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Each vial contains: rifampin

i 600 mg, sodium formalde-

. hyde sulfoxylate 10 mg and
. sodium hydroxide to adjust
pH 7.8 to 8.8. Reconstitute

' with 10 mL sterile diluent

. {see insert). When dis-

' solved, withdraw 10 mL
which is equivalent to 600

" mg rifampin (60 mg/mL).

Use within 24 hours.

Manufactured by
Ben Venue Laboratories,
_ Bedford, OH 44146

' Manutfactured for
. Bedford Laboratories™,
. Bedford, OH 44146

i NDC 55390-123-01 !
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Store at room temperature
15° to 30°C (59° to 86°F).
Avold excessive heat
(temperature above 40°C or
104°F) Protect from light.
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TIME OF USE.
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' FYSTTTT RIFAMPIN FOR INJECTION USP

Rx ONLY.
DESCRIPTION
Rilampin tor Injection USP contains ritampin 600 mg, sodium
tormaldehyde sulfoxytate 10 mg, and sodium hydroxide to adjust pH to
7.8 o 8.8. Aifampin for Injection is for intravenous infusion only.

Rifampin is a isynthetic antibiotic ve of rifamycin SV.
Rifampin USP is a red-brown crystalline powder very slightly soluble tn
water at neutral pH, lreely soluble in chioroform, and soluble in ethyl
acetate and in methanol. The chemical name for rifampin Is
5.6.9.17,19.21-Hexahydroxy-23-methoxy-2,4,12,16,18,20,22-
heptamethy!-8-[ N-(4-methyl-1-piperaziny!)formimidoyl]-2.7-
(epoxypentadeca1.11,13trienimino)naphtho(2.1-flturan-1.11-(2H)-
dione 21-acetate. Its structural tormula is:

Motecutar Formula=CoMaN.Ou MW, = 822.96

CLINICAL PHARMACOLOGY

Intravenous Administralion

After intravenous administration of a 300 or 600 mg dose of ritampin
infused over 30 mimutes tu heaiihy mate volunteers (n=12), mean peak
plasma concentrations were 9.0 £ 3.0 and 17.5 £ 5.0 meg/ml, respec-
tively. Total body clearances after the 300 and 600 mg {V doses were
0.19 1 0.06 and 0.14 £ 0.03 L/hi/kg, respectively. Volumes of distriby-
tion at steady state were 0.66 £ 0.14 and 0.64 £+ 0.11 L/kg tor the 300
and 600 mg IV doses, respectively. Alter intravenous administration of
300 or 600 mg doses, ritampin plasma concentrations in these volun-
teers rematned detectable for 8 and 12 hours, respectively (see Table).

Plasmma Concentraiions (mean ¢ standard deviation, meg/ml)

Rilampin
Dosage IV | 30 min th 2w 4 8hr 12 hr

300mg  [89:29[49:13]40213]25210{1.1:06] <04

600mg [174251111.7228[94:23|64+1.7)135:14]1.2:06

Plasma concentrations after the 600 mg dose, which were dispropor-
tionatety higher (up to 30% greater than expected) than those tound
after the 300 mg dose, indicated that the elimination of jarger deses
was not as rapid.

Aftes repeated once-a-day infusions (3 hr duration) of 600 mp In
patients (n=5) for 7 days, concentrations of IV rifampin decreased from
581 ¢ 3.38 mcg/mL 8 hours atter the Infuston on day 110 2.6 2
1.88 mcg/mi 8 hours atter the infusion on day 7.

Rifampin is widely distributed throughout the body. It is present In efiec-
tive concentrations in many organs and body fluids, including cere-
brospinal fluld. Rifampin is about 80% protein bound. Most of the
unbound fraction is not ionizeg and thesefose dittuses freely into tissues.
Ritampin is rapidly eliminated in the bile and undergoes progressive
enterohegatic circulation 2 - Jeacetylation 1o the primary metabolite,
25-desacetyl-rilampin. This netabolite is microbiologically active. Less
than 30% of the dose is ex:r@ked in the vrine as rifampin or metabo-
lites. Serum goncentrations fo nm ditfer in patients with renal failure at
a studjed dost of 300 mg and. Y. no dosaoe adjustment is
tequired. l. +

Pzdla

Intravk, oux Administeation: In bedalnc pauems 0.25 to 12.8 years
old {n= QZ) the mean peak serum concentration of sifampin at the end
of a 30 minute intusion of approximatety 300 mg/nY was 25.9 ¢+ 1.3
meg/mL; individual peak concentiations 1 to 4 days atter initiation ot
therapy ranged from 11.7 to 41:5 meg/mL; individual peak concentra-
tions 5 to 14 days after initiation of therapy were 13.6 to 37.4 meg/mL.
The individual serum hatt-life of rifampin changed from 1.04 to 3.81
hours early in therapy 10 1.17 to 3.19 hours 5 to 14 days atter therapy
was initiated.

Microblology

Ritampin inhibits DNA-dependent RNA poly activity in suscep-
tible cefls. Specifically. it interacts with bacterial RNA polymerase but
does not inhibit the mammalian enzyme. Rifampin at therapeutic levels
has demonstrated bactericidal activity against both intracethslar and
extraceftular Mycobacterium tuberculosis organisms.

Organisms resistant to rifampin are likely to be resistant 1o other
rifamycins.

Rifampin nas bactericidal activity against stow and Intermittently
growing M “tuberculosis organisms. It also has slgniticant activity
agains! Neisseria meningitidis isotates (see INDICATIONS AND USAGE).

In the treatment of hoth tuberculosis and the mentngococcal carvler
state (sze INDICATIONS AND USAGE), the smali number of resistant
cells present within large populations of sdsceptible cells can
rapidly become nvedomlnanl_ 1] “dltlur.uaﬂg
tance 1o rilampin has been d Ined to occur a3
:lnule step mutatlons of the O¥A-dependent RNA

fully susceptible to alternative, clinically feasible drugs, the test should
be repeated. This category implies possible clinical applicability in body
sites where the drug is physiologically conc of in situati
where the maximum acceptable dose of drug can be used. This cate-
gory also provides a buffer zone that prevents small uncontrolled tech-
nical factors from causing major discrepancies In Interpretation. A
report of “resistant” indicates that usuafly achievable concentrations of
the antimicrobial compound in the blood are unlikely to be inhibitory
and that other therapy should be selected.

se. Since rest can emergs rapidly,

awvonrlate suuentlblllty tests should be performed
In the event of persistent positive cultures.
Rifampin has been shown to be active against most
strains ot the foltowing microorgantsms, both in vitro
and in clinical Infections as described in the INDICA-
TIONS AND USAGE section.

Aerobic Gram-Negative Microorgantsms:

Neisseria meningitidis

“Qther” Microorganisms:

Mycobacterium tuberculosts

The following in vitro data are available, but thelr clinical slanificance is
unknown.

Ritampin exhibits /n vitro activity against most strains of the tollowing
microorganisms; however, the safety and effectiveness of ritampin In
treating clinical infections due to these microorganisms have not been
established in adequate and well-controlled trials.

Aerobic Gram-Pgsitive Microosganisms:

Staphylococcus aureus (including Methicillin-Reststant

S. aureus’MRSA)

Staphylococcus epidermidis

Aerobic Gram-Negative Microorganisms:

Haemophilus influenzas

“Other” Microorganisms:

Mytobacteriym leprae
B-lactamase production should have no eftect on rifampin activity.
Susceptibility Tests
Prior to initiation of therapy, appropriate specimens should be
collected o identitication of the infecting organism and in vitro
susceptibility tests.
In vitro testing tor Mycobacterium tuberculosls isolates:
Two standardized /in vitro susceptibility methods are available for
testing rifampin against M tuberculosis organisms. The agar proportion
method (COC or NCCLS " M24-P) wtilizes Middiebrook 7H10 med

of MIC or minimum bactericidal concentrations (MBC)
and achieved antimicrobial compound concentrations may be appro-
priate to guide therapy In some infections. (See CLINICAL PHARMA-
COLOGY section for further Information on drug concentrations
achieved In infected body sites and other pharmacokinetic properties of
this antimicrobial drug product.)

Standardized susceptibility test procedures require the uss of labora-
tory contro! microorganisms. The use of these microorganisms does
not fmply clinical efficacy (see INDICATIONS AND USAGE); they are
used to control the technical aspects of the faboratory proceduses.
Standard ritampin powder should give the foflowing MIC values:

Microoroanism MIC (mea/ml)
Staphylococcus aureus ATCC 29213 0.008 - 0.06
Enterococcus faecalis ATCC 29212 1-4
Escherfchia coli ATCC 25922 §-32
Psevdomonas aeruginosa ATCC 27853 32-64
Haemophitus influenzae ATCC 49247 025-1
Diffusion Techniques: Quantitative methods that require measurement
of zone di s provide rep ible of the susceptibllity

of bacteria to antinicrobial compounds. One such standardized proce-
dure’* that has been recommended for use with disks to test the
susceptibility of microorganisms to sifampin uses the 5 mcg rifampin
disk. Interpretation involves correlation of the dlameter obtained in the
disk test with the MIC for rifampin.

Reports from the laboratory providing results of the standard single-
disk susceptibility test with a 5 meg rifampin disk should be Interpreted

according to the following criteria for rk gitidis:
Zope Diameter (mm) imterpretation
220 (S) Susceptible
17-19 (1) Intermediate
<16 (R) Resistant

Interpretation should be as stated above for results using ditution tech-
niques.

As with standard ditution techniques, diffusion methods require the
use of laboratory control microorganisms. The use of these microor-

impregnated with rifampin at a final concentration of 1 nrg/ml to
determine drug resistance. Atter three weeks of incubation MiCy values
are calculated by comparing the quantity of organisms growing in the
medium centalning drug to the control cultures. Mycobacterial growth
in the presence of drug, of at least 1% of the growth in the contro!
culture, indicates resistance.

The radlometric broth method empioys the BAGTEC 460 machine to
compare the growth index lrom untreated control cultures to cultures
grown in the presence of 2 meg/mi of rifampin. Strict adherence to the
manufacturer’s instructions for sample processing and data interpreta-
tion is required for this assay.

Susceptibility test results obained by the two ditferent methods can
onty be compared if the approp cong is used for
each test method as indicated above. Both procedures require the use
of M tuberculosis H37Rv ATCC 27294 as a control organism.

The clinicat relevance of / vitro susceptiblity test results for mycobac-
terial species other than M tuberculosis using either the radi ic or

does not imply clinical efficacy (see INDICATIONS AND

SAGE) they ase used to controf the technical aspects of the tabora-
tory procedures. Tha S meg rifampin disk should provide the following
zone diameters in these quality control strains:

S. aurevs ATCC 25923 26 - 34

E. coli ATCC 25922 8-10

H. influenzae ATCC 49247 2-30
INDICATIONS AND USAGE

In the treatment of both tuberculosts and the meningococta! carrier
state, the small number of resistant cells present wittin targe popula-
tions of susceptitle cells can rapidly becoms the predominant type.
Bacterlologic cultures should be obtained before the stast of therapy to
conlirm the susceptibility of the organism to rifampin and they should
be repeated throughout therapy to monitor the response to treatment.
Since resistance can emerge rapidly, susceptibility lests should be
perlormed in the event of persistent positive cultures dusing the courss

the proportion method has not been determined.
In vitro testing lor Neisseria meningitidis Isolates:

Ditution Technigues: Quantitative methods that are used to determine
minimurm inhibitory concentrations provide reproducidle estimates of
the susceptibility of bacteria to antimicrobial compounds, One such
standardized procedure uses a standardized ditution method ** (broth,
agar, or microdilution) or equivalent with rifampin powder. The MIC
values obtained should be interpreted according to the {ollowing
criteria Yor Neisseria meningitidis:

MIC {(meo/mi) Interpretation
s1 (S) Susceptible
2 (1) Intermediate
24 (R) Resistant

A report of “susceptible” indicates thai the pathogen is likely to be
inhibited by usuatly achievable concentrations of the antimicrobial
compound in the blood. A report of “intermediate” indicates that the
result should be considered equivocal, and if the microorganism is not

of I1 test results show resistance to rifampin and the patient
is not responding to therapy, the drug reglmen should be modified.
Tuberculosis

Rifampin Is indicated In the treatment of all forms of luberculosls.

A tmee—drug regimen consisting of rifampin, Isoniazid, and pyraz-
namide is recommended in the initla) phase of short-course therapy
which s usuatly continued for 2 months. The Advisory Council 1gr the
Elimination of Tuberculosis, the American Thoracic Society, and
Centers for Disease Control and Prevention recommend that either
streptomycin or ethambuto! be added as a fourth drug In 2 regimen
containing tsonlazid (INH}), rifampin, and pyrazinamide fos Initlal reat-
ment of tuberculosis unless the liketitood of INH resistance is very low.
The need lor a fourth drug should be reassessed when the results of
susceptibility testing are known. Il community rates of INH resistance
are currently less the 4%, an initial treatment regimen with less than
tour drugs may be considered.

Following the initial phase, treatment shoutd be continued with rifampin
and isoniazid for at feast 4 months_ Ty shou!d be conti for

fonger It the patient Is still sputum or culture positive, if resistant
organisms are present, of if the patient is HIV positive.

Ritampin for Injecton is indicated tor the Initia) treatment and retreat-
ment of tuberculosis when the drug cannot be taken by mouth.

Menlngococeat Camrlers
Ritampin Is indicated for the treatment of asyrrrptomatlc carrlers of
Neisseria gitidis to cl from the

nasopharynx. Rllamuln 13 not indicated for the treatment of maningo-
coccal Infection because of the possidility of the rapld emergence of
resistant organisms. See WARNINGS.

Rifampin should not be used indiscriminately, and therefors, diagnostic
faboratory procedures, Including serotyping and susceptibliity testing,
should be performed for establishment of the carrter state and the
correct treatment. So that the usefulness of rifampin in the treatment
of asymptomatic meningococcal carriers IS presarved, the diug shoutd
be used only when the risk of meningococcal disgase is high.

CONTRAINDICATIONS

Ritampin is contraindicated in patients with a history of hypersansi-
tivity to any of the ritamycins. See WARNINGS.

WARNINGS

Rifampin has been shown to produce liver dysfunction. Fatafitles asso-
clated with jaundice have occurred In patients with iiver disease and In
patients taking rifampin with other hepatotoxic agents. Patients with
Impaired tiver tunction shouid only be given rifampin In cases of neces-
sity and then with caution and under Strict medical Supervision. tn
these patients, careful monitoring of liver function, especlally
SGPT/ALY and SGOT/AST should be carrled out priof 10 therapy and
then every 2 to 4 weeks during therapy. !f signs of hepatocellular
damage occur, ritampin shoutd be withdrawn.
in some cases, hyperbliirubinemia resutting from competition between
pin and for y pathways of the liver at the cell level
can occur In the early days of treatment. An Isolated report showing 3
moderate rise In billrubin and/or transaminase leve! Is not In Itsett an
Indiction for Interrupling treatment; rather, the decision shoutd be
made atter repeating the tests, noting trends in the levets, and consid-
ering them in confunction with the patient's clinical condition.
Rifampin has enzyms-inducing properties, including Induction of daita
amino levilinic acld synthetase. Isolated reports have associated
porphyria exacerbation with rifampin administration.

The possibllity of rapid emergence of resistant meningococd restricts
the use of ritampin for Injection to short-term treatment of the asymp-
tomatic carrter state. Rifampin for Injection Is not to bs psed for the
treatment of menipgococes! dissase.

PRECAUTIONS
Genera! !

For the treatment of tuberculosks, ritampin Is usuafly administered on
a dally basis. Doses of rifampin greater than 600 mg given once of
twice weekly have resulted In a high Incidence of adverse reactions,
Inctuding the “ths syndrome” (fever, chills and matalse), hematopoletic
reactlons ({teukopenta, thrombocytopenla, or acute hemolytic anemia),
cutaneous, gastrointestinal, and hepatic reactions, shortness of breath,
shock, anaphylaxis, and renal failure. Recent studies Indlcate that regi-
mens vsing twice-weekly doses of rifampin 600 mg plus isonlazid
15 mg/kg are much better tolerated.

Intermittent therapy may be used I the patient cannot (or will nat) self-
administer drugs on a dany basls. Patients on intermitient therapy

. should be closely Itored for and against

intentiona! or accldental interruption of prescribed therapy, becauss of
the Increased risk of serious adverse reactions.

Ritampin has enxyme Induction properties thal can enhance the metab-
olism of endogenous substrates Including adrenal hormones, thyrold
hormones, and vitamin 0. Rlfampin and isoniazid have been reported
10 alter vitamin D metabolism. In some cases, reduced levels of circu-
fating 25-hydroxy vitamin D and 1, 25-dihydroxy vitamin D have been .
accompanied by reduced serum calciumand phosphate, and elevated
parathyrotd hormone.

Rifamptn IV

For Intravenous Infusicn only. Must not be administered by Intrs- -
muscular or subculaneous route. Avold extravasation during Injection: ..
local irritation and due to ular Infiltration of the
Intusion have been observed. It these occur, the infusion should be
discontinued and restarted at another site.

Information for Patlents

The patient should be told that rifampin may produce 2 reddish
coloration of the urine, Sweat, sputum, and tears, and the patlent should
be torewarned of this. Soft contact lenses may be permanently stained.
The patlent should be advised that the seliabliity of osal or other

Y hormonal contraceptives may be atfected; consideration




should be given to using alternative contraceptive measures.

Patients should be instructed to notity their physicians promptly if they
experience any of the following: fever, loss of appetite, maisise, nausea
and vomiting, darkened uring, yellowish discoloration of the skin and
eyes, and pain or swelling of the joints.

Compliance with the full course of therapy must be emphasized, and
the importance of not missing any doses must be stressed.

Lahoratory Tests

A complgte blood count (CBC) and liver lunction tests should be
obtained prior to institting therapy and perlodically throughout the
course of therapy. Because o a possible transier rise in transaminase
and bilirubin values, blood for baseline clinical chemistries should be
ottalneg before rifampin dosing,

Drug Interactions

Enryme Induction: Ritampin is known to induce cerain cytochrome
P-450 enzymes. Administration of rifampin with drugs that undergo
biotransiormation through these metabolic pathways may accelerate
elimination of coadministered drugs. To maintaln optimum therapeutic
blood levels, dosages of drugs metabolized by thesa enzymes may
require adjustment when starting or stopping concomitantly adminis-
tered rifampin.

Rifampin has been laportad to accelerate the metabolism of the

g drugs: Isants (eg, ph A ). antiarythmics (eg,
dl J oral amlcoaouhms
amlfunoa!s (ag Tluconazole, traconazole, ketocomm'e) barbiturates,
beta-blockers, calclum channel blockers (eg. diltiazem, nifedipine, vera-
pami), phenicol, cortic , cytlosporine, cardiac glyco-
sids preparations, clofibrate, oral or other systemic hormonal contra-
ceptives, dapsone, Oiazepam, doxycyciine, fluoroguinolones (e,
ciprofioxacin), haloperidol, oral hypoglycemic agents (sulfonylureas),
levothyroxine, methacdone, naicolic analgesics. nostriptyling, progestins,
tacrolimus, theophylline and ridovudine. It may be necessary to zdlust

' ”III”I"

1o 10 times the average daily human dose (or 60 weeks, followed by an
observation period of 46 weeks. No evidencs of carcinogenicity was
lound in male mice of the same strain, mice of a difterent strainy of
fats, under similar experimental conditions. Dte )k e
Ritampin has been reported to possess lmmunosuppmslve potential

in rabbits, mice, rals, uinea pigs, human ymph in vitro, and
humans. Antitumor activity in vilro has 2iso been shown with rifampin.

adrenal function have been observed.

Renal

E!evahons in BUN ano serum uric acid have been reported. Rarely,
. hemc ia, interstitial nephritis, acuts

lubular necrosis, renal insutficiency, and acute renal failyre have been

noted. These are generally considered to be hypersensitivity reactions.

They usual?y occur during Intermittent therapy or when treatment is

There was no evidence of mutagenicity in bacteria, Drosophila
melznogaster, or mice. An Increase in chromatld brealks was noted
wien whole biood cell cultures weare treated with rifampin. Increased
frequency of chromosomal aberrations was observed in witro in
lymphocytes obtained trom patients treated with combinations of

of actldentat imerruption of a daily
dosage regimen, and are reversible when rifampin is discontinued and
appropriate therapy instituted.

Dermatologic
o

rifampln, isoniazid, and pyrazinamide and combinations of strepto-
myein, ritampin, Isoniazid, and pyrazinamide.

Pregnancy-Teratogenic Effects: Pregnancy - Category C

Rifampin has been shown 1o be teratogenic in rodents given oral doses
of rifampin 15 to 25 times the human dose. Although ritampin has been
reported to cross the placental barrier and appear in cord blood, the
effect of rifampin for Injection, afone or in combination with other anti-
tuberculosls drugs, on the human fetus Is not known. Neonates of
rifampin-treated mothers should be carefully cobserved for any
evidence of adverse etects. isolated cases of fetal mattormations have

reactions are mild and seti-limiting and do not appear to be
hypersensitivity reactions. Typically, they consist of llushing and
Itching with or without a rash. More serlous cutaneous reactions which
may be dua to hypersensitivity occur but are uncommion.
Hypersansitivity Reactions

Occasionally, pruritus, urticaria, rash, pemphigoid reaction, erythema
multiforme including Stevens-Johnson Syndrome, toxic epidermal
necrolysis, vasculitis, eosinophllia, sore mouth, sore tongue, and
conjunctivitis have been observed.

Anaphylaxis has been reported rarely,

Miscell

been reported; however, there are no adequats and well-
studies in pregnant women. Rifampin should be used during preg-
nancy only if the potential benefit justifies the potentiat risk to the fetus.
Rifampin in oral doses of 150 to 250 mg/kg produced teratogenic
efiects in mice and rats. Matformations were primarily cleft patats in
the mouse and spina bifida tn the rat. The incidence of these anomalies
was dose-dependent. When rifampin was given fo pregnant cabbits in
doses up {0 20 times the usuat daily human doss, imperfect osteoge-
nesis and embryotoxiclty were reported.

Pregnancy-Non-Teratopenic Effects
When

the dosages of these drugs |f they are given concurrently with rif
Patients using oral or other systemic hormonal contraceptives should
be advised to change to nonhormona! methods of birth contro! during
ritampin therapy.

Ritampin has besn observed to Increass the requirements for antico-
agutamt drugs of the coumarin type. In patients receiving anticoagu-
lants and rlfampin concurrently, it Is recommended that the

prmhmmbin time be pertormed dally or as trequently as necessary 10

ad the required dose of anticoagutant.
Diabetes may becorme more ditficult to control.

Concurrent use of ketoconazole and rifampin has resulted in decreased
serum concentrations of both drugs. Concurrent use of rifampin and
enalaprll has rasulted In decreased concentrations of enalapritat, the
active metabolite of enalapril. Dosage adjustments should be made if
Indicated try the patient’s clinical conditlon.

Other Interactions: Concomitant antacid administration may reduce the
absorpiion o1 ritampin, Dally doses of ritampin should be given at least
1 hour before the ingestion of antacids.

Probenscld and cotrimoxazole Have been reported 10 increass the
blood levels of rfampin.

When pin ks given y with either hatothane or Isoni-
and. the potential for hepatotoxicity ts increased. The concomitant use
of rifampln and halothane should be avoided. Pagents receiving both
ritampin and Isoniazid should be monitored close lorl hepatotoxicity.
Plasma concentrations of [sutapyridine may be redjiced following the
concomitant administratiph of sulfasalazine and rifdmipin. This finding
may be the result of afterdtion in the colonkc bactey

[esponsible for
the reduction of sullasalazine to sulfapyridine and meésakmine.

Orug/Laborstory Intaractions

Therapeutic levels of rifampin have been shown to inhibit standard
microbiological assays for serum lolate and Vitamin By,. Thus, after-
nate assay should be lities in
fiver function tests (eg, elevation in serum bilirubin, alkaline phos-
phatasa. and serum transaminases) and reduced bitiary excretion of
contrast media used for visualization of the galibladder have aiso been
observed. Therefore, these tests should be performed before the
morning dosa of rifampin,

Carel M is, impal of Fectility

Thess are no known human data on long-term potential tor carcino-
genicity, mutagenicity, or impalrment of tertility. A few cases of accel-
erated growth of lung carcinoma have been reported in man, but a
causal refationship with the drug has not been established. An increase
in 1he incldence of hepatomas in female mice (of a strain known to be
particularly susceptible to the spontaneous development of
hepatomas) was observed when rifampin was administered in doses 2

during the 1ast lew weeks of pregnancy, ritampin
can cause post-natal hemorrhages In the mother and Infant for which
treatment with Vitamin K may be indicated.

Nursing Mothers

Because of the potential for tumorigenicity shown for rHampin in
animal studies, a decision should be made whether to discontinue
nursing or discontinue the drug, taking Into account the imporance of
the drug to the mother.

Pedlatric Use

See CLINICAL PHARMACOLOGY - Pedlatrics; see also DOSAGE AND
ADMINISTRATION.

ADVERSE REACTIONS
Gastrointesiinal

Heartburn, epigastric distress, anorexia, nausea, vomiting, jaundice,
flatutence, cramps, and diarrhea have been noted in Some patients.
Although Clostridium difficile has been shown in vitro to be sensitive to
rifampin, pseudomembranous colitis has been reported with the use of
rifampin {and other broad spectrum antiblotics). Theretors, it is impor-
tant to consider this diagnosis In patients who develop diarrhea In
association with antibiotic use. Rarely, hepalitis or a shock-like
syndrome with hepatic involvement and abnormat liver function tests
has been reported.

Hematotogle: Thrombocytopenia has occurred primarily with high
dose Intermittent therapy, but has also been noted atter resumption of
Interrupted treatment. it rarely occurs during well supervised daily
therapy. This effect is reversible it the drug is discontinyed as soon as
purpura occurs. Cerebral hemorrhage and latalities have been reported
when rifampin adminlstration has been continued or resumed after the
appearance of purpura.

Rare reports of disseminated intravascular coagulation have been
observed.

Transient levkopenia, hemolylic anemia, and decreased hemoglobin
have been observed.

Central Nervous System

Headache, fever, drowsiness, fatique, ataxia, dizziness, inability to
concentrate, mental confusion, behavioral changes, muscular weak-
ness. pains in extremitles, and genesalized numbness have been
observed.

Rare reports of myopathy have also been observed.

Ocular
Visual disturbances have been observed.

Endoerine
Menstrual disturbances have been observed.

Rare reports of adrenal insufficiency in patients with compromised

Edema of the face and extramities has been reported. Other reactions
teported to have occurred with intermittent dosage regimens include
“thu syndrome”™ {Such &s episodes of tever, chills, headache, dizziness,
and bone pain), shortness of breath, wheezing, decrease in bood pres-
sure and shock. The “flu syndrome™ may also appear If fifampin ks
taken irmeguiarty by the patient or it daily admlms(ratlon Is resumed
after a drug free imerval.

OVERDOSAGE
Slgns and Symptoms

Nausea, vomiting, and Increasing lethargy will probably occur within 2
short time after ingestion; unconsciousness may occur when thera is
severa hepatic disease. Brownish-red or orange discoloration of the
skin, yring, sweat, saliva, tears, and feces will occur, and its intensity Is
proportionat to the amount ingested.

Liver enlargement, possibly with tenderness, may develop within a few
hours after severe ovardosage; bifirubin tevets may increase and jaun-
dice may develop rapidly. Hepatic involvement may be more marked in
patients with prior Impairment of hepatic function. Other physical find-
ings remain essentially normal. A direct ettect upon the hematopoietic
system, electrolyte levels or acid-base balance is unlikely.

Acute Toxlcity

The LDsw of rifampin is approximately 885 mg/kg In the mouse,
1720 mg/kg In the rat, and 2120 mg/kg in the rabbit.

Nentatal overdoses with as nlon as 12 00 of rifampin have been reported.
in one patient who swall 12gof vomiting four
times within 1 hour of ingestion. Gastric Iavam with 20 liters of water
was initiated 5 hours after Ingestion. Twelve hours after ingestion of
rifampin, a plasma of 400 mcg of ritampln/ml. was
measured by microbiological assay. The plasma concentration fef! to
64 meg/mL on the following day, and to 0.4 mcg/mL on the third day.
Urinary rifampin concentration was 313 mcg/mL approxmately 30
hours after ingestion of the drug. 625 mcg/mL alter 36 hours, and
78 mcg/mL after 40 hours. By the fourth day following the dose, only |
0.1 meg/mi rifampin was present in the uiine. There was biochemical’
evidence of mild impairment of fiver function. Liver function tests had .
returned to normal within 5 days, and the patient's recovery was
described as uneventful.

One case of fatal overdose is kmown: a 26-yeas-oid-man died after seif-
administering 60 ¢ of rifampin.

Treatment

Since naused ang vomiting are likely to be present, gastric lavage is
probably preferable to induction of emesis. Following evacuation of the
pastric contents, the Instilation of activated charcoal slurry into the
stomach may help absorb any remaining drug from the gastrointestinal
tract. Antiemetic medication may be required to control severe nausea
and vomiting.

Active diuresis (with measured intake and output) will help promote
excretion of the drug. Hemodialysis may be of value in some patients.
In patients with previousty adequate hepatic function, reversal of liver

Sea CLINICAL PHARMACOLOGY for dosing information in patients
with renal failure.

Tubereulosts

Adults: 600 mg in a singls daily administration IV.

Pediatric Patients: 10 to 20 mg/kg. not to exceed 600 mg/day IV.
Rifampin is indicated (n the treatment of all forms of tuberculosis. A
three-drug regimen consisting of pin, isoniazid, and pyrazi

Is recommended in the initlal phase of short-course therapy which is
usually continued for 2 months. The Advisory Council for the
Elimination of Tuberculosis, the American Thoracic Society, and
Centers for Diseass Contro! and Pravention recommend that either
streptomycin or ethambutol be added as a tourth drug [n a regimen
contalning isoniazid (INH), ritampin, and pyrazinamide for Initial treat-
ment of tubercylosis unless the likelihood of INH resistance is very low.
The need for a fourth drug should be reassessed when the results of
susceptibifity testing are known, I community rates of INH -esistance
are currently less the 4%, an initial treatment regimen with tess than
four drugs may be considered.

Following the inftial phass, treatment should be contlnued with
riampin and isoniazid tor 3t least 4 months. “reatment should be
continued for longer If the patient Is still sputum or culture-positive, if
resistant organisms are present, or il the patient is HIV positive.
Prepacation of Salutien tor [V tnfuslon

Reconstitute the tyophilized powder by transferrng 10 mi of sterile
water tor tnjection to 3 viat containing 600 mg of riampin for injection,
Swirl vial gently to compietety dissolve tha antibiotic. The reconstituted
solution containg 60 mg cizmpin per mL and s stable at room temper-
ature for 24 hours. Prior to administration, withdraw from the recon-
stituted solution a voluma equivalent to the amount of rifampin caicu-
fated 10 be administered and add to 500 mL of infusion medium. Mix
well and tnfuse at a rate allowing for complete infusion in 3 hours.
Alternatively, the amount of rifampin calculated to be administered may
be added to 100 mL of infuston medium and intused in 30 minutes.
Dilutions In dextrose 5% for injection (DSW) are stable at room
temperature for up to 4 hours and should be prepared and used within
this time. Preclpitation of rifampin from the infusion solution may
occur beyond this time. Ditutions in normal saling are stabls at room
temperature for up to 24 rs and should be prepared and used
within this time. Other infusion solutions are not recommended.
Meningococeal Carriers

Adults: For adults, it is recommended that 600 mg ritampin be admin-
istered twica daity for two days.

Pediatric Patients: Pedlatric patients 1 month of age or older: 10 mg/kg
(not to exceed 600 mg per doss) every 12 hours for two days.
Pedlatric patients under 1 month of age: 5 mg/kg every 12 hours for
two days.

Parenteral drug products shoutd be Inspectad visually for particutate
matter and discoloration prior to administration, whenever solution

and container permit.
HOW SUPPLIED

. Rifampin for Injection USP, containing 600 mg of rilampin, Is supptied

In sterlls vials, individually boxed. NDC 55380-123-01
Store at room temperature 15° to 30°C (59* to 86°F). Avold excessive

“heat (tempersture above 40°C or 104°F). Protect from light.
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Manufactured for:

enlargement and of impaired hepatic excretory function probably will
be noted within 72 hours, with a rapid return toward normal theseatter.
DOSAGE AND ADMINISTRATION

Rifampin for Injection is adminlstered by IV infusion only {see INDICA-
TIONS AND USAGE).
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