-state volume of distribution is approximately 0.4 to 0.8 L/kg
(40% to 80% of body weight). Methotrexate conpetes with reduced
folates for active transport across cell nenbranes by neans of a
single carrier-nmediated active transport process. At serum
concentrations greater than 100 m cronol ar, passive diffusion
becones a maj or pathway by which effective intracellular
concentrations can be achieved. Methotrexate in serumis

approxi mately 50% protei n bound. Laboratory studi es denonstrate that
it may be displaced fromplasnma al bum n by vari ous conpounds

i ncl udi ng sul fonam des, salicylates, tetracyclines, chloranphenicol,
and phenyt oi n.

Met hot r exat e does not penetrate the bl ood-cerebrospinal fluid
barrier in therapeutic amobunts when given orally or parenterally.

Hi gh CSF concentrations of the drug nay be attained by intrathecal
adm ni stration.

I n dogs, synovial fluid concentrations after oral dosing were higher
in inflamed than uninflamed joints. Al though salicylates did not
interfere with this penetration, prior prednisone treatnent reduced
penetration into inflamed joints to the |evel of normal joints.

Met abol i sm - After absorption, nethotrexate undergoes hepatic and
intracel lular netabolismto polyglutamated fornms which can be
converted back to nmethotrexate by hydrol ase enzynes. These

pol ygl ut amat es act as inhibitors of dihydrofolate reductase and
thym dyl ate synthetase. Small anmounts of nethotrexate pol ygl utamates
may remain in tissues for extended periods. The retention and

prol onged drug action of these active netabolites vary anong
different cells, tissues and tunors. A snmall anount of netabolismto
7- hydroxynet hotrexate may occur at doses commonly prescri bed.

Accunul ation of this nmetabolite nmay beconme significant at the high
doses used i n osteogenic sarcoma. The aqueous solubility of 7-

hydr oxynet hotrexate is 3 to 5 fold | ower than the parent conpound.
Met hotrexate is partially netabolized by intestinal flora after oral
adm ni strati on.



Hal f-Life - The terminal half-life reported for nethotrexate is
approximately three to ten hours for patients receiving treatnent
for psoriasis, or rheumatoid arthritis or | ow dose antineoplastic

t herapy (less than 30 ng/nf). For patients receiving high doses of
net hotrexate, the terminal half-life is eight to 15 hours.
Excretion - Renal excretion is the primary route of elimnation and
i s dependent upon dosage and route of adm nistration. Wth IV

adm ni stration, 80%to 90% of the adm nistered dose is excreted
unchanged in the urine within 24 hours. There is limted biliary
excretion amounting to 10% or |ess of the adm ni stered dose.

Ent erohepatic recircul ati on of nethotrexate has been proposed.

Renal excretion occurs by glonmerular filtration and active tubul ar
secretion. Nonlinear elimnation due to saturation of renal tubular
reabsorpti on has been observed in psoriatic patients at doses
between 7.5 and 30 ng. Inpaired renal function, as well as
concurrent use of drugs such as weak organic acids that al so undergo
tubul ar secretion, can markedly increase nethotrexate serum | evels.
Excel l ent correl ation has been reported between nethotrexate

cl earance and endogenous creatinine clearance.

Met hotrexate cl earance rates vary widely and are generally decreased
at hi gher doses. Del ayed drug cl earance has been identified as one
of the major factors responsible for nethotrexate toxicity. It has
been postulated that the toxicity of methotrexate for normal tissues
is nore dependent upon the duration of exposure to the drug rather
than the peak | evel achieved. Wen a patient has del ayed drug
elimnation due to conpronised renal function, a third space

ef fusion, or other causes, nethotrexate serum concentrati ons may
remai n el evated for prol onged peri ods.

The potential for toxicity from high dose regi mens or del ayed
excretion is reduced by the adm nistration of |eucovorin calcium
during the final phase of nethotrexate plasma elimnation.

Phar macoki netic nmonitoring of methotrexate serum concentrations may
hel p identify those patients at high risk for nethotrexate toxicity
and aid in proper adjustnent of |eucovorin dosing. CGuidelines for
nmonitoring serum nethotrexate | evels, and for adjustnent of

| eucovorin dosing to reduce the risk of methotrexate toxicity, are
provi ded bel ow i n DOSAGE AND ADM NI STRATI ON

Met hotrexat e has been detected in human breast m | k. The highest
breast mlk to plasma concentration ratio reached was 0.08: 1.

| NDI CATI ONS AND USAGE

Neopl asti ¢ Di seases

Met hotrexate is indicated in the treatnment of gestational
choriocarci noma, chorioadenoma destruens and hydati di f orm nol e.

Met hotrexate is used in naintenance therapy in conbination with
ot her chenot her apeuti c agents.



Met hotrexate is used alone or in conbination with other anticancer
agents in the treatnent of breast cancer, epidernoid cancers of the
head and neck, advanced mycosis fungoi des (cutaneous T cel

| ymphoma) and | ung cancer, particularly squanmous cell and small cel
types. Methotrexate is also used in conbination with other

chenot herapeutic agents in the treatnent of advanced stage non-
Hodgki n’s | ynphonas.

Psori asi s

Met hotrexate is indicated in the synptomati c control of severe,
recalcitrant, disabling psoriasis that is not adequately responsive
to other forns of therapy, but only when the diagnosis has been
establ i shed, as by biopsy and/or after dermatol ogic consultation. It
is inportant to ensure that a psoriasis “flare” is not due to an
undi agnosed concomi tant di sease affecting i mune responses.
Rheurmatoid Arthritis including Polyarticul ar-Course Juvenile
Rheurmatoid Arthritis

Met hotrexate is indicated in the managenent of selected adults with
severe, active, rheumatoid arthritis (ACR criteria), or children

wi th active polyarticul ar-course juvenile rheumatoid arthritis, who
have had an insufficient therapeutic response to, or are intolerant
of , an adequate trial of first-line therapy including full dose non-
steroidal anti-inflammatory agents (NSAIDs).

Aspirin, (NSAIDs), and/or |ow dose steroids may be continued,

al t hough the possibility of increased toxicity wth concom tant use
of NSAIDs including salicylates has not been fully explored. (See
PRECAUTI ONS, Drug Interactions.) Steroids may be reduced gradually
in patients who respond to nethotrexate. Conbi ned use of

net hotrexate with gold, penicillan ne, hydroxychl oroqui ne,

sul f asal azi ne, or cytotoxic agents, has not been studied and may

i ncrease the incidence of adverse effects. Rest and physi ot herapy as
i ndi cated shoul d be conti nued.

CONTRAI NDI CATI ONS

Met hotrexate can cause fetal death or teratogenic effects when

adm nistered to a pregnant wonman. Methotrexate is contraindicated in
pregnant wonmen with psoriasis or rheumatoid arthritis and should be
used in the treatnment of neopl astic diseases only when the potenti al
benefit outweighs the risk to the fetus. Wnen of chil dbearing
potential should not be started on nethotrexate until pregnancy is
excl uded and should be fully counseled on the serious risk to the
fetus (see PRECAUTI ONS) shoul d they become pregnant whil e undergoing
treatment. Pregnancy should be avoided if either partner is
receiving nethotrexate; during and for a mninmum of three nonths
after therapy for male patients, and during and for at |east one
ovul atory cycle after therapy for fenale patients. (See Boxed

WARNI NGS. )



Because of the potential for serious adverse reactions from

nmet hotrexate in breast fed infants, it is contraindicated in nursing
not hers.

Patients with psoriasis or rheumatoid arthritis with al coholism

al coholic liver disease or other chronic |iver disease should not
recei ve met hotrexate.

Patients with psoriasis or rheumatoid arthritis who have overt or

| aboratory evidence of inmunodeficiency syndronmes should not receive
nmet hot r exat e.

Patients with psoriasis or rheumatoid arthritis who have preexisting
bl ood dyscrasias, such as bone marrow hypopl asi a, | eukopeni a,

t hronbocyt openia or significant anem a, should not receive

nmet hot r exat e.

Patients with a known hypersensitivity to nethotrexate shoul d not
receive the drug.

WARNI NGS - SEE BOXED WARNI NGS.
Met hotrexate formul ati ons and dil uents containi ng preservatives nust
not be used for intrathecal or high dose nethotrexate therapy.

PRECAUTI ONS

Gener al

Met hotrexate has the potential for serious toxicity. (See Boxed
WARNI NGS.) Toxic effects may be related in frequency and severity to
dose or frequency of adm nistration but have been seen at all doses.
Because they can occur at any time during therapy, it is necessary
to follow patients on nethotrexate closely. Mst adverse reactions
are reversible if detected early. Wen such reactions do occur, the
drug shoul d be reduced in dosage or discontinued and appropriate
corrective neasures should be taken. If necessary, this could

i nclude the use of |eucovorin calciumand/or acute, intermttent
henodi al ysis with a high-flux dialyzer. (See OVERDOSAGE.) |If

nmet hotrexate therapy is reinstituted, it should be carried out with
caution, wth adequate consideration of further need for the drug
and with increased alertness as to possible recurrence of toxicity.
The clinical pharmacol ogy of nethotrexate has not been well studied
in older individuals. Due to dimnished hepatic and renal function
as well as decreased folate stores in this population, relatively

| ow doses shoul d be considered, and these patients should be closely
nmonitored for early signs of toxicity.

Information for Patients

Patients should be inforned of the early signs and synptons of
toxicity, of the need to see their physician pronptly if they occur,
and the need for close followup, including periodic |aboratory
tests to nonitor toxicity.

Bot h the physician and pharmaci st shoul d enphasize to the patient
that the recomended dose is taken weekly in rheumatoid arthritis
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and psoriasis, and that m staken daily use of the recomended dose
has led to fatal toxicity. Patients should be encouraged to read the
Patient Instructions sheet within the Dose Pack. Prescriptions
shoul d not be witten or refilled on a PRN basis.

Patients should be inforned of the potential benefit and risk in the
use of nethotrexate. The risk of effects on reproduction should be
di scussed with both male and fenmal e patients taking nethotrexate.
Laboratory Tests

Pati ents undergoi ng net hotrexate therapy should be closely nonitored
so that toxic effects are detected pronptly. Baseline assessnent
shoul d i nclude a conplete blood count with differential and platelet
counts, hepatic enzynmes, renal function tests, and a chest X-ray.
During therapy of rheumatoid arthritis and psoriasis, nonitoring of
t hese paraneters is recomended: hematol ogy at |east nonthly, renal
function and liver function every 1 to 2 nonths. Mre frequent
nonitoring is usually indicated during antineoplastic therapy.
During initial or changi ng doses, or during periods of increased
risk of elevated nmethotrexate blood | evels (eg, dehydration), nore
frequent nonitoring may al so be indicated.

Transient |iver function test abnormalities are observed frequently
after nmethotrexate adm nistration and are usually not cause for

nodi fication of nethotrexate therapy. Persistent liver function test
abnornmalities, and/or depression of serum al bumin may be indicators
of serious liver toxicity and require evaluation. (See PRECAUTI ONS,
Organ System Toxicity, Hepatic.)

A rel ationship between abnormal |iver function tests and fibrosis or
cirrhosis of the liver has not been established for patients with
psoriasis. Persistent abnormalities in liver function tests may
precede appearance of fibrosis or cirrhosis in the rheunatoid
arthritis popul ation.

Pul monary function tests may be useful if nethotrexate-induced |ung
di sease i s suspected, especially if baseline neasurenents are
avai | abl e.

Drug Interactions

Concom tant adm ni stration of some NSAIDs with high dose

nmet hot rexate therapy has been reported to el evate and prol ong serum
net hotrexate levels, resulting in deaths from severe henatol ogi c and
gastrointestinal toxicity.

Cauti on should be used when NSAI Ds and salicylates are adm ni stered
conconmtantly with | ower doses of nethotrexate. These drugs have
been reported to reduce the tubular secretion of nethotrexate in an
ani mal nodel and may enhance its toxicity.

Despite the potential interactions, studies of nmethotrexate in
patients with rheumatoid arthritis have usually included concurrent
use of constant dosage regi nens of NSAIDs, w thout apparent
problens. It should be appreciated, however, that the doses used in
rheumatoid arthritis (7.5 to 15 ng/ week) are sonewhat |ower than
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t hose used in psoriasis and that |arger doses could |ead to
unexpected toxicity.

Met hotrexate is partially bound to serum al bum n, and toxicity may
be increased because of displacenment by certain drugs, such as

sal i cyl ates, phenyl butazone, phenytoin, and sul fonam des. Renal
tubul ar transport is also dimnished by probenecid; use of

net hotrexate with this drug should be carefully nonitored.

Oral antibiotics such as tetracycline, chloranphenicol, and
nonabsor babl e broad spectrum anti biotics, may decrease intestinal
absorption of nethotrexate or interfere with the enterohepatic
circulation by inhibiting bowel flora and suppressing netabolism of
the drug by bacteri a.

Penicillins may reduce the renal clearance of nethotrexate;

i ncreased serum concentrations of nmethotrexate with concom tant
hemat ol ogi ¢ and gastrointestinal toxicity have been observed with
hi gh and | ow dose nethotrexate. Use of nethotrexate with penicillins
shoul d be carefully nonitored.

The potential for increased hepatotoxicity when nethotrexate is
adm ni stered wth other hepatotoxic agents has not been eval uat ed.
However, hepatotoxicity has been reported in such cases. Therefore,
patients receiving concomtant therapy with nethotrexate and ot her
potential hepatotoxins (e.g., azathioprine, retinoids,

sul f asal azi ne) should be closely nonitored for possible increased
ri sk of hepatotoxicity.

Met hotrexat e nay decrease the cl earance of theophylline;

t heophyl l i ne | evel s should be nonitored when used concurrently with
nmet hot r exat e.

Certain side effects such as nouth sores may be reduced by fol ate
suppl ementati on wi th Rheunatrex.

Tri met hopri m sul f amet hoxazol e has been reported rarely to increase
bone marrow suppression in patients receiving nmethotrexate, probably
by an additive antifolate effect.

Car ci nogenesi s, Mutagenesis, and Inpairnment of Fertility

No controlled human data exist regarding the risk of neoplasia with
nmet hotrexate. Methotrexate has been evaluated in a nunber of anima
studi es for carcinogenic potential with inconclusive results.

Al though there is evidence that nethotrexate causes chronosonal
damage to ani mal somatic cells and human bone marrow cells, the
clinical significance remains uncertain. Non-Hodgkin’s | ynphoma and
ot her tunors have been reported in patients receiving | ow dose oral
net hot rexate. However, there have been instances of malignant

| ynphoma arising during treatnment with | owdose oral nethotrexate,
whi ch have regressed conpletely follow ng wthdrawal of

net hot rexate, without requiring active anti-I|ynphoma treatnent.
Benefits shoul d be wei ghed agai nst the potential risks before using
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net hot rexate al one or in conbination with other drugs, especially in
pedi atric patients or young adults. Methotrexate causes
enbryotoxicity, abortion, and fetal defects in humans. It has al so
been reported to cause inpairnent of fertility, oligosperm a and
menstrual dysfunction in humans, during and for a short period after
cessation of therapy.

Pr egnancy

Psoriasis and rheumatoid arthritis: Methotrexate is in Pregnancy
Cat egory X. See CONTRAI NDI CATI ONS.

Nur si ng Mot hers

See CONTRAI NDI CATI ONS.

Pedi atric Use

Safety and effectiveness in pediatric patients have been established
only in cancer chenotherapy and in polyarticul ar-course juvenile
rheumatoid arthritis.

Publ i shed clinical studies evaluating the use of nethotrexate in
chil dren and adol escents (i.e., patients 2 to 16 years of age) with
JRA denonstrated safety conparable to that observed in adults with
rheumatoid arthritis. (See CLI N CAL PHARVACOLOGY, ADVERSE REACTI ONS
and DOSAGE AND ADM NI STRATI ON.)

Geriatric Use

Clinical studies of nethotrexate did not include sufficient nunbers
of subjects age 65 and over to determ ne whether they respond
differently fromyounger subjects. In general, dose selection for an
el derly patient should be cautious reflecting the greater frequency
of decreased hepatic and renal function, decreased fol ate stores,
conconmitant di sease or other drug therapy (i.e., that interfere with
renal function, nethotrexate or folate netabolism in this
popul ati on (See Precautions: Drug Interactions). Since decline in
renal function may be associated with increases in adverse events
and serum creatinine neasurenents may over estimate renal function
in the elderly, nore accurate nmethods (i.e., creatinine clearance)
shoul d be consi dered. Serum nethotrexate |evels may al so be hel pful.
El derly patients should be closely nonitored for early signs of
hepatic, bone marrow and renal toxicity. In chronic use situations,
certain toxicities my be reduced by folate suppl enentati on. Post-
mar ket i ng experi ence suggests that the occurrence of bone marrow
suppressi on, thronbocytopenia, and pneunonitis nmay increase with
age. See Boxed WARNI NGS and Adverse Reacti ons.

Organ System Toxicity

Gastrointestinal: If vomting, diarrhea, or stomatitis occur, which
may result in dehydration, nethotrexate should be discontinued until
recovery occurs. Methotrexate should be used with extreme caution in
the presence of peptic ulcer disease or ulcerative colitis.
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Hemat ol ogi c: Met hotrexate can suppress hemat opoi esis and cause
anem a, aplastic anem a, |eukopenia, and/or thronbocytopenia. In
patients with malignancy and preexi sting hematopoietic inpairnment,
the drug should be used with caution, if at all. In controlled
clinical trials in rheumatoid arthritis (n=128), |eukopenia (WBC
<3000/ m?) was seen in 2 patients, thronbocytopenia (platelets

<100, 000/ m?) in 6 patients, and pancytopenia in 2 patients.

In psoriasis and rheumatoid arthritis, nmethotrexate should be
stopped imedi ately if there is a significant drop in blood counts.
In the treatment of neopl astic diseases, nethotrexate shoul d be
continued only if the potential benefit warrants the risk of severe
myel osuppression. Patients with profound granul ocytopenia and fever
shoul d be evaluated i medi ately and usually require parenteral

br oad- spectrum anti biotic therapy.

Hepatic: Methotrexate has the potential for acute (el evated

transam nases) and chronic (fibrosis and cirrhosis) hepatotoxicity.
Chronic toxicity is potentially fatal; it generally has occurred
after prolonged use (generally two years or

nore) and after a total dose of at least 1.5 granms. In studies in
psoriatic patients, hepatotoxicity appeared to be a function of
total cunul ative dose and appeared to be enhanced by al coholism
obesity, diabetes and advanced age. An accurate incidence rate has
not been determ ned; the rate of progression and reversibility of

| esions is not known. Special caution is indicated in the

presence of preexisting |liver damage or inpaired hepatic function.
In psoriasis, liver function tests, including serumal bum n, should
be perforned periodically prior to dosing but are often normal in
the face of developing fibrosis or cirrhosis. These | esions may be
detectabl e only by biopsy. The usual recomendation is to obtain a
liver biopsy at 1) pretherapy or shortly after initiation of therapy
(2 - 4 nonths), 2) a total cunulative dose of 1.5 grans, and 3)
after each additional 1.0 to 1.5 grans. Mderate fibrosis or any
cirrhosis normally | eads to discontinuation of the drug; mld
fibrosis normally suggests a repeat biopsy in 6 nonths. M der

hi stol ogi ¢ findings such as fatty change and | ow grade port al
inflammation are relatively common pretherapy. Al though these mld
changes are usually not a reason to avoid or discontinue

nmet hot rexat e therapy, the drug should be used with caution.

In rheumatoid arthritis, age at first use of methotrexate and
duration of therapy have been reported as risk factors for

hepat otoxicity; other risk factors, simlar to those observed in
psoriasis, may be present in rheumatoid arthritis but have not been
confirnmed to date. Persistent abnormalities in liver function tests
may precede appearance of fibrosis or cirrhosis in this popul ation.
There is a conbined reported experience in 217 rheumatoid arthritis
patients with liver biopsies both before and during treatnent (after
a cunul ative dose of at least 1.5 g) and in 714 patients with a



bi opsy only during treatnment. There are 64 (7% cases of fibrosis
and 1 (0.1% case of cirrhosis. O the 64 cases of fibrosis, 60 were
deened mld. The reticulin stain is nore sensitive for early
fibrosis and its use nay increase these figures. It is unknown

whet her even | onger use will increase these risks.

Li ver function tests should be perfornmed at baseline and at 4-8 week
intervals in patients receiving nethotrexate for rheunatoid
arthritis. Pretreatnent liver biopsy should be performed for
patients with a history of excessive al cohol consunption,
persistently abnornmal baseline |iver function test values or chronic
hepatitis B or Cinfection. During therapy, |iver biopsy should be
performed if there are persistent liver function test abnormalities
or there is a decrease in serum al bumin bel ow the normal range (in
the setting of well controlled rheumatoid arthritis).

If the results of a liver biopsy show mld changes (Roeni gk grades
I, 1l, Illa), methotrexate nmay be continued and the patient

nmoni tored as per recommendations |isted above. Methotrexate shoul d
be di scontinued in any patient who di splays persistently abnor nal
[iver function tests and refuses |liver biopsy or in any patient
whose |iver biopsy shows noderate to severe changes (Roeni gk grade
[11b or 1V).

I nfection or Imunol ogic States: Methotrexate should be used with
extrene caution in the presence of active infection, and is usually
contraindicated in patients with overt or |aboratory evidence of

i mmunodefi ci ency syndrones. | muni zation may be ineffective when

gi ven during nmethotrexate therapy. |nmunization with [ive virus
vaccines is generally not recommended. There have been reports of

di ssem nated vaccinia infections after small pox inmunization in
patients receiving nmethotrexate therapy. Hypogammagl obul i nem a has
been reported rarely.

Potentially fatal opportunistic infections, especially Pneunocystis
carinii pneunonia, may occur with nethotrexate therapy. Wen a
patient presents with pul nonary synptons, the possibility of
Pneunocystis carinii pneunonia shoul d be consi dered.

Pul monary: Pul nonary synptons (especially a dry nonproductive cough)
or a nonspecific pneunonitis occurring during nethotrexate therapy
may be indicative of a potentially dangerous |esion and require
interruption of treatnment and careful investigation. Although
clinically variable, the typical patient with nmethotrexate induced
| ung di sease presents with fever, cough, dyspnea, hypoxem a, and an
infiltrate on chest X-ray; infection needs to be excluded. This

| esion can occur at all dosages.

Renal : Metotrexate may cause renal danmage that may |l ead to acute
renal failure. Nephrotoxicity is due primarily to the precipitation
of nethotrexate and 7-hydroxynethotrexate in the renal tubules.
Close attention to renal function including adequate hydrati on,


YOUNGK
Renal:


urine al kalini zati on and neasurenment of serum nethotrexate and
creatinine levels are essential for safe adm nistration.

Skin: Severe, occasionally fatal, dermatol ogic reactions, including
toxi c epidermal necrolysis, Stevens-Johnson syndrone, exfoliative
dermatitis, skin necrosis, and erythema nultiforme, have been
reported in children and adults, within days of oral, intramuscul ar,
i ntravenous, or intrathecal nethotrexate adm nistration. Reactions
were noted after single or nmultiple, low, internediate or high doses
of nmethotrexate in patients with neoplastic and non-neopl astic

di seases.

O her Precautions: Methotrexate should be used with extrenme caution
in the presence of debility.

Met hotrexate exits slowly fromthird space conpartnents (eg, pleura
ef fusions or ascites). This results in a prolonged term nal plasm
hal f-1ife and unexpected toxicity. In patients with significant
third space accumul ations, it is advisable to evacuate the fluid
before treatnment and to nonitor plasm nethotrexate |evels.

Lesi ons of psoriasis may be aggravated by concom tant exposure to
ultraviolet radiation. Radiation dermatitis and sunburn may be
“recal | ed” by the use of nethotrexate.

ADVERSE REACTI ONS

| N GENERAL, THE | NCl DENCE AND SEVERI TY OF ACUTE SI DE EFFECTS ARE
RELATED TO DOSE AND FREQUENCY OF ADM NI STRATI ON. THE MOST SERI QUS
REACTI ONS ARE DI SCUSSED ABOVE UNDER ORGAN SYSTEM TOXICITY I N THE
PRECAUTI ON SECTI ON. THAT SECTI ON SHOULD ALSO BE CONSULTED WHEN
LOOKI NG FOR | NFORMATI ON ABOUT ADVERSE REACTI ONS W TH METHOTREXATE.
The nost frequently reported adverse reactions include ulcerative
stomatitis, |eukopenia, nausea, and abdom nal distress. O her
frequently reported adverse effects are mal ai se, undue fati gue,
chills and fever, dizziness and decreased resistance to infection.
O her adverse reactions that have been reported wi th nethotrexate
are |isted bel ow by organ system In the oncol ogy setting,
concomtant treatnent and the underlying di sease nake specific
attribution of a reaction to nethotrexate difficult.

Alimentary System gingivitis, pharyngitis, stomatitis, anorexia,
nausea, vomting, diarrhea, hematenesis, nelena, gastrointestina
ul ceration and bl eeding, enteritis, pancreatitis.

Bl ood and Lynphatic System Di sorders: Suppressed hemat opoi esi s
causi ng anem a, aplastic anem a, pancytopeni a, | eukopeni a,
neut or peni a, and/or thronbocytopeni a, |ynphadenopathy and

| ynphoproliferative disorders (including reversible).
Hypoganmagl obul i nem a has been reported rarely.

Car di ovascul ar: pericarditis, pericardial effusion, hypotension, and
t hronboenbolic events (including arterial thronbosis, cerebra

t hronbosi s, deep vein thronbosis, retinal vein thronbosis,

t hr ombophl ebiti s, and pul nonary enbol us).
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YOUNGK
Blood and Lymphatic System Disorders:


Central Nervous System headaches, drowsiness, blurred vision,
transi ent blindness, speech inpairnent including dysarthria and
aphasia, hem paresis, paresis and convul sions have al so occurred
foll owi ng adm ni stration of nethotrexate. Follow ng | ow doses, there
have been occasional reports of transient subtle cognitive
dysfunction, nood alteration, unusual cranial sensations,

| eukoencephal opat hy, or encephal opat hy.

Hepatobilliary D sorders: hepatotoxicity,acute hepatitis, chronic
fibrosis and cirrhosis, decrease in serumal bumn, liver enzyne

el evati ons.

I nfection: There have been case reports of sonetines fatal

opportuni stic infections in patients receiving nethotrexate therapy
for neopl astic and non-neopl asti ¢ di seases. Pneunocystis cari ni
pneunoni a was the nost conmon opportunistic infection. There have
al so been reports of infections, pneunonia, sepsis, nocardiosis,

hi st opl asnpbsi s, cryptococcosis, Herpes zoster, H sinplex hepatitis,
and di ssem nated H. sinpl ex.

Muscul oskel etal System stress fracture.

Ophthal m c: conjunctivitis, serious visual changes of unknown
eti ol ogy.

Pul monary System respiratory fibrosis, respiratory failure,
interstitial pneunonitis deaths have been reported, and chronic
interstitial obstructive pul nonary di sease has occasionally

occurr ed.

Ski n: erythematous rashes, pruritus, urticaria, photosensitivity,

pi gnent ary changes, al opecia, ecchynosis, telangi ectasia, acne,
furuncul osis, erythema nultiforme, toxic epidernmal necrolysis,

St evens-Johnson Syndrone, skin necrosis, skin ulceration, and
exfoliative dermatitis.

Urogenital System severe nephropathy or renal failure, azotem a
cystitis, hematuria; defective oogenesis or spernmatogenesis,

transi ent oligosperm a, nmenstrual dysfunction, vaginal discharge,
and gyneconastia; infertility, abortion, fetal defects.

O her rarer reactions related to or attributed to the use of

nmet hot rexate such as nodul osis, vasculitis, arthral gia/nyalgia, |oss
of |ibido/inpotence, diabetes, osteoporosis, sudden death,

reversi ble | ynphomas, tunor |ysis syndrone, soft tissue necrosis and
ost eonecrosi s. Anaphyl actoid reacti ons have been reported.

Adverse Reactions in Double-Blind Rheunatoid Arthritis Studies

The approxi mate i ncidences of nethotrexate attributed (ie, placebo
rate subtracted) adverse reactions in 12 to 18 week doubl e-blind
studies of patients (n=128) with rheunmatoid arthritis treated with
| ow-dose oral (7.5 to 15 ng/week) pul se nethotrexate, are |listed
below. Virtually all of these patients were on concomtant

nonst eroi dal anti-inflammatory drugs and sonme were al so taking | ow
dosages of corticosteroids. Hepatic histology was not exam ned in

t hese short-term studi es (See PRECAUTI ONS.)
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Infection:


| nci dence greater than 10% Elevated |liver function tests 15%
nauseal/ vomting 10%

I ncidence 3% to 10% Stomatitis, thronbocytopenia, (platelet count

| ess than 100, 000/ m?).

I nci dence 1% to 3% Rash/pruritus/dermatitis, diarrhea, alopecia,

| eukopeni a (MWBC | ess than 3000/ rm?), pancytopenia, dizziness.

Two other controlled trials of patients (n=680) w th Rheumatoid
Arthritis on 7.5ng-15nmg/ wk oral doses showed an incidence of
interstitial pneunonitis of 1% (See PRECAUTIONS.) O her |ess conmon
reactions included decreased hematocrit, headache, upper respiratory
i nfection, anorexia, arthral gias, chest pain, coughing, dysuria, eye
di sconfort, epistaxis, fever, infection, sweating, tinnitus, and
vagi nal di scharge.

Adverse Reactions in Psoriasis

There are no recent placebo-controlled trials in patients with
psoriasis. There are two literature reports (Roenigk, 1969 and
Nyfors, 1978) describing |large series (n=204, 248) of psoriasis
patients treated with nethotrexate. Dosages ranged up to 25 ng per
week and treatnent was admnistered for up to four years. Wth the
exception of al opecia, photosensitivity, and “burning of skin

| esions” (each 3% to 10%, the adverse reaction rates in these
reports were very simlar to those in the rheumatoid arthritis

studi es. Rarely, painful plaque erosions nmay appear.

Adverse Reactions in JRA Studies

The approxi mate inci dences of adverse reactions reported in
pediatric patients with JRA treated with oral, weekly doses of

met hotrexate (5 to 20 ng/nf/wk or 0.1 to 0.65 ng/ kg/ wk) were as
follows (virtually all patients were receiving concomtant

nonst eroi dal anti-inflammatory drugs, and sone al so were taking | ow
doses of corticosteroids): elevated |iver function tests, 14%
gastrointestinal reactions (e.g., nausea, vomting, diarrhea), 11%
stomatitis, 2% | eukopenia, 2% headache, 1.2% al opecia, 0.5%

di zzi ness, 0.2% and rash, 0.2% Although there is experience with
dosing up to 30 ng/nf/wk in JRA, the published data for doses above
20 ng/ nf/wk are too limted to provide reliable estimates of adverse
reaction rates.

OVERDCSACE

Leucovorin is indicated to dimnish the toxicity and counteract the
ef fect of inadvertently adm nistered overdosages of nethotrexate.
Leucovorin adm nistration should begin as pronptly as possible. As
the tinme interval between nethotrexate adm nistration and | eucovorin
initiation increases, the effectiveness of |eucovorin in
counteracting toxicity decreases. Mnitoring of the serum

nmet hot rexate concentration is essential in determning the optinal
dose and duration of treatnment with | eucovorin.



I n cases of massive overdosage, hydration and urinary al kalinization
may be necessary to prevent the precipitation of nethotrexate and/ or
its netabolites in the renal tubules. CGenerally speaking, neither
henodi al ysi s nor peritoneal dialysis have been shown to inprove

nmet hotrexate elim nation. However, effective clearance of

met hot rexate has been reported with acute, intermttent henodial ysis
using a high-flux dialyzer (Wall, SMet al: AmJ Kidney Dis 28(6):
846- 854, 1996).

I n postmarketing experience, overdose with nethotrexate has
generally occurred with oral and intrathecal adm nistration,

al t hough i ntravenous and intramuscul ar overdose have al so been
report ed.

Reports of oral overdose often indicate accidental daily

adm ni stration instead of weekly (single or divided doses). Synptomns
commonly reported follow ng oral overdose include those synptons and
signs reported at pharnacol ogi c doses, partially hematol ogi c and
gastrointestinal reaction. For exanple, |eukopenia,

t hronbocyt openi a, anemi a, pancytopeni a, bone marrow suppression,
mucositis, stomatitis, oral ulceration, nausea, vomting,
gastrointestinal ulceration, gastrointestinal bleeding. In sone
cases, no synptons were reported. There have been reports of death
foll owi ng overdose. In these cases, events such as sepsis or septic
shock, renal failure, and aplastic anenm a were al so reported.

DOSAGE AND ADM NI STRATI ON

Neopl asti ¢ Di seases

Oral administration in tablet formis often preferred when | ow doses
are being adm ni stered since absorption is rapid and effective serum
| evel s are obtai ned.

Chori ocarci noma and sim |l ar trophoblastic di seases: Methotrexate is
adm nistered orally or intramuscularly in doses of 15 to 30 ng daily
for a five-day course. Such courses are usually repeated for 3 to 5
times as required, with rest periods of one or nore weeks interposed
bet ween courses, until any manifesting toxic synptons subside. The
effectiveness of therapy is ordinarily evaluated by 24 hour
guantitative analysis of urinary chorionic gonadotropin (hCG, which
should return to normal or less than 50 11U 24 hr usually after the
third or fourth course and usually be followed by a conplete

resol ution of neasurable lesions in 4 to 6 weeks. One to two courses
of nmethotrexate after normalization of hCGis usually reconmended.
Bef ore each course of the drug careful clinical assessnent is
essential. Cyclic conbination therapy of methotrexate with other
antitunmor drugs has been reported as being useful.

Since hydatidiform nole may precede chori ocarci noma, prophylactic
chenot herapy with nethotrexate has been recommended.



Chori oadenoma destruens is considered to be an invasive form of
hydati di form nole. Methotrexate is admnistered in these di sease
states in doses simlar to those recomended for chori ocarci nona.
Leukem a: Acute |lynphoblastic | eukema in pediatric patients and
young adol escents is the nost responsive to present day

chenot herapy. In young adults and ol der patients, clinical rem ssion
is nore difficult to obtain and early rel apse is nore comon.

Met hot rexate al one or in conbination with steroids was used
initially for induction of rem ssion in acute |ynphoblastic

| eukem as. More recently corticosteroid therapy, in conmbination with
ot her antil eukem c drugs or in cyclic conbinations with methotrexate
i ncl uded, has appeared to produce rapid and effective rem ssions.
When used for induction, nmethotrexate in doses of

3.3 ng/nf in combination with 60 ng/ nf of prednisone, given daily,
produced rem ssions in 50% of patients treated, usually within a
period of 4 to 6 weeks. Methotrexate in conbination with other
agents appears to be the drug of choice for securing maintenance of
drug-induced rem ssions. When rem ssion is achi eved and supportive
care has produced general clinical inprovenent, maintenance therapy
isinitiated, as follows: Methotrexate is admnistered 2 tines
weekly either by nouth or intranmuscularly in total weekly doses of
30 mg/nf. It has al so been given in doses of 2.5 ny/kg intravenously
every 14 days. |If and when rel apse does occur, reinduction of

rem ssion can again usually be obtained by repeating the initial

i nducti on reginen.

A variety of conbination chenotherapy regi mens have been used for
bot h i nducti on and mai nt enance therapy in acute |ynphoblastic

| eukem a. The physician should be famliar with the new advances in
antil eukem c therapy.

Lynphomas: In Burkitt’s tunor, Stages I-11, nethotrexate has produced
prol onged rem ssions in sone cases. Recommended dosage is 10 to 25
ng/day orally for 4 to 8 days. In Stage Ill, nethotrexate is

commonly given concomtantly with other antitunor agents. Treatnent
in all stages usually consists of several courses of the drug
interposed with 7 to 10 day rest periods. Lynphosarconmas in Stage
1l may respond to conbi ned drug therapy with nethotrexate given in
doses of 0.625 to 2.5 ng/ kg daily.

Mycosi s Fungoi des (cutaneous T cell |ynphoma): Therapy with

nmet hotrexate as a single agent appears to produce clinical responses
inup to 50% of patients treated. Dosage in early stages is usually
5 to 50 ng once weekly. Dose reduction or cessation is guided by
patient response and hematol ogic nonitoring. Methotrexate has al so
been adm ni stered twice weekly in doses ranging from1l5 to 37.5 ny
in patients who have responded poorly to weekly therapy.

Psoriasis, Rheumatoid Arthritis, and Juvenile Rheumatoid Arthritis
Adult Rheumatoid Arthritis: Recommended Starting Dosage Schedul es



1. Singl e oral doses of 7.5 ng once weekly.
2. Di vided oral dosages of 2.5 ng at 12 hour intervals for 3 doses
given as a course once weekly.

Pol yarti cul ar- Course Juvenile Rheumatoid Arthritis: The recomended
starting dose is 10 ng/nf gi ven once weekly.

For either adult RA or polyarticul ar-course JRA dosages may be

adj usted gradually to achieve an optinmal response. Limted
experience shows a significant increase in the incidence and
severity of serious toxic reactions, especially bone marrow
suppression, at doses greater than 20 ng/wk in adults. Although
there is experience with doses up to 30 nmg/nf/wk in children, there
are too few published data to assess how doses over 20 ng/nf/wk mi ght
affect the risk of serious toxicity in children. Experience does
suggest, however, that children receiving 20 to 30 g/ nf/wk (0.65 to
1.0 ng/ kg/ wk) may have better absorption and fewer gastrointestional
side effects if nethotrexate is adm nistered either intramuscularly
or subcut aneously.

Ther apeutic response usually begins within 3 to 6 weeks and the
patient may continue to inprove for another 12 weeks or nore.

The optimal duration of therapy is unknown. Limted data avail able
fromlong-termstudies in adults indicate that the initial clinical

i nprovenent is maintained for at |east two years with continued

t herapy. When nethotrexate is discontinued, the arthritis usually
worsens within 3 to 6 weeks.

The patient should be fully informed of the risks involved and
shoul d be under constant supervision of the physician. (See
Information for Patients under PRECAUTI ONS.) Assessnent of
hemat ol ogi ¢, hepatic, renal, and pul nonary function should be nade
by history, physical exam nation, and | aboratory tests before

begi nni ng, periodically during, and before reinstituting

net hot rexat e therapy. (See PRECAUTI ONS.) Appropriate steps should be
taken to avoid conception during nethotrexate therapy. (See

PRECAUTI ONS and CONTRAI NDI CATI ONS.)

Weekly therapy may be instituted with the RHEUVATREX7 Met hotrexate
Sodi um 2.5 ng Tabl et Dose Packs which are designed to provide doses
over a range of 5 ng to 15 ng adm ni stered as a single weekly dose.
The dose packs are not recommended for administration of

nmet hotrexate in weekly doses greater than 15 ng. Al schedul es
shoul d be continually tailored to the individual patient. An initial
test dose nay be given prior to the regular dosing schedule to
detect any extrene sensitivity to adverse effects. (See ADVERSE
REACTI ONS. ) Maxi mal nyel osuppression usually occurs in seven to ten
days.

Psoriasis: Reconmmended Starting Dose Schedul es



1. Weekly single oral, IMor |V dose schedule: 10 to 25 ng per
week until adequate response is achieved.
2. Di vided oral dose schedule: 2.5 ng at 12-hour intervals for
t hree doses.
Dosages in each schedul e may be gradually adjusted to achieve
optimal clinical response; 30 ng/week should not ordinarily be
exceeded.
Once optimal clinical response has been achi eved, each dosage
schedul e shoul d be reduced to the | owest possible anount of drug and
to the | ongest possible rest period. The use of nethotrexate may
permt the return to conventional topical therapy, which should be
encour aged.

HANDLI NG AND DI SPOSAL

Procedures for proper handling and di sposal of anticancer drugs
shoul d be consi dered. Several guidelines on this subject have been
publ i shed. !’ There is no general agreenent that all of the
procedures recommended in the guidelines are necessary or

appropri ate.

HOW SUPPLI ED

O al :

Descri ption

Met hotrexat e Sodi um Tabl ets contain an anmount of nethotrexate sodi um
equivalent to 2.5 ng of nmethotrexate and are round, convex, yellow
tabl ets, scored in half on one side, and engraved with M above the
score, and 1 bel ow.

RHEUMATREX® Met hotr exat e Sodi um Tabl et 2.5 ng Dose Packs -

(each tablet equivalent to 2.5 ng of nethotrexate)

NDC 67253-580-42 - RHEUMATREX® Met hotrexate Sodi um Tabl ets Dose Pack
- 4 cards each containing two 2.5 ng tablets, ie,
5 mg per week.

RHEUMATREX® Met hot rexat e Sodi um Tabl ets Dose Pack
- 4 cards each containing three 2.5 ng tablets,
e, 7.5 nmg per week.

RHEUMATREX® Met hot rexat e Sodi um Tabl ets Dose Pack
- 4 cards each containing four 2.5 ng tablets, ie,
10 nmg per week.

RHEUMATREX® Met hot rexat e Sodi um Tabl ets Dose Pack
- 4 cards each containing five 2.5 ng tablets, ie,
12.5 ng per week.

RHEUMATREX® Met hot rexat e Sodi um Tabl ets Dose Pack
- 4 cards each containing six 2.5 ng tablets, ie,
15 ng per week.

NDC 67253- 580-43

NDC 67253- 580- 44

NDC 67253- 580- 45

NDC 67253- 580- 46



Store at controlled roomtenperature 20° 25°C (68°- 77°F); excursions
permtted to 15° 30°C (59°-86°F). Protect fromlight.
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PATIENT INSTRUCTIONS
RHEUMATREX"” (ROO-mah-trex)
(methotrexate sodium tablets) Dose Pack

Read the Patient Information that comes with RHEUMATREX® before you start using it and each
time you get a refill. There may be new information. This leaflet does not take
the place of talking with your doctor about your condition or treatment.

What is the most important information I should know about RHEUMATREX® ?

RHEUMATREX® can cause serious side effects that may be life-threatening (see "What are
the possible side effects of RHEUMATREX®?"). Most side effects can be found by medical tests
before they become serious. Your doctor may do regular tests to check how RHEUMATREX® is
affecting your body. It is important that you stay under a doctor's care while taking
RHEUMATREX®. Call your doctor right away to report any side effects or symptoms you get.

RHEUMATREX® can cause birth defects or death of an unborn child. Therefore, if you are
pregnant or your sexual partner is pregnant, or plans to become pregnant, do not take
RHEUMATREX®. Neither you nor your partner should become pregnant while taking
RHEUMATREX®. Women should wait at least 1 menstrual cycle after stopping treatment with
RHEUMATREX® before getting pregnant. Men should wait at least 3 months after stopping
treatment with RHEUMATREX® before getting their partner pregnant. Women who can become
pregnant should have a pregnancy test before starting RHEUMATREX®. During treatment with
RHEUMATREX® men whose partners and women who are able to get pregnant should use
effective birth control.

What is RHEUMATREX®?
RHEUMATREX® is a prescription medicine used in treating certain cancers, severe rheumatoid
arthritis including polyarticular juvenile rheumatoid arthritis, and severe psoriasis.

Who should not take RHEUMATREX® ?
Do not take RHEUMATREX? if:

you are pregnant or planning to become pregnant. RHEUMATREX® can cause birth defects or
death to your unborn child. See "What is the most important information I should know about
RHEUMATREX®?"

you are breast-feeding. RHEUMATREX ®can harm your baby. You will need to decide either to
breast-feed or to take RHEUMATREX®, but not both.

you have any conditions that weaken your immune system (immunodeficiency conditions).
your bone marrow does not make enough blood cells, or if you have low white blood cell
counts, low platelet counts, or serious anemia.

you drink alcohol or have liver problems from alcohol abuse.

you have chronic liver disease.

you are allergic to methotrexate or any of the other ingredients in

RHEUMATREX®. See the end of this leaflet for a complete list of ingredients in
RHEUMATREX®.

Before using RHEUMATREX® tell your doctor
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about all your medical problems including if you:

* have kidney problems or are getting dialysis treatments

* have liver problems

* have fluid in your stomach area (ascites)

* have lung problems or fluid in your lungs (pleural effusion)

about all the medicines you take including prescription and nonprescription medicines, vitamins
and herbal supplements. RHEUMATREX® and certain other medicines can affect each other and
cause serious side effects. Do not start or change any medicines unless you have talked to your
doctor and your doctor has told you it is safe. Know all the medicines that you take and keep a
list of them with you at all times to show doctors and pharmacists.

How should I take RHEUMATREX®?

Take RHEUMATREX® exactly as prescribed by your doctor. Your dose of RHEUMATREX®and
when you take it will depend on the condition that is being treated. Do not take more
RHEUMATREX® than prescribed. Do not change your dose of RHEUMATREX unless your
doctor has told you to. For treatment of severe psoriasis, and severe rheumatoid arthritis including
juvenile rheumatoid arthritis, RHEUMATREX® should be taken weekly, not every day. This
weekly dose is taken either at one time or in several doses. The RHEUMATREX® Dose Pack is
may help you remember to take the right dose of medicine on this weekly schedule.

If you miss a dose of RHEUMATREX® call your doctor to ask if you should take the dose or not.
If you take too much RHEUMATREX® call your doctor or go to your nearest emergency room
right away. You will need to take a medicine called an antidote as soon as possible.

Call your doctor right away for further instructions if you get dehydrated (lose a large amount of
body fluids). This can happen if you are sick and have a fever, vomiting, or diarrhea. Dehydration
can also happen when you sweat a lot with activities or exercise and don't drink enough fluids.
Stop taking RHEUMATREX® if you get diarrhea, or if you get sores in your mouth. Call your
doctor right away. If you keep taking RHEUMATREX® with these symptoms, you could get
serious bleeding or tearing of your digestive tract.

Your doctor should do regular tests to monitor how RHEUMATREX® is affecting your body.
Check with your doctor after having any blood tests before taking RHEUMATREX® again. Your
doctor will tell you if it is safe to take more RHEUMATREX®.

Certain side effects such as mouth sores may be reduced by folate supplementation with
RHEUMATREX®.

What should I avoid while taking RHEUMATREX®?
Do not:

get pregnant or try to become pregnant. See "What is the most important information about
RHEUMATREX®?"

breast-feed. See "Who should not take RHEUMATREX®?"

drink alcohol. Alcohol drinks, including beer and wine, may increase some of the side effects with
RHEUMATREX?®, including the chance of liver damage.

take certain live virus vaccines.

What are the possible side effects of RHEUMATREX®?



RHEUMATREX can cause serious and life-threatening problems including (see "What is the
most important information I should know about RHEUMATREX®?):

* birth defects and death of an unborn child

* serious anemia, lower white cells, red cells, and platelets in your blood

* liver damage

* Kkidney damage

* lung disease

* cancer of the lymph system (lymphoma)

* severe skin reactions and rashes

* opportunistic infections such as Pneumocystis carini pneumonia

* soft tissue and bone damage if you are getting radiation therapy at the same time you are taking
RHEUMATREX®

The most common side effects of RHEUMATREX® include:
* mouth sores

e low white blood cells

* nausea, upset stomach

» feeling poorly

e tiredness, chills, fever, dizziness

* higher chance for getting infections

e diarrhea
* vomiting
e hair loss

* easy bruising

Stop taking RHEUMATREX® and call your doctor right away if you get diarrhea, mouth sores, a
fever, dehydration, cough, bleeding, shortness of breath, any signs of infection, or a skin rash.

If you have any questions about these or other side effects, talk to your doctor. These are not all the
side effect of RHEUMATREX®. Ask your doctor or pharmacist for more information.

How should I store RHEUMATREX®?

« Store RHEUMATREX® at room temperature between 59° to 86° F (15° to 30° C).
« Keep RHEUMATREX® away from light.

* Keep RHEUMATREX® and all medicines out of the reach of children.

General information about RHEUMATREX®

Medicines are sometimes prescribed for conditions other than those described in patient information
leaflets. Do not use RHEUMATREX® for a condition for which it was not prescribed. Do not give
RHEUMATREX® to other people, even if they have the same symptoms that you have. It may harm
them.

This leaflet summarizes the most important information about RHEUMATREX®. If you would like
more information, talk with your doctor. You can ask your doctor or pharmacist for information about
RHEUMATREX ®that is written for healthcare

professionals.



[DSRCS Comment: List a sponsor website and/or toll-free number, if available.]

What are the ingredients in RHEUMATREX"?
Active Ingredient: methotrexate sodium
Inactive Ingredients: lactose, magnesium stearate, pregelatinized starch, and corn starch.
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