RIFAMPIN (Veterinary—Systemic)

Some commonly used brand names for human-labeled products are:
Rifadin; Rifadin IV; Rimactane; and Rofact.

Category: Antibacterial (systemic).

Indications

Note: Rifampin is not specifically approved for veterinary use. In
other USP information monographs the #° and &-“*"
designations refer to uses that are not included in U.S. and
Canadian product labeling; however, in this monograph they
reflect the lack of veterinary products and, therefore, product
labeling.

General considerations

Rifampin is a broad-spectrum antibiotic, with activity against many
gram-positive and some gram-negative aerobic bacteria as well as
facultative anaerobic organisms.®~7 5% %} However, for clinical
purposes, rifampin generally should not be considered broad-
spectrum until proven so in each case. Most gram-negative
bacteria should be considered resistant or to have unpredictable
susceptibilities until susceptibility data are available.®* Because
many infections involve more than one species of bacterium and
because resistance can develop quickly, rifampin is most often
administered in combination with other antimicrobial agents.

Rifampin is considered especially active in the treatment of
staphylococcal infections and in the eradication of pathogens
located in difficult to reach target areas, such as inside phagocytic
cells.(R2:5% The ahility of rifampin to reach intracellular bacteria
can make it difficult to predict in vivo therapy results based on in
vitro sensitivity tests, 7% 62

Rifampin has been shown to have in vitro activity against equine
Corynebacterium pseudotuberculosis, Rhodococcus equi,
Staphylococcus species, Streptococcus equi, S. equisimilis, and S.
zooepidemicus isolates.?% 7 Susceptibility has been variable for
the equine gram-negative nonenteric bacteria. It has shown
moderate activity against Actinobacillus suis, A. equuli,
Bordetella bronchiseptica, and Pasteurella species isolates.® 7
Equine isolates of Pseudomonas aeruginosa, Escherichia coli,
Enterobacter cloacae, Klebsiella pneumoniae, Proteus species,
and Salmonella species were found to be resistant.*"

Strains of the porcine pathogen Actinobacillus pleuropneumoniae,
isolated in Spain, were found to be susceptible to rifampin in vitro
at a concentration of 1 mcg/mL or less.®*% Rifampin also had
activity against Pasteurella multocida species isolated from pigs
with pneumonia in Spain. =%

Some strains of Mycobacterium paratuberculosis were found to be
sensitive to rifampin in in vitro tests.®®%

Anaerobes found to be susceptible in vitro include 132 strains of
Bacteroides species and 25 strains of Fusobacterium species
isolated from goats in Spain; with blood concentrations of 2
mcg/mL, only 18% of strains were resistant.®:*% Although in
vitro tests showed rifampin to be active against Clostridium
perfringens type A isolates,’®*? when higher concentrations of
pathogens per milliliter were tested, the antimicrobial was not
very effective®™*" and in vivo efficacy against induced infections
in mice was only weakly significant.{*%2

Resistance to rifampin can develop quickly; therefore, it is most often
used in combination with other antimicrobials.®% %54 Resistant
mutants may be concentration-sensitive and contain RNA
polymerases with one of a variety of sensitivities to rifampin. &2
Resistance may occur as a single-step mutation of the DNA-
dependent RNA polymerase; therefore, initial susceptibility can
rapidly diminish as small populations of resistant cells soon
outnumber susceptible cells.f2 This effect is diminished when
combination antibiotic treatment is administered.®%“ One case
of the development of resistant Rhodococcus equi in a foal treated
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with erythromycin and rifampin has been reported.®* Cross-
resistance to other antibiotics or transfer of resistance to other
local microorganisms has not been reported. &% %

Accepted

ELUSCNpneumonia, Rhodococcus equi (treatment adjunct)®; or
Extrapulmonary infection, Rhodococcus equi (treatment
adjunct)®—~Foals: Rifampin is used in combination with
erythromycin in the treatment of pneumonia caused by
Rhodococcus (Corynebacterium) equi infection in foals. {33 3436
Although the lung appears to be most vulnerable to Rhodococcus
equi infection, in some cases susceptible foals have been found to
have abdominal or subcutaneous abscesses, bacterial endocarditis,
diskospondylitis, gastrointestinal infections, osteomyelitis, or
septicemia.®®3"*2 In many, but not all of these cases, the foal has
an accompanying pneumonia.{?%742

R. equi are susceptible in vitro to erythromycin alone, and
erythromycin alone has been effective in the treatment of this
infection. (36 8:67: 75 However, no studies have been performed
to compare the efficacy of erythromycin alone with the
combination of erythromycin and rifampin in foals. The in vitro
evidence of synergistic activity for the combination of
erythromycin and rifampin against R. equi®®*® and the volume of
case reports supporting the efficacy of the combination make
treatment with a combination of erythromycin and rifampin more
commonly recommended for this indication than erythromycin
alone 32

ELUS.CAN

Potentially effective

ELUSCAN|nfections, bacterial (treatment)®*—Although the safety and
efficacy have not been established, rifampin is used in
combination with other antimicrobials in the treatment of
susceptible bacterial infections, and in particular, staphylococcal
infections®™2% in animals. Rifampin is particularly suited for the
treatment of organisms that are resistant to other therapies by
nature of their intracellular location.(f % #} Because the
pharmacokinetics of rifampin have been well-studied in horses®®®
13 and minimal side effects have been reported in foals, -5 %+
%} the treatment of these infections in horses may be more well-
defined than for other species. The use of rifampin in other
animals could be based on available pharmacokinetic data for
calves, % dogs, 4 ¢ foals, (R rabbits,* " and sheep;R??
knowledge of bacterial susceptibility; case reports describing
treatment of infections in a cat,’*® a deer,{®** and dogs;**" and
also efficacy studies that have been performed in rats. % 5
However, there is limited knowledge about the safety of rifampin
use in species other than horses.

ELUSCANBrycellosis (treatment)®—Dogs: Although the safety and
efficacy have not been established, rifampin in combination with
doxycycline has been recommended in the treatment of
brucellosis in dogs. This recommendation is based on
demonstrated efficacy in the treatment of human brucellosis®® %72
and evidence of possible canine pathogen susceptibility to
rifampin.®*" There are no controlled studies in dogs.

ELUSCANparatuberculosis (treatment)®—Cattle, goats, and sheep: For
use in animals not to be used in the production of human food—
Although the safety and efficacy have not been established,
rifampin has been administered in conjunction with isoniazid in
the alleviation of signs associated with paratuberculosis
(Mycobacterium paratuberculosis infection or Johne’s disease).®®”
243} The addition of an aminoglycoside to the regimen has also
been used in the initial weeks of severe infection.(f?*4 The use
of rifampin is based on in vitro culture and sensitivity results®%
and on case reports of clinical improvement for extended periods
of time;*% %} however, internal lesions and fecal shedding of the
organism are rarely controlled. It should be noted that semen from
bulls with paratuberculosis have been found to contain M.
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paratuberculosis even after freezing and processing. Placental
infection of a fetus can occur in infected cows.™?¥ It is not
known if rifampin and isoniazid therapy can prevent transmission
in semen or transplacentally. The cost of rifampin therapy, as well
as the inability to completely clear infection and prevent spread of
disease, limits treatment to valuable quarantined animals.2% 44

ELUSCANPotomac horse fever (treatment)®—Horses: Although the
efficacy is not established, rifampin is used in combination with
erythromycin in the treatment of Potomac horse fever (equine
ehrlichial colitis).(R°% It is as effective as oxytetracycline in the
resolution of clinical signs, with the exception that rifampin and
erythromycin will not reduce fever as quickly as oxytetracycline,
taking up to 12 hours longer to return the body temperature to
normal.(**% Rifampin and erythromycin have the advantage of
being available in oral dosage forms.

Unaccepted

ELUSCANMycobacterial infections (treatment)®-—Current therapeutic
regimens for mycobacterial infections cannot guarantee that an
animal is no longer contagious during treatment. Treatment of
Mycobacterium tuberculosis, Mycobacterium bovis, and other
mycobacterial species transmissible to human beings is nearly
always considered inappropriate.®®*% 4™ The treatment of
tuberculosis in cattle is not permitted in Canada or the U.S.?%%
The treatment of mycobacterial infections that do not cause
human tuberculosis, such as atypical mycobacterial infections in
cats, may be acceptable!™®***® although there is insufficient
evidence of efficacy at this time.

Regulatory Considerations
U.S. and Canada—

Rifampin is not labeled in the United States or Canada for use in
animals, including food-producing animals. There are no
established withdrawal times.

The treatment of tuberculosis in cattle is not permitted in Canada

or
the U.S. 64

Chemistry

Source: Semisynthetic derivative of rifamycin B,®? a natural
Iesr}mentation product of Nocardia (Streptomyces) mediterranei.®

Chemical group: Macrocyclic antibiotic.

Chemical name: Rifamycin, 3-[[(4-methyl-1-
piperazinyl)imino]methyl]-.**

Molecular formula: CysHssN,Op. F Y

Molecular weight: 822.94.(R%

Description: Rifampin USP—Red-brown, crystalline powder.(®%

pKa: 7.9.7%2

Solubility: Rifampin USP—Very slightly soluble in water; freely
g}oluble in chloroform:; soluble in ethyl acetate and in methanol.(*

{R-13}

Pharmacology/Pharmacokinetics

Mechanism of action/Effect: Rifampin inhibits DNA-dependent
RNA polymerase; however, at therapeutic doses, it inhibits the
enzyme in bacteria, while not affecting mammalian polymerase.®®
%4 Rifampin is bactericidal and is active against extracellular

organisms as well as against susceptible intracellular organisms,®

% %%} including intraleukocytic organisms.®®? Rifampin can enter
neutrophils and macrophages to kill intracellular bacteria, & 2%
while not interfering with phagocytosis.?-2%

Rifampin appears to penetrate the outer membrane of gram-positive
bacteria more easily than that of gram-negative bacteria.®* This
is reflected in the significantly lower minimum inhibitory
concentrations (MIC) required for gram-positive bacteria (0.01
mcg per mL of serum) compared with gram-negative bacteria (8
to 32 mcg per mL). R4
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Absorption: Rifampin is rapidly absorbed after oral administration to
calves, dogs, horses, and human beings®®* ** although
bioavailability is not high in horses and sheep. Administration
with food can prolong the time to peak serum concentration in
adult horses and people.®®* % Adult sheep appear to have
prolonged absorption, possibly because of prolonged movement
through the rumen. &4 2%

Bioavailability—

Oral:

Horses—

48.8%, with a single dose of 10 mg per kg of body weight
(mg/kg).&

39.5%, with a single dose of 10 mg/kg, administered in
the feed.(**%

Note: An unpublished study of horses receiving a dose of 5
mg/ kg found a bioavailability of 68% when rifampin
was administered 1 hour before feeding and 26% when
it was administered 1 hour after feeding.®*** Because
rifampin is most often administered with feed,
recommended dosages compensate for the decreased
absorption.

Sheep—

36.6 £ 3.2%, with a dose of 10 mg/kg, as an oral
drench. 1%

3 t0 32%, with a dose of 20 mg/kg, in a gel capsule.

14 to }122%, with a dose of 50 mg/kg, in a gel capsule.®®
21

{R-21}

Note: The study performed using gel capsules of rifampin in
sheep found that absorption was incomplete and still
continuing by the end of the study, producing extremely
variable results.®*?% Absorption was also relatively low
and variable with the oral drench but not to the same
extent as with gel capsules; the medication may have
been administered directly into the abomasum and
would therefore have been rapidly and consistently
absorbed.(R2

Intran;uscular—Horses: 59.8 + 3.2%, with a dose of 10 mg/kg.**

13

Distribution: Rifampin is highly lipid-soluble and is widely
distributed in tissues.®®*® Antimicrobial concentrations are
approached in all tissue compartments throughout the body,
including milk, %22 hone, > cerebrospinal fluid,**® exudates,
ascitic fluid, and soft tissues.®®* Rifampin crosses the blood-brain
barrier and, in rabbits, the cerebrospinal fluid to plasma
concentration ratio ranged from 0.52 to 1.17, from 30 minutes to
12 hours after an oral dose of 10 mg/kg.®*% # Rifampin can
penetrate phagocytic cells to kill susceptible intracellular
bacteria.®*® " 2% |n many species, as has been documented in dogs
and human beings, feces, saliva, sweat, tears, and urine may be
discolored red-orange by rifampin and its metabolites.(R#

Volume of distribution—

Horses:
AreaTO.93 +0.29 liter per kg (L/kg);®*™ 0.63 + 0.06 L/kg.*®
13

Steady state—0.76 L/kg.®®
Sheep: Steady state—0.45 + 0.06 L/kg.®?4

Protein binding:
Horses—High (78%), with serum concentrations of 2 to 20
micrograms per milliliter (mcg/mL).&*
Human beings—High (80%).F4
Sheep—High (84%).R%

Biotransformation:

The biotransformation and elimination of rifampin in animals is not
well defined. Induction of hepatic enzymes occurs in response to
administration of rifampin in many species,®*7 %25 byt major

All rights reserved 2



metabolites of the parent drug in most animals have not yet been

traced.®% 2% |n human studies, it was found that the primary

metabolite of rifampin is 25-desacetylrifampin, which is

bioactive.™* Human desacetylrifampin is more profusely

secreted in the bile compared with rifampin, but is less

concentrated in the serum than the parent drug.®®* And while

rifampin undergoes extensive human enterohepatic recycling,

desacetylrifampin is poorly absorbed and therefore is not

recycled.(®¢

Horses—Desacetylrifampin was not detected in serum samples
after an intravenous dose of 10 mg/kg or oral doses of 10
mg/kg every 12 hours for seven doses.®*® The metabolite was
measured in urine, but the parent compound was much more
predominant; &% however, only 6.82% of the total dose was
recovered in the urine as either rifampin or
desacetylrifampin.® ¢

Rats—Desacetylrifampin is formed in extremely low quantities in
rats. %2

Sheep—Desacetylrifampin was not found in serum samples from
sheep administered either intravenous or oral rifampin.(®2%
Rifampin and metabolites have not been measured in sheep
urine.

Rifampin can induce hepatic enzymes, including increasing its own
hepatic biotransformation with multiple doses.®®™": #} Induction
has been shown to occur in many species, including dogs, &%
horses, 1" pigs, &% and rabbits.{*?* 2} The dose needed to
induce an increase in hepatic enzymes varies among species. Rats
administered 50 mg/kg intraperitoneally every 12 hours for 6 days
did not show induction of liver microsomal enzyme activity
against substances tested,®?% but mice administered the same
dose showed significant induction of the hepatic mixed-function
oxidase system and enzymatic activity. K% In horses, enzyme
induction has generally not been seen with less than 5 days of
therapy, but once there is an increase in hepatic enzyme activity,
the increase may last for more than 2 weeks after discontinuation
of treatment.®®"1" However; several factors may modify the
therapeutic levels of rifampin, such as the variability in its
absorption in horses when given alone, and the possible change in
pharmacokinetics due to interactions with other medications that
often are administered with rifampin; data are insufficient for
determining whether the increased elimination of rifampin due to
hepatic enzyme induction during prolonged dosing may be
corrected for by a dose modification.

Half-life:
Absorption—
Intramuscular administration: Horses—6.7 + 1.5 hours, with a
dose of 10 mg/kg.(R*%
Oral, with food: Horses—
4.2 + 1.2 hours, with a dose of 10 mg/kg. =%
2.6 + 1.3 hours, with a dose of 25 mg/kg.®*#
Distribution—Intravenous: Horses—13.8 + 5.2 minutes, with a
dose of 10 mg/kg.(R*%
Elimination—
Intravenous:
Horses—8.1 hours;®® 7.3 hours;®™ 6 hours.(? %
Sheep—2.9 hours; & 4 56 hours. 21
Sheep, lactating—3.3 hours.®?2
Intramuscular (terminal elimination)—
Horses: 7.3 hours, with a dose of 10 mg/kg. %
Sheep: 11 hours, with a dose of 20 mg/kg.??2
Oral (terminal elimination)—
Single dose:
Dogs—38 hours, with a dose of 10 mg/kg.
Foals—
1 week of age: 25.4 + 1.2 hours, with a dose of
10 mg/kg. 14
10 weeks of age: 7.9 + 1.5 hours, with a dose of
10 mg/kg. 14

{R-4; 65}
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Horses—13.3 hours, with a dose of 10 mg/kg.®®
Sheep—6.42 hours, with a dose of 20 mg/kg. R4
Multiple doses: Horses—7.99 hours, after the seventh
dose of 10 mg/kg, administered every 12 hours.?¢
Note: Multiple doses result in lower peak serum
concentrations and a decreased half-life, because of
autoinduction of hepatic enzymes.®4

Concentations:

Peak serum concentration—Autoinduction of hepatic enzymes can
cause multiple doses of rifampin to result in lower peak serum
concentrations than expected, if based on single dose
measurements. (R4 1%

Intramuscular:
Horses—4 + 0.3 mcg/mL at 4.2 £ 0.2 hours after a dose of 10
mg/kg‘{R-l'a‘}
Sheep—Approximately 8 mcg/mL (from graph) at 3 hours
after a dose of 20 mg/kg.??2
Oral:
Calves, 2 to 3 weeks of age—11.7 to 24.6 mcg/mL at 4to 8
hours after a dose of 10 mg/kg.*
Dogs—40 mcg/mL at 2 to 4 hours after a dose of 10 mg/kg.™
4; 65}

Foals, 6 to 8 weeks of age—6.7 mcg/mL at 4 hours after a
dose of 10 mg/kg. (¢
Horses—
3.9 meg/mL at 3 hours;®® 4.5+ 1.1 meg/mL at 1.6 + 0.5
hours after a dose of 10 mg/kg.®4
2.9+ 0.4 mcg/mL at 3.7 £ 1.2 hours;**# 33+ 2.9
mcg/mL at 3.5 £ 1.7 hours after a dose of 10 mg/kg,
administered with food. 4
13.3 + 2.7 meg/mL at 2.5 hours after intragastric
administration of oral suspension at a dose of 20
mg/kg. 7
9.8 + 1.9 meg/mL at 3.5 hours after a dose of 25 mg/kg,
administered with food. "3
Sheep—
0.6 to 2.4 mcg/mL at 4 to 8 hours, with a dose of 10
mg/kg. R
3.27 £ 1.43 mcg/mL at 8 to 24 hours, with a dose of 20
mg/kg.F2
Other concentrations—
Cerebrospinal fluid: Rabbits—1.3 to 1.6 mcg/mL from 30 minutes
to 12 hours after an oral dose of 10 mg/kg.®*®
Serum:
Dogs—9 to 10 mcg/mL, 24 hours after an oral dose of 10
mg/kg.R5
Horses—
6.86 + 1.69 mcg/mL, 12 hours after an intragastric dose
of 20 mg/kg of oral suspension.®"
3.83 £ 0.87 mcg/mL, 24 hours after an intragastric dose
of 20 mg/kg of oral suspension.*"
Rabbits—Ranged from 1.8 to 2.5 mcg/mL from 30 minutes to
12 hours after an oral dose of 10 mg/kg.(?*%
Sheep—~0.97 + 0.61 mcg/mL, 24 hours after an oral dose of
20 mg/kg in a gelatin capsule.®2%

Duration of action: The National Committee for Clinical
Laboratory Standards (NCCLS) in the United States lists
minimum inhibitory concentration (MIC) breakpoints for animal
isolates and rifampin as < 1 mcg/mL for susceptible organisms
and > 4 mcg/mL for resistant organisms. &

Dogs: Serum concentration was 9 to 10 mcg/mL 24 hours after a
single oral dose of 10 mg/kg.{?**

Horses: Serum concentrations greater than 2 mcg/mL were reached 45
minutes after intragastric rifampin administration of 20 mg/kg and
concentrations were maintained at greater than 3 mcg/mL for at
least 24 hours.
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Elimination: Horses: Only 6.82% of the intravenous dose of 10
mg/kg was recovered in the urine as rifampin or
desacetylrifampin, an active metabolite.®*® It is not known if the
rifampin that is not recovered is predominately sequestered in the
tissue or perhaps excreted in bile primarily as desacetylrifampin, a
more polar and more easily bile-excreted compound. &€

Total clearance—

Horses: 1.14 mL/min/kg;®® 1.34 mL/min/kg.®R
Sheep: 1.16 + 0.21 mL/min/kg; 2" 5.17 mL/min/kg.*

Precautions to Consider

Species sensitivity

Dogs: There is very little information about the effects of rifampin in
small animals; however, there is anecdotal information warning
that up to 20% or more of dogs receiving 5 to 10 mg per kg of
body weight (mg/kg) a day will develop increases in hepatic
enzymes that may lead to clinical hepatitis.** Because one study
found peak serum concentrations in dogs that were four times that
of horses after a standard dose of 10 mg/kg, it has been suggested
that the incidence of side effects in dogs may be due to
overdosage.™®* ® Some clinicians have noted lethargy,
bilirubinemia, and bilirubinuria in dogs administered rifampin, but
there is no information on incidence of adverse effects, dosage
administered, pretreatment liver evaluation, or other factors.(?57

Tumorigenicity

Studies in female mice of a strain known to be particularly susceptible
to the spontaneous development of hepatomas have shown that
rifampin, given in doses of 2 to 10 times the maximum human
dose (20 mg per kg of body weight, up to 600 mg every 12 hours)
for 1 year, causes a significant increase in the development of
hepatomas. However, studies in male mice of the same strain, in
other strains of male or female mice, and in rats have not shown
that rifampin is tumorigenic.®2

Pregnancy/Reproduction

Mice and rats: Oral doses of 150 to 250 mg/kg during pregnancy
produced dose-dependent teratogenic effects in offspring,
including cleft palate in the mouse and spina bifida in the rat.®?

Human information: Rifampin has caused postnatal hemorrhage in the
mother and infant when administered during the last weeks of
pregnancy.®®? Treatment with vitamin K may be indicated.®%

Lactation

Sheep: Rifampin is well-distributed into milk, with a milk to serum
concentration ratio of 0.9 to 1.28 in sheep given an intramuscular
dose of 10 mg/kg.R??

Drug interactions and/or related problems

The following drug interactions and/or related problems have been
selected on the basis of their potential clinical significance
(possible mechanism in parentheses where appropriate)—not
necessarily inclusive (» = major clinical significance):

Note: Combinations containing any of the following medications,
depending on the amount present, may also interact with this
medication.

Drugs metabolized by hepatic microsomal enzymes, including:

Ciprofloxacin®®?% or

Corticosteroids®™* or

Digitalis glycosides®™®* or

Itraconazole®3% or

Ketoconazole®®* or

Phenobarbital ®* or

Phenylbutazone®™*" or

Warfarin®4 31
(rifampin causes induction of hepatic enzymes in dogs, &%
mice,®?% horses, % 17 pigs,*** and rabbits, 2
2%} potentially increasing metabolism®™* and thereby
decreasing serum concentrations®™ of the above
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medications; there is some selectivity in enzyme induction so
that not every drug that is oxidized by the system is
affected;{®? in guinea pigs and rats, hepatic metabolism does
not appear to be significantly induced by commonly
administered dosages of rifampin®2% 2% put can be by
extremely high doses;??* phenobarbital will also increase the
metabolism of rifampin by enzyme induction®*")

Human drug interactions and/or related problems®7

In addition to the above drug interactions reported in animals, the
following drug interactions have been reported in humans, and are
included in the human monograph Rifampin (Systemic) in USP DI
Volume I; these drug interactions are intended for informational
purposes only and may or may not be applicable to the use of
rifampin in the treatment of animals:

Aminophylline or

Oxtriphylline or

Theophylline
(rifampin may increase metabolism of theophylline,
oxtriphylline, and aminophylline by induction of hepatic
microsomal enzymes, resulting in increased theophylline
clearance)

Anesthetics, hydrocarbon inhalation, except isoflurane
(chronic use of hepatic enzyme—inducing agents prior to
anesthesia, except isoflurane, may increase anesthetic
metabolism, leading to increased risk of hepatotoxicity)

Anticoagulants, coumarin- or indandione-derivative
(concurrent use with rifampin may enhance the
metabolism of these anticoagulants by induction of
hepatic microsomal enzymes, resulting in a considerable
decrease in the activity and effectiveness of the
anticoagulants; prothrombin time determinations may be
required as frequently as once a day; dosage adjustments
of anticoagulants may be required before and after
rifampin therapy)

Azole antifungals
(concurrent use may increase the metabolism of the azole
antifungals, lowering their plasma concentrations;
depending on the clinical situation, the dose of an azole
antifungal may need to be increased during concurrent
use with rifampin)

Barbiturates
(concurrent use with rifampin may enhance the
metabolism of hexobarbital by induction of hepatic
microsomal enzymes, resulting in lower serum
concentrations; there are conflicting data on rifampin’s
effect on phenobarbital; dosage adjustment may be
required)

Beta-adrenergic blocking agents, systemic
(concurrent use of metoprolol or propranolol with
rifampin has resulted in reduced plasma concentrations of
these two beta-adrenergic blocking agents due to
enhanced metabolism of hepatic microsomal enzymes by
rifampin; although not documented, other beta-adrenergic
blocking agents may also
interact with rifampin)

Bone marrow depressants
(concurrent use of bone marrow depressants with
rifampin may increase the leukopenic and/or
thrombocytopenic effects; if concurrent use is required,
close observation for myelotoxic effects should be
considered)

Chloramphenicol
(concurrent use with rifampin may enhance the
metabolism of chloramphenicol by induction of hepatic
microsomal enzymes, resulting in significantly lower
serum chloramphenicol concentrations; dosage
adjustment may be necessary)

Clofazimine
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(concurrent use with rifampin has resulted in reduced
absorption of rifampin, delaying its time to peak
concentration, and increasing its half-life)

Corticosteroids, glucocorticoid and mineralocorticoid
(concurrent use with rifampin may enhance the
metabolism of corticosteroids by induction of hepatic
microsomal enzymes, resulting in a considerable decrease
in corticosteroid plasma concentrations; dosage
adjustment may be required; rifampin has also
counteracted endogenous cortisol and produced acute
adrenal insufficiency in patients with Addison’s disease)

Cyclosporine
(rifampin may enhance metabolism of cyclosporine by
induction of hepatic microsomal enzymes and intestinal
cytochrome P450 enzymes; dosage adjustment may be
required)

Dapsone
(concurrent use with rifampin may decrease the effect of
dapsone because of increased metabolism resulting from
stimulation of hepatic microsomal enzyme activity;
dapsone concentrations may be decreased by half;
dapsone dosage adjustments are not required during
concurrent therapy with rifampin for leprosy)

Diazepam
(concurrent use with rifampin may enhance the
elimination of diazepam, resulting in decreased plasma
concentrations;
whether this effect applies to other benzodiazepines has
not
been determined; dosage adjustment may be necessary)

Disopyramide or

Mexiletine or

Propafenone or

Quinidine or

Tocainide
(concurrent use with rifampin may enhance the
metabolism of these antiarrhythmics by induction of
hepatic microsomal enzymes, resulting in significantly
lower serum antiarrhythmic concentrations; serum
antiarrhythmic concentrations should be monitored and
dosage adjustment may be necessary)

Estramustine or

Estrogens
(concurrent use of estramustine or estrogens with
rifampin may result in significantly reduced estrogenic
effect because of stimulation of estrogen metabolism or
reduction in enterohepatic circulation of estrogens)

Hepatotoxic medications, other
(concurrent use of rifampin and other hepatotoxic
medications may increase the potential for hepatotoxicity;
patients should be monitored closely for signs of
hepatotoxicity)

Isoniazid
(concurrent use of isoniazid with rifampin may increase
the
risk of hepatotoxicity, especially in patients with
preexisting
hepatic function impairment and/or in fast acetylators of
isoniazid; patients should be monitored closely for signs
of hepatotoxicity during the first 3 months of therapy)

Phenytoin
(concurrent use with rifampin may stimulate the hepatic
metabolism of phenytoin, increasing its elimination and
thus counteracting its anticonvulsant effects; careful
monitoring of serum hydantoin concentrations and dosage
adjustments may be necessary before and after rifampin
therapy)

Probenecid
(may compete with rifampin for hepatic uptake when
used concurrently, resulting in increased and more
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prolonged rifampin serum concentrations and/or toxicity;
however, the effect on rifampin serum concentrations is
inconsistent, and concurrent use of probenecid to increase
rifampin serum concentrations is not recommended)
Trimethoprim
(concurrent use with rifampin may significantly increase
elimination and shorten the elimination half-life of
trimethoprim)
Verapamil, oral
(rifampin has been found to accelerate the metabolism of
oral
doses of verapamil, resulting in a significant decrease in
serum verapamil concentration, and thereby reversing its
cardiovascular effects; concurrent use of intravenous
verapamil with rifampin was found to have only minor
effects on verapamil’s clearance and no significant effect
on cardiovascular effects)

Laboratory value alterations
The following have been selected on the basis of their potential
clinical significance (possible effect in parentheses where
appropriate)—not necessarily inclusive (» = major clinical
significance):
With diagnostic test results
Indocyanine green and
Sulfobromophthalein sodium excretion test (BSP)
(in rats, plasma clearances of indocyanine green and
sulfobromophthalein sodium were increasingly and
significantly delayed after 200 mg per kg of body weight a
day was administered for 1 to 7 days;®?} the impact of
recommended doses, such as 20 mg/kg a day, on these
excretion tests has not been measured)
With physiology/laboratory test values
Alkaline phosphatase(~°"
(in the dog, mild increases in serum alkaline phosphatase
levels
are common and are not considered significant unless
accompanied by elevations in other hepatic enzymes)®®* >4

Human laboratory value alterations®
The following laboratory value alterations have been reported in
humans, and are included in the human monograph Rifampin
(Systemic) in the USP DI Volume I; these laboratory value
alterations are intended for informational purposes only and may
or may not be applicable to the use of rifampin in the treatment of
animals:
With diagnostic test results
Coombs’ (antiglobulin) tests, direct
(may become positive rarely during rifampin therapy)
Dexamethasone suppression test
(rifampin may prevent the inhibitory action of a standard
dexamethasone dose administered for the overnight
suppression test, rendering the test abnormal; it is
recommended that rifampin therapy be discontinued 15
days before administering the dexamethasone suppression
test)
Folate determinations, serum and
Vitamin B;, determinations, serum
(therapeutic concentrations of rifampin may interfere with
standard microbiological assays for serum folate and
vitamin B, ; alternate methods must be considered when
determining serum folate and vitamin By, concentrations
in patients taking
rifampin)
Sulfobromophthalein (BSP) uptake and excretion
(hepatic uptake and excretion of BSP in liver function
tests
may be delayed by rifampin, resulting in BSP retention;
the
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BSP test should be performed prior to the daily dose of
rifampin to avoid false-positive test results)

Urinalyses based on spectrometry or color reaction
(rifampin may interfere with urinalyses that are based on
spectrometry or color reaction due to rifampin’s reddish-
orange to reddish-brown discoloration of urine)

With physiology/laboratory test values

Alanine aminotransferase (ALT [SGPT]) and

Alkaline phosphatase and

Aspartate aminotransferase (AST [SGOT])
(values may be increased)

Bilirubin, serum and

Blood urea nitrogen (BUN) and

Uric acid, serum
(concentrations may be increased)

Medical considerations/Contraindications
The medical considerations/contraindications included have been
selected on the basis of their potential clinical significance
(reasons given in parentheses where appropriate)—not necessarily
inclusive (» = major clinical significance).
Risk-benefit should be considered when the following medical
problem exists:
»  Hepatic function impairment, severe
(in dogs, hepatic function impairment may predispose to
major side effects, and the risk should be carefully
considered; in any species, dosage adjustments may be
necessary with hepatic dysfunction and avoiding use of
rifampin should be considered)®* &

Patient monitoring
The following may be especially important in patient monitoring
(other tests may be warranted in some patients, depending on
condition; » = major clinical significance):
Hepatic enzyme tests
(particularly in dogs, hepatic enzymes should be monitored
during rifampin therapy)

Side/Adverse Effects

The following side/adverse effects have been selected on the basis of
their potential clinical significance (possible signs and, for
humans, symptoms in parentheses where appropriate)—not
necessarily inclusive:

Those indicating need for medical attention

Incidence more frequent

Foals
Diarrhea, self-limiting—often occurs in the first week of therapy
and resolves without treatment®3%

Incidence unknown

Dogs
Hepatotoxicity®*

Horses
With intravenous administration (dimethylsulfoxide vehicle)
Allergic reactions, specifically anaphylactoid reactions; ™"
central nervous system depression, generalized;®*® decreased
appetite; ¥ signs of distress (apprehension, pawing with
forefeet, shifting of weight-bearing from one side to another); 14
sudden defecation; ™™ weakness or unsteadiness®®**
Note: Hemolysis was seen grossly in blood samples of some

horses administered intravenous rifampin at a dose of 10
mg/kg'{R—lfi}

The signs listed above have been reported with
administration of rifampin in a dimethylsulfoxide vehicle;
therefore, it is unclear whether some effects, such as allergic
reactions or hemolysis, were caused by the vehicle or by
rifampin. 78

Those indicating need for medical attention only if they

continue or are bothersome

Incidence more frequent
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Horses
Sweating, mild to moderate—may occur with parenteral

administration, more prominent with intravenous administration®®
13; 14}

Human side/adverse effects®™™*

In addition to the above side/adverse effects reported in animals, the
following side/adverse effects have been reported in humans, and
are included in the human monograph Rifampin (Systemic) in USP
DI Volume I; these side/adverse effects are intended for
informational purposes only and may or may not be applicable to
the use of rifampin in the treatment of animals:

Incidence more frequent
Gastrointestinal disturbances; reddish-orange to reddish-
brown
discoloration of urine, feces, saliva, sputum, sweat, and
tears
Incidence less frequent
Flu-like syndrome (chills; difficult breathing; dizziness;
fever;
headache; muscle and bone pain; shivering); fungal
overgrowth;
hypersensitivity
Incidence rare
Blood dyscrasias; hepatitis; hepatitis prodromal symptoms;
interstitial nephritis
Note: Intermittent use of rifampin may increase the chance of a
patient developing the flu-like syndrome, as well as acute
hemolysis or renal failure. These reactions are thought to be
immunologically mediated, and intermittent use of the
medication should be limited to those conditions in which its
safety and efficacy have been established.

Overdose

For more information in the case of overdose or unintentional
ingestion, contact the American Society for the Prevention of
Cruelty to Animals (ASPCA) National Animal Poison Control
Center (888-426-4435 or 900-443-0000; a fee may be required
for consultation) and/or the manufacturer.

LDsp

The lethal dose for 50% of test animals (LDsy) is approximately 885
mg per kg of body weight (mg/kg) in the mouse, 1720 mg/kg in
the rat, and 2120 mg/kg in the rabbit.f2

Clinical effects of overdose

In human beings, overdose can cause mental changes, nausea and
vomiting, angioedema, generalized pruritus, and red-orange
discoloration of the mucous membranes, sclera, and skin. (%%
Signs of overdose specific to animals are not known.

Treatment of overdose

From the human therapeutic literatur

To decrease absorption—
Evacuating stomach contents using ipecac syrup or gastric lavage.
Administering an activated charcoal slurry to help adsorb residual
rifampin in the gastrointestinal tract.

Supportive therapy.

o-{R2: 63}

Client Consultation

Notify your veterinarian of any medications your animal is already
receiving before treatment or any medications that may be
initiated during treatment with rifampin because drug interactions
can occur.®# It is important to be sure that the animal receives
the full course of treatment prescribed. However, if new signs
occur, such as decreased appetite, depression, diarrhea, or
jaundice, (%% 1434 contact your veterinarian.
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Reddish-orange to reddish-brown discoloration of urine, stools, saliva,
sputum, sweat, and tears may occur as a typical effect of the
medication, but is not harmful (6% &4

General Dosing Information

The National Committee for Clinical Laboratory Standards (NCCLS)
in the United States lists minimum inhibitory concentration (MIC)
breakpoints of animal isolates for rifampin as < 1 mcg/mL for
susceptible organisms and > 4 meg/mL for resistant organisms. &
8 Organisms testing between these values are considered
intermediate and may or may not be inhibited.(*%

Specifically for Rhodococcus equi, one study of nine strains found
minimum inhibitory concentrations (MICs) for rifampin to be
0.0078 to 0.0625 mcg/mL.=1% |n another study, a MIC of less
than or equal to 0.25 mcg/mL was found for 18 Rhodococcus equi
iiolates;"”} 83% of these isolates had an MIC of 0.0625 or less.®
b

Other equine organisms have also been found to have MICs of less
than 0.25 mcg/mL, including coagulase-positive Staphylococcus
species (MIC of 0.0625 or less), Streptococcus zooepidemicus
(MIC of 0.0625 or less), S. equi (MIC of 0.0625 or less), S.
equisimilis (MIC of 0.125 or less), and Corynebacterium
pseudotuberculosis (MIC of 0.0156 or less).(® ™ Gram-negative
organisms have been found to be variably susceptible or
resistant.®” The MICs of 19 Actinobacillus isolates from horses
ranged from 1 to 4 meg/mL. 7"

The possibility of mixed infections involving both gram-positive and
gram-negative organisms should be considered in some situations,
such as young horses with respiratory tract infections.®7: %
Because nonenteric gram-negative organisms can have variable
susceptibility, susceptibility data should be used to determine the
appropriate therapy.®"” The possibility of mixed infections and
the rapid rise of resistance to rifampin make combination therapy
the most logical recourse in many cases.'®” Rifampin has been
shown in in vitro tests to have synergistic activity with
erythromycin or trimethoprim and to have an additive effect with
ampicillin or penicillin G.%7 %% However, rifampin’s activity in
in vitro tests can be antagonistic to those of other antimicrobials,
such as gentamicin;®% it is not certain how this interaction might
affect in vivo activity.

For oral dosage forms only
Administration with food reduces the rate of absorption and prolongs
the time to peak concentration in adult horses.

Oral Dosage Forms

Note: Rifampin is not specifically approved for veterinary use. In
other USP information monographs the £ and £
designations indicate uses that are not included in U.S. and
Canadian product labeling; however, in this monograph they
reflect the lack of veterinary products and, therefore, product
labeling.

RIFAMPIN CAPSULES USP
Usual dose:
ELUSCANPReymonia, Rhodococcus equit; or
ELUSCANExtrapulmonary infection, Rhodococcus equi—Foals: Oral, 5
mg per kg of body weight every twelve hours in combination with
25 mg of erythromycin estolate or erythromycin ethylsuccinate
per kg of body weight every six to eight hours.®®3* % Therapy
may be continued for four to nine weeks or until radiographs and
complete blood counts are normal B4R
ELUSCANDotomac horse fever—Horses: Oral, 10 mg per kg of body
weight every twelve hours in combination with 25 mg of
erythromycin estolate or erythromycin ethylsuccinate per kg of
body weight every twelve hours.B-(R-56
Note: ***“*"Horses—Although the safety and efficacy of rifampin
have not been established, an oral dose of 10 mg rifampin per kg
of body weight every twelve hours has been used in the
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treatment of susceptible bacterial infections, such as
staphylococcal infections in horses, based on pharmacokinetic
data.®*% 7 It is usually administered in combination with another
antimicrobial, such as erythromycin or penicillin E4R 7

ELUSCANCattle, goats, and sheep—For use in animals not to be
used in the production of human food: Although the safety and
efficacy of rifampin have not been established, an oral dose of
20 mg per kg of body weight every twenty-four hours has been
used in the treatment of susceptible bacterial infections in
cattle® 2 and sheep, ™% 2" based on pharmacokinetic data. For
the treatment of paratuberculosis in cattle, goats, and sheep, an
oral dose of 20 mg per kg of body weight every twenty-four
hours, administered in conjunction with 20 mg of oral isoniazid
per kg of body weight every twenty-four hours, has been used to
control signs, based on case reports®®?® and the
pharmacokinetics known; % 2 however, clinical improvement
only occurs for a short period of time and does not prevent
spread of the infection to other animals.{?-2% 4“3

Extra-label withdrawal times—U.S. and Canada: The use of
rifampin in food-producing animals has not been approved by
the Food and Drug Administration or the Canadian Health
Protection Branch; therefore, there are no established withdrawal
times.

The issue of whether rifampin should be used in food animals is
complicated by its link to hepatic tumors in one strain of female
mice (see Tumorigenicity under Precautions in this monograph).
The significance of this link is not known, but any residue of a
known carcinogen in animal products for human consumption is
considered a violation of the Food, Drug, and Cosmetic Act. As
such, the USP Veterinary Medicine Advisory Panel has
concluded that rifampin should not be administered to animals
intended for production of products for human consumption.

ELUSCAND ogs—If rifampin is administered to dogs, dosing of
rifampin should generally be kept below 10 mg per kg of body
weight a day, based on limited pharmacokinetic data and reports
of hepatic toxicity in dogs.®* A single oral dose of 10 mg per
kg appears to produce much higher serum concentrations than
the same dose administered to other species,®* ® with a
possibly increased risk of toxicity. The best dose for maximum
safety and efficacy has not been established.®

Strength(s) usually available:
UsS—
Veterinary-labeled product(s):
Not commercially available.
Human-labeled product(s):
150 mg (Rx) [Rifadin].*2
300 mg (Rx) [Rifadin;®®? Rimactane;*?* GenerIc].
Canada—
Veterinary-labeled product(s):
Not commercially available.
Human-labeled product(s):
150 mg (Rx) [Rifadin; Rimactane; Rofact].
300 mg (Rx) [Rifadin; Rimactane; Rofact].

Packaging and storage: Store below 40 °C (104 °F), in a tight
container, unless otherwise specified by the manufacturer.f% %
Protect from light. %%

Preparation of dosage form: Human product labeling suggests the
preparation of an extemporaneous oral 1% w/v suspension with
preprepared syrups when necessary.(R2

USP requirements: Preserve in tight, light-resistant containers,
protected from excessive heat. Contain the labeled amount, within
+10%. Meet the requirements for Identification, Dissolution (75%
in 45 minutes in 0.1 N hydrochloric acid in Apparatus 1 at 100
rpm), Uniformity of dosage units, and Loss on drying (not more
than 3.0%).®3
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Parenteral Dosage Forms

Note: Rifampin is not specifically approved for veterinary use. In
other USP information monographs the £-“°and "
designations indicate uses that are not included in U.S. and
Canadian product labeling; however, in this monograph they
reflect the lack of veterinary products and, therefore, product
labeling.

RIFAMPIN FOR INJECTION USP

Note: E-"*“*"Although parenteral pharmacokinetic studies have been
performed in horses®™% 7 2% and sheep,?2% 2122 rifampin is
generally administered by the oral route in animals.
See Rifampin Capsules USP; however, also note that oral dosing
for horses is adjusted for poor bioavailability. Use of an oral
dose for parenteral administration of rifampin could result in
overdosage.
Parenteral rifampin should be administered only by the
intravenous route, not intramuscularly or subcutaneously.®
Extra-label withdrawal times—U.S. and Canada: The use of
rifampin in food-producing animals has not been approved by
the Food and Drug Administration or the Canadian Health
Protection Branch; therefore, there are no established withdrawal
times.

Strength(s) usually available:
UsS—
Veterinary-labeled product(s):
Not commercially available.
Human-labeled product(s):
600 mg (Rx) [Rifadin IV].%2
Canada—
Veterinary-labeled product(s):
Not commercially available.
Human-labeled product(s):
Not commercially available.

Packaging and storage: Store below 40 °C (104 °F), preferably
between 15 and 30 °C (59 and 86 °F), in a tight container, unless
otherwise specified by the manufacturer. Protect from light.®2

Preparation of dosage form: Human product labeling recommends
that 600 mg of rifampin powder be reconstituted with 10 mL of
sterile water for injection to produce a 60 mg per mL (mg/mL)
solution.(*%

Prior to intravenous infusion, the amount calculated for administration
is added to 500 mL or, in some cases, 100 mL of infusion medium
and mixed well before administration.®® Dextrose 5% for
Injection is recommended for infusion medium, but sterile saline
may also be used with a slight reduction in stability.®2

Stability: The reconstituted 60 mg/mL solution is stable for 24 hours
at room temperature.®®? Once mixed with infusion medium to
produce a 100 mL or 500 mL solution, the product should be
administered within 4 hours; precipitation of rifampin may occur
after this time.®2

USP requirements: Preserve in Containers for Sterile Solids.
Contains the labeled amount, within —10% to +15%. Meets the
requirements for Identification, Bacterial endotoxins, Sterility, pH
(7.8-8.8, in a solution containing 60 mg of rifampin per mL),
Water (not more than 1.0%), and Particulate matter.*}

Developed: 11/05/99
Interim revision: 09/30/02; 03/28/03; 06/30/07

References

© 2007 The United States Pharmacopeial Convention

1. USP dictionary of USAN and international drug names, 2006 ed.
Rockville, MD: The United States Pharmacopeial Convention,
Inc.; 2006.

2. Rifadin and Rifadin 1.V. package insert (Hoechst Marion Roussel,
Inc—US), Rev 2/96, Rec 2/4/97.

3. The United States pharmacopeia. The national formulary. USP 30th
revision (May 1, 2007). NF 25th ed (May 1, 2007). Rockville,
Maryland: The United States Pharmacopeial Convention, Inc.;
2006.

4. Frank LA. Clinical pharmacology of rifampin. J Am Vet Med
Assoc 1990 Jul 1; 197(1): 114-7.

5. Burrows GE, MacAllister CG, Tripp P, et al. Interactions between
chloramphenicol, acepromazine, phenylbutazone, rifampin, and
thiamylal in the horse. Equine Vet J 1989; 21(1): 34-8.

6. Kohn CW, Sams R, Kowalske JJ, et al. Pharmacokinetics of single
intravenous and single and multiple dose oral administration of
rifampin in mares. J Vet Pharmacol Ther 1993; 16: 119-31.

7. Wilson WD, Spensley MS, Baggot JD, et al. Pharmacokinetics,
bioavailability, and in vitro antibacterial activity of rifampin in the
horse. Am J Vet Res 1988 Dec; 49(12): 2041-6.

8. The National Committee for Clinical Laboratory Standards
(NCCLS). Performance standards for antimicrobial disk and
dilution susceptibility tests for bacteria isolated from animals;
proposed standards. NCCLS document M31-P (ISBN 1-56238-
258-6). Villanova, PA: National Committee for Clinical
Laboratory Standards; 1994. p. 5-6, 34-7.

9. Kerry DW, Hamilton-Miller IMT, Brumfitt W. Trimethoprim and
rifampicin: in vitro activities separately and in combination. J
Antimicrob Chemother 1975; 1: 417-27.

10. Prescott JF, Nicholson VM. The effects of combinations of
selected antibiotics on the growth of Corynebacterium equi. J Vet
Pharmacol Ther 1984; 7: 61-4.

11. Thornsberry C, Hill BC, Swenson JM, et al. Rifampin: spectrum
of antibacterial activity. Rev Infect Dis 1983 Jul/Aug;
5(Supplement 3): S412-S417.

12. Wehrli W. Rifampin: mechanisms of action and resistance. Rev
Infect Dis 1983 Jul/Aug; 5(Suppl 3): S407-S411.

13. Burrows GE, MacAllister CG, Beckstrom DA, et al. Rifampin in
the horse: comparison of intravenous, intramuscular, and oral
administrations. Am J Vet Res 1985 Feb; 46(2): 442-6.

14. Burrows GE, MacAllister CG, Ewing P, et al. Rifampin
disposition in the horse: effects of age and method of oral
administration. J Vet Pharmacol Ther 1992; 15: 124-32.

15. Baggot JD. Bioavailability and bioequivalence of veterinary drug
dosage forms, with particular reference to horses: an overview. J
Vet Pharmacol Ther 1992 Jun; 15(2): 160-73.

16. Castro LA, Brown MP, Gronwall R, et al. Pharmacokinetics of
rifampin given as a single oral dose in foals. Am J Vet Res 1986
Dec; 47(12): 2584-6.

17. Burrows GE, MacAllister CG, Ewing P, et al. Rifampin
disposition in the horse: effects of repeated dosage of rifampin or
phenylbutazone. J Vet Pharmacol Ther 1992; 15: 305-8.

18. Chan K. Rifampicin concentrations in cerebrospinal fluid and
plasma of the rabbit by high performance liquid chromatography.
Methods Find Exp Clin Pharmacol 1986 Dec; 8(12): 721-6.

19. Sweeney RW, Divers TJ, Benson C, et al. Pharmacokinetics of
rifampin in calves and adult sheep. J Vet Pharmacol Ther 1988
Dec; 11(4): 413-6.

20. Lobo MC, Mandell GL. Treatment of experimental staphylococcal
infection with rifampin. Antimicrob Agents Chemother 1972 Sep;
2(3): 195-200.

21. Jernigan AD, St-Jean GD, Rings DM, et al. Pharmacokinetics of
rifampin in adult sheep. Am J Vet Res 1991 Oct; 52(10): 1626-9.

22. Ziv G, Sulman FG. Evaluation of rifamycin SV and rifampin
kinetics in lactating ewes. Antimicrob Agents Chemother 1974
Feb; 5(2): 139-42.

23. St-Jean G, Jernigan AD. Treatment of Mycobacterium
paratuberculosis infection in ruminants. Vet Clin North Am Food
Anim Pract 1991 Nov; 7(3): 793-804.

All rights reserved 8



24.

25.

26.

217.

28.

29.

30.

31

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

Physicians desk reference, 51st ed. Montvale, NJ: Medical
Economics Data Production; 1995. p. 896.

Adachi Y, Nanno T, Yamashita M, et al. Induction of rat liver
bilirubin-conjugating enzymes and glutathione S-transferase by
rifampicin. Gastroenterol Jpn 1985 Apr; 20(2): 104-10.

Benedetti MS, Dostert P. Induction and autoinduction properties
of rifamycin derivatives: a review of animal and human studies.
Environ Health Perspect 1994 Nov; 102(Suppl 9): 101-5.
Abramson FP, Lutz MP. The kinetics of induction by rifampin of
alphal-acid glycoprotein and antipyrine clearance in the dog.
Drug Metab Dispos 1986; 14(1): 46-51.

Whitehouse LW, Iverson F, Wong LT. Effects of rifampin
pretreatment on hepatic parameters in the rabbit. Toxicol Lett
1985 Feb-Mar; 24(2-3): 131-6.

Barriere SL, Kaatz GW, Seo SM. Enhanced elimination of
ciprofloxacin after multiple-dose administration of rifampin to
rabbits. Antimicrob Agents Chemother 1989 Apr; 33(4): 589-90.
Kaltenbach G, Leveque D, Peter J, et al. Pharmacokinetic
interaction between itraconazole and rifampin in Yucatan
miniature pigs. Antimicrob Agents Chemother 1996 Sep; 40(9):
2043-6.

Wells PS, Holbrook AM, Crowther NR, et al. Interactions of
warfarin with drugs and food. Ann Intern Med 1994 Nov 1;
121(9): 676-83.

Prescott JF, Sweeney CR. Treatment of Corynebacterium equi
pneumonia of foals: a review. J Am Vet Med Assoc 1985 Oct;
187(7): 725-8.

Knottenbelt DC. Rhodococcus equi infection in foals: a report of
an outbreak on a thoroughbred stud in Zimbabwe. Vet Rec 1993
Jan 23; 132(4): 79-85.

Hillidge CJ. Use of erythromycin-rifampin combination in
treatment of Rhodococcus equi pneumonia. Vet Microbiol 1987
Aug; 14(3): 337-42.

Hillidge CJ. Review of Corynebacterium (Rhodococcus) equi lung
abscesses in foals; pathogenesis, diagnosis, and treatment. Vet
Rec 1986 Sep 13; 119: 261-4.

Sweeney CR, Sweeney RW, Divers TJ. Rhodococcus equi
pneumonia in 48 foals: response to antimicrobial therapy. Vet
Microbiol 1987 Aug; 14(3): 329-36.

Nay TS. Extrapulmonary Rhodococcus equi in a thoroughbred
foal. Can Vet J 1996 Oct; 37(10): 623-4.

Chaffin MK, Honnas CM, Crabill MR, et al. Cauda equina
syndrome, diskospondylitis, and a paravertebral abscess caused by
rhodococcus equi in a foal. J Am Vet Med Assoc 1995 Jan 15;
206(2): 215-20.

Kenney DG, Robbins SC, Prescott JF, et al. Development of
reactive arthritis and resistance to erythromycin and rifampin in a
foal during treatment for Rhodococcus equi pneumonia. Equine
Vet J 1994; 25(3): 246-8.

Collatos C, Clark ES, Reef VB, et al. Septicemia, atrial
fibrillation, cardiomegaly, left atrial mass, and Rhodococcus equi
septic osteoarthritis in a foal. J Am Vet Med Assoc 1990 Oct 15;
197(8): 1039-42.

Desjardins MR, Vachon AM. Surgical management of
Rhodococcus equi metaphysitis in a foal. J Am Vet Med Assoc
1990 Sep 1; 197(5): 608-12.

Perdrizet JA, Scott DW. Cellulitis and subcutaneous abscesses
caused by Rhodococcus equi infection in a foal. J Am Vet Med
Assoc 1987 Jun 15; 190(12): 1559-61.

Chiodini RJ. Biochemical characteristics of various strains of
Mycobacterium paratuberculosis. Am J Vet Res 1986 Jul; 47(7):
1442-5.

Slocombe RF. Combined streptomycin-isoniazid-rifampin therapy
in the treatment of Johnes disease in a goat. Can Vet J 1982 May;
23(5): 160-3.

Gunn-Moore DA, Jenkins PA, Lucke VM. Feline tuberculosis: a
literature review and discussion of 19 cases caused by an unusual
mycobacterial variant. Vet Rec 1996 Jan 20; 138(3): 53-8.

de Bolla GJ. Tuberculosis in a cat [letter]. Vet Rec 1994 Mar 26;
134(13): 336.

© 2007 The United States Pharmacopeial Convention

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

Wilesmith JW, Clifton-Hadley RS. Tuberculosis in cats
[comment]. Vet Rec 1994 Apr 2; 134(14): 359.

Greth A, Flamand JR, Delhomme A. An outbreak of tuberculosis
in a captive herd of Arabian oryx (Orys leucorys): management.
Vet Rec 1994 Feb 12; 134(7): 165-7.

Zak O, Tosch W, Sande MA. Correlation of antibacterial activities
of antibiotics in vitro and in animal models of infection. J
Antimicrob Chemother 1985 Jan; 25(Suppl A): 273-82.
Guitierrez CB, Piriz S, Vadillo S, et al. In vitro susceptibility of
Actinobacillus pleuropneumoniae strains to 42 antimicrobial
agents. Am J Vet Res 1993 Apr; 54(4): 546-50.

Stevens DL, Laine BM, Mitten JE. Comparison of single and
combination antimicrobial agents for prevention of experimental
gas gangrene caused by Clostridium perfringens. Antimicrob
Agents Chemother 1987 Feb; 31(2): 312-6.

Traub WH. Chemotherapy of experimental (murine) Clostridium
perfringens type A gas gangrene. Chemotherapy 1988; 34(6):
472-7.

Duran SP, Manzano JV, Valera RC, et al. In-vitro antimicrobial
susceptibility of Bacteroides and Fusobacterium isolated from
footrot in goats. Br Vet J 1990; 146(5): 437-42.

O’Reilly T, Kunz S, Sande E, et al. Relationship between
antibiotic concentration in bone and efficacy of treatment of
staphylococcal osteomyelitis in rats: azithromycin compared with
clindamycin and rifampin. Antimicrob Agents Chemother 1992
Dec; 36(12): 2693-7.

Gutierrez Martin CB, Rodriguez Ferri EF. In vitro susceptibility of
Pasteurella multocida subspecies multocida strains isolated from
swine to 42 antimicrobial agents. Zentralbl Bakteriol 1993 Aug;
279(3): 387-93.

Palmer JE, Benson CE. Effect of treatment with erythromycin and
rifampin during the acute stages of experimentally induced equine
ehrlichial colitis. Am J Vet Res 1992 Nov; 53(11): 2071-6.
Ackerman L. Cutaneous bacterial granuloma (botryomycosis) in
five dogs: treatment with rifampin. Mod Vet Pract 1987 Jul/Aug;
68(7/8): 404-9.

Beck DM. Can rifampin help manage CNS infections and internal
abscesses in cats? Vet Med 1987 Dec; 82(12): 1239-40.
Renneberg J, Karlsson E, Nilsson B, et al. Interactions of drugs
acting against Staphylococcus aureus in vitro and in a mouse
model. J Infect 1993 May; 26(3): 265-77.

St-Jean G, Smeak DD, Hubbell JAE, et al. Resolution of
pyothorax in a white-tailed deer by thoracotomy, tube drainage
and lavage. Can Vet J 1990 Feb; 31: 110-2.

Gezon HM, Bither HD, Gibbs HC, et al. Identification and control
of paratuberculosis in a large herd. Am J Vet Res 1988 Nov;
49(11): 1817-23.

Sanchez MS, Ford CW, Yancey RJ. Evaluation of antibiotic
effectiveness against Staphylococcus aureus surviving within the
bovine mammary gland macrophage. J Antimicrob Chemother
1988 Jun; 21(6): 773-86.

Wong P. Acute rifampin overdose: a pharmacokinetic study and
review of the literature. J Pediatr 1984; 104(5): 781-3.

Essey MA, Koller MA. Status of bovine tuberculosis in North
America. Vet Microbiol 1994; 40: 15-22.

Finel JM, Pittillo RF, Mellett LB. Flourometric and
microbiological assays for rifampicin and the determination of
serum levels in the dog. Chemotherapy 1971; 16: 380-8.

Prescott JF. Rhodococcus equi: an animal and human pathogen.
Clin Microbiol Rev 1991 Jan; 4(1): 20-34.

Giguere S, Prescott JF. Clinical manifestations, diagnosis,
treatment, and prevention of Rhodococcus equi infections in foals.
Vet Microbiol 1997 June 16; 56(3-4): 313-34.

Molik GM. Early clinical response to different therapeutic
regimens for human brucellosis. Am J Trop Med Hyg 1998;
58(2): 190-1.

Solera J, Rodriquez-Zopoto M, Geijo P, et al. Doxycycline-
rifampin versus doxycycline-streptomycin in treatment of human
brucellosis due to Brucella melitensis. Antimicrob Agents
Chemother 1995 Sep; 39(9): 2061-7.

All rights reserved 9



70.

71.

72.

73.

74.

75.

76.

77.

78.
79.

Colmenero Costillo JD, Alonso A, Ruis Diaz F, et al. Comparative
trial of doxycycline plus steptomycin versus doxycycline plus
rifampin for the therapy of human brucellosis. Chemotherapy
1989; 35(2): 146-52.

Acocello G, Bertrand A, Beytout J, et al. Comparison of three
different regimens in the treatment of acute brucellosis; a
multicenter multinational study. J Antimicrob Chemother 1989;
23(3): 433-9.

Ariza J, Fernandez-Viladrich P, Rufi G, et al. Comparative trial of
rifampin-doxycycline versus tetracycline-streptomycin in the
therapy of human brucellosis. Antimicrob Agents Chemother
1985 Oct; 28(4): 548-51.

Mateu-de-Antonio EM, Martin M. In vitro efficacy of several
antimicrobial combinations against Brucella canis and Brucella
melitensis strains isolated from dogs. Vet Microbiol 1995 Jun;
45(1): 1-10.

Decre D, Bergogne-Berezin E, Phillippon A, et al. In vitro
susceptibility of Rhodococcus equi to 27 antibiotics [letter]. J
Antimicrob Chemother 1991 Aug; 28(2): 311-3.

Verville TD, Slater LN, Kuhls TL, et al. Rhodococcus equi
infections of humans: 12 cases and a review of the literature.
Medicine (Baltimore) 1994 May; 73(3): 119-32.

Nordmann P, Kerestedjion J, Ronco E. Therapy of Rhodococcus
equi disseminated infections in nude mice. Antimicrob Agents
Chemother 1992 Jan; 36(6): 1244-8.

Arlotti M, Zoboli G, Moscatelli GL, et al. Rhodococcus equi
infection in HIV-positive subjects: a retrospective analysis of 24
cases. Scand J Infect Dis 1996; 28: 463-7.

Panel comment, Rec 6/24/99.

USP DI Volume I: Drug information for the healthcare
professional. Thomson Micromedex. Available at
www.thomsonhc.com. Accessed on December 8, 2006.

© 2007 The United States Pharmacopeial Convention

All rights reserved

10



