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DESCRIPTION

PRIFTIN® (rifafpcmine‘; for - . winunistration contains 150 mg of the active ingredient
rifapentine per tablet.

The 150 mg tablets also coatain 4 mactive ingredients: calcium stearate. disodium EDTA,

FD&C Blue No! 2 aluminum isne. hvdroxypropyl cellulose, hydroxypropy! methylcellulose,
microcrystalline cellulose pu-.- thyiene glycol, pregelatinized starch, propylene glycol, sodium
ascorbate, sodium laury! sulfa:: - starch glycolate, synthetic red iron oxide, and titanium

dioxide.

Rifapentine is a:nfamycin deirs siive anubsouc and has a similar profile of microbiological
activity to rifampin (nfampu ;. %+ molecular weight is 877.04.

The molecular formula s Cq~ti, 1N 40012,

The chemical name for rifaper *= < nfamycin 3-{{(4-cyclopentyl-1-piperazinyl)imino)methyl]-

Or
i

3-[N-(4-Cyclopenty! - {-piper. i biterminidoyl] rifamycin or

5.6,9,17,19,21-hexahydroxy  * inethoxy-2.4,1 2,16,18,20,22-heptamethyl-8-[N-(4-cyclopentyl-

1-piperazinyl)-formimidoyii-2  -cepax ypeatadeca(1.11,13]uienimino)naphtho(2,1-b]furan-

1,11(2H)-dione 21-acetate It n.as the following structure: ~

[l
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ACTIONS/CLINICAL PHARMACOLOGY BEST POSSIBLE COP¥
Ehamacgkineﬁg<
Absorption .: .

The absolute bi(f)availability ot c:fapentine has not been determined. The relative bioavailability
(with an oral solution as a retesence’s of nfapentine after a single 600 mg dose to healthy adult
volunteers was Y0%. The m: - irum . oncentrations were achieved from S to 6 hours after
administration of the 600 mg utapentine dose. Food (850 total calories: 33 g protein, 55 g fat
and 58 g carbohydrate) increas ¢ AUC (0-) and Cmax by 43% and 44%, respectively over that
observed when administered under fasting conditions.When oral doses of rifapentine were
administered once daily or on « evers 72 hours to healthy volunteers for 10 days, single dose
AUC(0-e0) value of rifapentins was sumular to its steady-state AUCgq (0-24h) or AUC (0-72h)

values, suggesti'ng no significant aute-induction effect on steady-state pharmacokinetics of
rifapentine. Ste;ady state conditions were achieved by day 10 following daily administration of
rifapentine 600 Jog. The pharmacokinetic characteristics of rifapentine and 25-desacetyl
rifapentine (_acti{vc metabolite# on day 10 following oral administration of 600 mg rifapentine
every 72 hours to healthy volunateers are contained in the following table.

Parameter . Rifipentine : 25-desacetyl Rifapentine

Mean £SD (n=12)

Cmax (ug/mL) | i541514.62 6.26 +2.06
AUC (0-72h)(pg*h/mL) 319.54 +91.52 215.88 + 85.96
{
T 172 (h) 13194138 13.35+£2.67
T max (h) 4.83 £ 1.80 ' 11.25 +2.73
Clpo L/h) | 2.03 £0.60 --
1
]
f
{
Distribution !

In 4 population ;!>harmac.okmc;:\. analysis in 351 tuberculosis patients who received 600 mg
rifapentine in combination wit~ ~omazid, pyrazinamide and ethambutol, the estimated apparent
volume of distribution was 70~ = 9 I i. In healthy volunteers. rifapentine and 25-desacetyl
tifapentine were 97.7% and - % hownd to plusma proteins. respecuively. Rifapentine was
mainly bound to albumin. Si:. a1 cxient of protem binding was observed in healthy volunteers,
asymptomatic HIV-infected >+ iects wnd hepatically unpaired subjects

Metabolism/Excretion
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Following a smélc 600 mg oral dose f radiolabelled rifapentine to healthy volunteers (n=4),
87% of the totali 14C rifapentune was recovered in the urine (17%) and feces (70%). Greater than
80% of the total 14C rifapentine dose was excreted from the body within 7 days. Rifapentine
was hydrolyzed by an esterase enzy me to form a microbiologically active 25-desacetyl
rifapentine. Rifapentine and ’~ -fesacetyl rifapentine accounted for 99% of the total
radioactivity in p]asm.‘l Plasni Al:Ci0-00) and Cpp,x values of the 25-desacetyl rifapenting-

metabolite were 'one-half and «u=-this 4 those of rifapentine, respectively. Based upon relative in
vitro activities and AL'C(O—-~- valuer rifapentine and 25-desacetyl rifapentine potentially
contributes 62%{ and 38% to ¢ (i al activinies against M. tuberculosis, respectively.

Special Popula!tlons

Gender: In a population phai racokmetics analysis of sparse blood samples obtained from

351 tuberculosis patients whe :ecerned 600 mg rifapentine in combination with isoniazid,
pyrazinamide and ethambutol. the ¢si:mated apparent oral clearance of rifapentine for males and
females was 2.51 +0.14 L/h and 1.69 + 0.41 L/h, respectively. The clinical significance of the
difference in the estimated apparent ¢ral clearance is not known.

l :
Elderly: Following oral adnuri-tration of a single 600 mg dose of rifapentine to elderly

(265 years) mal%: healthy voluntcers in=14), the pharmacokinetics of rifapentine and
25-desacetyl metabolite were <1mlar 0 that observed for young (18 to 45 years) healthy male
volunteers (n=29).

!
Pediatric (Adolescents): In a pharmacokinetc study of rifapentine in healthy adolescents
(age 12 to 15), 600 mg rifape:: ie wiu- administered to those weighing 245 kg (n=10) and
450 mg was administered 1o tho-¢ werghing <45 kg (n=2). The pharmacokinetics of rifapentine
were similar to thosc observe:! o heaithy adoles.

Renal Impa:red Patients: Tt phasinacokinetics of rifapentine have not been evaluated in renal
impaired patients. Although ouis abuut 17% of an administered dose is excreted via the kidneys,
the clinical sxgmﬂcance of imj~mted 1enal funcuion on the disposition of mapcntmc and its
25-desacetyl metabollte is not known

Hepatic Impalred Patients: i-sllow.ng oral administration of a single 600 mg dose of
rifapentine to mlld to severe hepatic impaired patients (n=15), the pharmacokinetics of
rifapentine and 25-desacetyl metabolite were similar in patients with various degrees of hepatic
impairment and 1o that observed i another study for healthy volunteers (n=12). Since the
climination of these agents are primanly via the liver, the clinical significance of impaired
hepatic function; on the dispositien of rifapentine and 1ts 25-desacetyl metabolite is not known.

i
Asymptomatic HIV-Infected Volunteers: Following oral administration of a single 600 mg
dose of rifapentine to asymptomatic HIV-infected volunteers (n=15) under fasting conditions,
mean Cmax andeUC('O—oc"e of rifapertine were lower (20-32%) than that observed in other
studies in healthy volunteers in - 5% In 2 cross-study comparison, mean Cmax and AUC values
of the 25- deswetyl metabolite 1 ritapentine, when compared to healthv volunteers were higher
(6-21%) in one <tudy (n=20_ bt lower {15-16%) in a different study (n=40). The clinical
significance of this observation i~ an known. Food (850 total calories: 33 ¢ protein, 55 g fat,
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and 38 g carbohydrate) increase< the mean AUC and Cmax of rifapentine observed under fasting
conditions in asymptomatic HiV-infected volunteers by about 51% and 53%, respectively.

., BEST POSSIBLE COP*

Mechanism of Action
Rifapentine, a cyclopentyl rifamvcin, inhibits DNA-dependent RNA polymerase in susceptible
strains of Mycobacterium tuberculasis but not in mammalian cells. At therapeutic levels,
rifapentine exhibits bactericidal activiy against both intracellular and extracellular M.
tuberculosis organisms. Both ritapentne and the 25-desacety]l metabolite accursulate in human
monocytc-dcriVE:d macrophag. ~ with intracellular/extracellular ratios of approximately 24:1 and
7:1, respectively.

Resistance Deviehpment

In the treatment of tuberculosis (see INDICATIONS and USAGE), a small number of
resistant cells p:resent within large populations of susceptible cells can rapidly become
predominant. Rifapentine resistance development in M. tuberculosis strains is principally
due to one of several single point mutations that occur in the rpoB portion of the gene
coding for the t:;eta subunit of the DNA-dependent RNA polymerase.. The incidence of
rifapentine resistant mutants in an otherwise susceptible population of M. tuberculosis
strains is apprdximately one in 10 to 10" bacilli. Due to the potential for resistance
development to rifapentine, appropriate susceptibility tests should be performed in the
cvent of persistently positive cultures.

i
M. tuberculosisorganisms resi<tant to other rifamycins are likely 1o be resistant to rifapentine. A
high level of cross resistance batween rifampin and rifapentine has been demonstrated with M.
tubercudosis strains. Cross resistunce -Joes not appear between cifapentine and non-rifamycin
antimycobacterial agents such us isoniazid and streptomycin. '

4

i
In Vitro Activity of Rifapentine against M. tuberculosis

Rifapentine andl|its 25-desacety i mewabolite have demonstrated in vitro activity against
rifamycin- susceptible strawmns of Mycobacterium tuberculosis including cidal activity against
phagocytized M. tuberculosts organisms grown in activated human macrophages.

In vitro results indicate that nfapentine MIC values for M. tuberculosis organisms are influenced
by study conditi:ons. Rifapenune MIC values were substantially increased employing egg-based

medium compared to liquid or agar-based solid media. The addition of Tween 80 in these assays
has been shown |lto lower MIC values for rifamycin compounds.

In mouse infccti:on studies a therapeutic effect, 1 terms of enhanced survival time or reduction
of organ bioburden. has been ubretved in M. tuberculosis-infected animals treated with various
intermittent rifabeminc-conmmmg rezimens. Animal studies have shown that the activity of
rifapentine is influenced by dese and frequency of admimistration.

Susceptibility testing for Mycnbacterium tuberculosis
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Breakpoints to determine whether chinical isolates of M. tuberculosis are susceptible or resistant
to rifapentinc have not been cstublished. The clinical relevance of rifapentine in vitro
susceptibility test results for othce mycobacterial species has not been determined.

1

CLINICAL TRIALS
]

JUN 22 itz 3:5??&!; R

A total of 722 pgatients were enolled in Clinical Study 008, an open label, prospective,
randomized, parallel group. active controlled trial, for the treatment of pulmonary tuberculosis.
This populaﬁonswas mostly comprised of Black (>60%) or Multiracial (>31%) patients and the
mean * standard deviation age was 37 + 11 years. Treatment groups were comparable with
respect to age and race. The percentage of male patients was higher in the rifapentine
combination group (80%) thau in the rifampin combination group (73%). The study was divided
into two phases bn the basis of dosing frequency. For the first phase, designated as the Intensive
Phase, 361 patients were randomized to receive rifapentine, isoniazid, pyrazinamide, and
ethambuto! for 60 days and 361 patients were randomized to receive rifampin, isoniazid,
pyrazinamide, and ethambutol! fen 60 days. (Ethambutol was to be discontinued once baseline
susceptibility test results were available.) Rifapentine and isoniazid were each administered at a
fixed dose regardless of body weight Rifampin, pyrazinamide. and ethambutol were
administered based on body weight according to Table 2-1. Note: All drugs were administered
daily in the Intensive Phase except for rifapentine which was administered twice weekly.

During the second phase. designated as the Continuation Phase. 317 patients who had received
rifapentine in the Intensive Phase continued to receive rifapentine and isoniazid once weekly for
up to 120 days. 'I'hrcc hundred tour patients who had received rifampin in the Intensive Phase
continued to receive nfampin aud 1soniazid during the Continuation Phase twice weekly for up to
120 days. Rifampin and isonsa.d were administered based on body weight according to

Table 2-1.

Patients in cithc:r treatment group: were scheduled to receive study drug over a 180-day period
with & subsequent 24-month follow-up. Additionally, both treatment groups.received pyridoxine
{Vitamin Bg) over the 180-day treatment period.

H !

The indication f'Pr treatment of pulmonary tuberculosis with PRIFTIN is based on the 6 month
follow-up treatment outcome observed in Clinical Study 008 as a surrogate for the 2 year follow-
up generally accepted as evidence of efficacy in the treatment of pulmonary tuberculosis.

REST POSSIRLE v
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Table 2-1._Dose of Rifapentine,

Rifampin, soniazid, Pyrazinamide, and Ethambutol

Hifapentine Combination Treatment

Intensive i Ritapentine {soniazid Pyrazinamide Ethambutol ©
Phase : {mg) _ _(mg) {mg) (mg) -2
! Twice Waekly Daity Daily Daily
Patient Weight |
<50 kg : 600 300 1500 — 800
250 kg * 600 300 2000 1200
Conlinuation Rifapentitie Isoniazid
Phase {mgq) {mg}
. Once Weekly Once Weekly
Patient Waeight )
<50 kg ; 600 600
250 kg 600 900 .
; _Ritampin Combination Treatment
Intensive Rifampat: 7 Isomiazid Pyrazinamide Ethambutol *
Phase mg) i (mg) {mg) (mg)
Daly | ___ Daily_ Daity Daily
Patient Weight
<50kg ! 450 300 1500 820
250 kg : 600 300 2000 1200
Continuation . Rifampin isoniazid
Phase {rng) (mg)
H Twice Weekly Twice Weekly
Patient Weight .
<50 kg . 450 600
250 kg . 600 900

* Ethambutol was to be discontinued once baseline susceptibility test results were available

~~qT POSSIRIF A"

i
6/22/98 3:16 PM rlean008

!




This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

JUR. 22 1998

i

3:57FH| FUL s

Ale Q8 3200

|
( Priftin Proposcd Tcxt of the Labehing (Annotated)

i
Table 2-2 presents clinical outcame in Study 008.
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Table 2-2. Clinical Outcome In Study 008 *

Hifapentine Combination

-+
Rifampin Combination

Suntus af End-of Treatment: o
Converted 87% (249/286) 81 %V(zzwzu)
Not Convoned 1% (47286) 3% (8/284)

| Lomo ol 12% (3r266) 7% (471204)

‘Statusin Follow-ub: o
Relapsed 10% (25/249) 5% (11/229)
Sputum negatlve, Still being 81% (201/248) 80% (2057229)
foliowed
Lostto Follo;v-up 9% (23/249) 6% (13/229)

* All data through 8July1997 tor pauents with confirmed susceptible MTB (rifapentine
combination. n=286: rifampin combination, n=284).

Risk of relapse was higher in the nfapentine regimen. During the Intensive Phase of treatment
the rate of noncompliance witl .ompanion medications was somewhat higher for the rifapentine
regimen than for the rifampin eyimen. Most of the relapses occurred among those with poor
compliance with these companion medications and this group also had the largest risk of relapse
for the rifapentine regimen relative to the rifampin regimen. This factor appears to explain most,
but not all, of thee higher relapse rate observed in the rifapentine arm. Failure to convert sputum
after two months of treatment i.e., end of Intensive Phase) was associated with a greater risk of
relapse for both treatment regimens. Relapse rates were also higher for males in both regimens.
Relapse in the rifapentine group was not associated with development of mono-resistance to
rifampin. )

In vitro susceptibility testing was conducted against initial and subsequent M. ruberculosis
isolates recovered from 620 pauents encolled in the study. Rifapentine and rifampin MIC values
were determined employing the radiometric susceptibility testing method utitizing 7H12 broth at
pH 6.8 (NCCLS procedure M2<-T). Six hundred and fourteen patients with rifampin susceptible
(MIC 0.5 pg/ml) steains of M. tubercidoses had rifapentine MICs of £0.125 pg/ml. The
remaining six patients with ntampin resistant (MIC > 8.0 ug/ml). M udberculosis isolates had
rifapentine MICs of >$ 0 ug/!  Four of these represented baseline values for patients with
multiresistant tuberculosis  Cin- nifampin resistant isolate was from a rifapentine relapse patient
while the remaining isolate was from a rifampin relapse patient. Restriction fragment length
polymorphism (RFLP) studie~ showed the rifapentine relapse isolate 1o be genetically different
from the bascline strain while RELP data on the matched rifampin 1solate is pending. This

: : page 8
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information is provided for comparative purposes only as rifapentine breakpoints have not been
established. '

INDICATIONS AND USAGE

PRIFTIN is inc:licated for the treatment of pulmonary tuberculosis. This indication is based
on the 6 month follow-up treatiucut outcome observed irr the controlled clinical trial as a
surrogate for the 2 year follow -up generally accepted as evidence of efficacy in the treatment of
pulmonary tuberculosis. PRIFIIN must always be used in conjunction with at least one other
antituberculosis.drug to which the ssolate is susceptible. In the intensive phase of the short-
course treatment of pulmonary wihercniosis, PRIFTIN should be administered twice weekly
for two months, with an inter al of no less than 3 days (72 hours) between doses, as part of an
appropriate regimen which inc ludes daily companion drugs (Table 2-1). It may also be
necessary to add either streptomycin or ethambutol until the results of susceptibility testing are
known. Compliénce with all drugs in the Intensive Phase (i.e. PRIFTIN, isoniazid,
pyraunamide, éthambutol or streptomycin) is imperative to assure early sputum conversion
and protection against relapse. Following the intensive phase, Continuation Phase wreatment
should be continued with PRIFTIN for 4 months. During this phase, PRIFTIN should be
administered oh a once-weekly basis in combination with an appropriate antituberculous agent
for susceptible organisms (Table 2-1) (see DOSAGE AND ADMINISTRATION section).

In the treatment of tuberculosis the small number of resistant cells present within large
populations of susceptible cells can sapidly become the predominant type. Consequently,
clinical samples for mycobactenal culture and susceptibility testing should be obtained prior to
the initiation of therapy, as welil as during treatment to monitor therapeutic response. The
susceptibility of; M. tuberculon:: orgamsms to isoniazid, rifampin, pyrazinamide, ethambutol,
rifapentine and other appropriate agents should be measured. If test results show resistance to
any of these drugs and the pauent is not responding o therapy. the drug regimen should be
modified.

CONTRAINDICATIONS

: i
This product is c:omraindicalcd m panents with a history of hypersensitivity to any of the
rifamycins (e.g..; rifampin and aifabutin).

WARNINGS i
|

Poor compliance with the dosage regimen, particularly the daily administered non-rifamycin
drugs in the Intensive Phase, was associated with late sputum conversion and a high relapse rate
in the rifapentine arm of Clinical Study 008. Therefore, compliance with the full course of
therapy must be emphasized, and the importance of not missing any doses must be stressed.
(Sce PRECAUTIONS and DOSAGE AND ADMINISTRATION)

Since antituberculous muludruy treatinents, including the rifamycin class, are associated with
serious hepatic évents, patients witli abnormal liver tests and/or liver disease should only be
given rifapentiné in cases of necessity and then with caution and under strict medical
supervision. In :these patients. c.reful monitoring of liver tests (especially serum transaminases)
should be carried out prior io therapy and then every 2 to 4 weeks during therapy. If signs of
liver discase occur or worsen. ritape nune should be discontinued.

6/22/98 3:16 PM Elean008
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Hyperbilirubinefmia resulung from competition for excretory pathways between rifapentine and
bilirubin cannot be excluded since competition between the related drug rifampin and bilirubin
can occur. An isolated report showing a moderate rise in bilirubin and/or transaminase level is
not in itself an indication for interrupting treatment; rather, the decision should be made after
repeating the tests, noting trends in the levels and considering them in conjunction with the
patient’s clinical condition. Pscudomembranous colitis has been reported to occur with various
antibiotics, including other nfamycins. Diarrhea, particularly if severe and/or persistent,
occurring during treatment or in the initial weeks following treatment may be symptomatic of
Clostridium difficile-associated disease, the most severe form of which_is pseudomembranous
colitis. If pseudomembranous colits is suspected, rifapentine should be stopped immediately
and the patient should be treated with supportive and specific treatment without delay (e.g. oral
vancomycin). Products inhibiting peristalsis are contraindicated in this clinical situation.

Experience in HIV-infected patients is limited. In an ongoing CDC TB trial, five out of 30 HIV-
infected patients randomized tc once weekly rifapentine (plus INH) in the Continuation Phase
who completed treatment, telupsed. Four of these patients developed rifampin mono-resistant
(RMR) TB. Each RMR patient had late-stage HIV infection, low CD4 counts and
extrapulmonary disease, and documented co-administration of antifungal azoles. These findings
are consistent with the literature in which an emergence of RMR TB in HIV-infected TB patients
has been reported in recent years  Further study in this sub-population is warranted. As with
other antituberculous treatments, when rifapentine is used in HIV-infected patients, 2 more
aggressive regimen should be employed (e.g. more frequent dosing). Based on results to date of
the CDC trial (See above), once weekly dosing during the Continuation Phase of treatment is not
recommended at this time

BEST POSSIBLE ¢y, g

Because rifapentine has been shown to increasc indinavir metabolism (See DRUG
INTERACTIONS). it should he used with extreme caution, if at all, in patients who are also
taking protease inhibitors.

PRECAUTIONS

General §

Rifapentine may produce a predonunately red-orange discoloration of body tissues and/or fluids
(e.g.. skin, tecth; tongue, urine, feces. saliva, sputum, tears, sweat, and cerebrospinal fluid).
Contact lenses rhay become permanently stained.Information for Patients .

The patient should be told that PRIFTIN may produce a reddish coloration of the urine, sweat,
sputum, and tears, and the patient should be forewarned that contact lenses may be permanently
stained. The patient should be advised that the reliability of oral or other systemic hormonal
contraceptives may be affected; consideration should be given to using alternative contraceptive
measures. For those patients with a propensity to nausea, vomiting, or gastroiniestinal upset,
administration of PRIFTIN with food may be useful. Patients should be instructed to notify their
physician promptly if thev experience any of the following: fever, loss of appetite, malaise,
nausea and vomiting, darkencd urine. vellowish discoloration of the skin and eves. and pain or
swelling of the jpints.
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C?mpliance wulh the full course of therapy must be cmphasized, and the importance of not
missing any doses of the daily administered companion medications in the Intensive Phase must
be stressed. (S;bc DOSAGE and ADMINISTRATION and WARNINGS).

Laboratory Tg‘ ts

Adults treated fér tuberculosis with nfapentine should have baseline measurements of hepa;.ic
enzymes, bilirubin, a complete blood count, and a platelet count (or estimate).

Patients should be seen at least monthly during therapy and should be specifically questioned
concerning symptoms associated with adverse reactions. All patients with abnormalities should
have follow-up,;including laburatory testing, if necessary. Routine laboratory monitoring for
toxicity in people with norma' baseline measurements is generally not necessary.

Therapeutic con:centrations of nfampin have been shown to inhibit standard microbiological
assays for serum folate and Vitamin B,,. Similar drug-laboratory interactions should be
considered for rifapentine; thus, alternative assay methods should be considered.

Drug Intcractig' n

=
Q
L
Rifapentine-Indinavir Interaction: In a study in which 600 mg rifapentine was administered o
twice weekly for 14 days followed by rifapentine twice weekly plus 800 mg indinavir 3 times a Qo
day for an additional 14 days. indinavir Cmax decreased by 55% while AUC reduced by 70%. L2
Clearance of indinavir increased by 3-fold in the presence of rifapentine while half-life did not <N
change. But when indinavir was administered for 14 days followed by coadministration with o
rifapentine for an additional )= davs, indinavir did not affect the pharmacokinetics of rifapentine
. Rifapentine should be used with extreme caution, if at all, in paticnts who are also taking Q..
protease inhibitors. (See WARNINGS and DOSAGE AND ADMINISTRATION) (See | S,
20
L

Reference 1)

Rifapentine is an inducer of cytochromes P4503A4 and P4502C8/9. Therefore, rifapentine may
increase the metabolism of other coadministered drugs that are metabolized by these enzymes.
Induction of enzyme activities by rifapentine occurred within 4 days after the first dose. Enzyme
activities retunéd to baseline levels 14 days after discontinuing rifapentine. In addition, the
magnitude of enzyme induction by nfapentine was dose and dosing frequency dependent; less
enzyme induction occurred when 600 mg oral doses of rifapentine were given once every 72
hours versus daily. In vitro and in vivo enzyme induction studies have suggested rifapentine
induction potential may be less than rifampin but more potent than rifabutin. Rifampin has been
reported to accelerate the metabolism and may reduce the activity of the following drugs; hence,
rifapentine may .also increase the metabolism and decrease the activity of these drugs. Dosage
adjustments of the following diugs or of drugs metabolized by cytochrome P4503A4 or
P4502C8/9 may be necessary if they are given concurrently with rifapentine. Patients using oral
or other systeric hormonal contraceptives should be advised to change 10 nonhormonal methods

of birth control..
Anticonvulsants; e.g., phenytoin
Antiarchythmics: e.g., disopyramide, 1nexiletine, quinidine, tocainide
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g . 1
Anquoncs: e.g. chloramphenicol. clarithromycin, dapsone, doxycycline, fluorogquinolones (such
as ciprofloxacin)

Oral anticoagul:ants' ¢.g., warfacin

Antifungals: e.g., fluconazole. itraconazole, ketoconazole

{
Barbiturates  :
Bcnzodiachine.:s: e.g., diazepam
i
Beta-blockers, é:alcium channel blockers: e.g., diltiazem, nifedipine, verapamil

Corticosteroids :

Cardiac glycosi;le preparations

Clofibrate :

i
Oral or other systemic hormonal contraceptives
Haloperido!l

HIV protease inhibitors: e.g., indinavir, ritonavir, nelfinavir, saquinavir (see Rifapentine-
Indinavir Interaction above)

Oral hypoglycemic agents: e.g ,sulfonylureas
Immunosuppressants: e.g., cvclosporine, tacrolimus

Levothyroxine

REQT POSSIBLE COPV

Narcotic analgeéics: ¢.g., methadone

Progestins

Quinine !
|
Reverse transcriptase inhibitors- ¢.g.. delavirdine, zidovudine

Sildenafil

Theophylline
Tricyclic antidepressants: e.g.. amitniptyline, nortriptyline.

The conversion of rifapentine 10 25-desacetyl rifapentine is mediated by an esterase enzyme.
There is minimal potential for rifapentine metabolism to be inhibited or induced by another drug,
or for rifapenting 1o inhibit the metabolism of another drug based upon the characteristics of the
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esterase enzymés. Rifapentine does not induce its own inetabolism. Since rifapentine is highly
bound to a.lbumm drug displacement interactions may also occur.

In Clinical Study 008 patients were advised to take rifapentine at least 1 hour before or 2 hours
after the ingestipn of antacids.

rcinogen ' utagenesis, Impairment of Fertilit

Carcinogenicity, studies with rifapentine have not been completed. Rifapentine was negative in
the following génotoxicity tests: in vitro gene routation assay in bacteria (Ames test); in vitro
point mutation test in Aspergillus nidulans: in vitro gene conversion assay in Saccharomyces
cerevisiae; host-mediated (mouse) gene conversion assay with Saccharomyces cerevisiae; in
vitro Chinese hamster ovary ccli/hypoxanthine-guaaine-phosphoribosyl transferase
(CHOIHGPRT) forward mutation assay: in vitro chromosomal aberration assay utilizing rat
lymphocytes; and in vivo mouse bone marrow micronucleus assay. Fertility and reproductive
performance were not affected by oral administration of rifapentine to male and female rats at
doses of up to one-third of the human dose (based on body surface area conversions).

Pregnancy Cat:egory C
Teratogenic Etjfects

Rifapentine hasjbeen shown to be teratogenic in rats and rabbits. In rats, when given in doses 0.6
times the human dose (based on body surface area comparisons) during the period of
organogenesis, pups showed clett palates. right aortic arch dnd increased incidence of delayed
ossification andiincreased number of ribs. Rabbits treated with drug at doses between 0.3 and 1.3
times the human dosc (based cn body surface area comparison) displayed major malformations
including ovarian agenesis, pes varus, arhinia, microphthalmia and irregularities of the ossified
facial tissucs (4 of 321 examined fetuses).

Nonteratogenic Effects
. i
In rats, nfapentmc administration was associated with increased resorption rate and post
implantation Ioss decreased mean fetus weight, increased number of stillbomn pups and slightly
increased mortality during lactation. Rabbits given 1.3 times the human dose (based on body
surface area comparisons) showed higher post-implantation losses and an increased incidence of
stillborn pups. .
|
When rifapentir:c was administered at 0.3 umes the human dose (based on body surface area
comparisons) to:mated female rats late in gestation (from day 15 of gestation to day 21
postpartum), pup weights and gestational survival (live pups born/pups born) were reduced
compared to controls.

Pregnancy - Himan Experience

!
There are no adequate and well-contrelled studies in pregnant women. In Clinical Study 008, six
patients randomized to cifapenune became pregnant; two had normal deliveries, two had first
trimester spontaneous abortions one had an clective abortion and one patient was [ost to follow-
1

i
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up. Of the two patients who spontancously aborted, co-morbid conditions of ethanol abuse in
one and HIV infection in the other were noted.

When administered during the last few weeks of pregnancy, rifampin can cause postnatal
hemorrhages in the mother and infant for which treatment with Vitamin K may be indicated.
Thus, patients and infants who receive rifapentine during the last few weeks of pregnancy should

bave appropriate clotting parametecs evaluated.

Rifapentine should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus.

Nursing Mothers

1
Itis not known whether rifapentine is excreted in human milk. Because many drugs are excreted
in human milk and because of the potential for serious adverse reactions in aursing infants, a
decision should be made whether to discontinue nursing or discontinue the drug, taking into
account the importance of the drug to the mother.

Pediatric Use

The safety and effectiveness of rifapentine in pediatric patients under the age of 12 have not been
established. A pharmacokinetic study was conducted in 12 to 15 year old healthy volunteers.
(See ACTIONS/CLINICAL PHARMACOLOGY Special Populations for pharmacokinetic
information).

ADVERSE REACTIONS

The investigators in the tuberculosis treatment clinical trial (Study 008) assessed the causality of
adverse events as definitely. probably. possibly, unlikely or not related to one of the two drug
regimens tested; The following table iTable 2-3) presents treatment-related adverse events
deemed by the investigators to be at least possibly related to any of the four drugs in the
regimens (rifapentine/rifampin, isoniazid, pyrazinamide, or ethambutol) which occurred in 21%
of patients. Hyperuricemia was the most frequently reported event that was assessed as
treatment related and was most likely related to the pyrazinamide since no cases were reported in
the Continuation Phase when this drug was no longer included in the treatment regimen.

BEST POSSIBLE COPY
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Table 2-3. Treatment—Related Adverse Events Occurring in 21% of the Patients in Study 008
' Intensive Phase 1 Continuation Phase 2 Total
' Ritapentine | Rifampin | Rifapentine | Rifampin | Rifapentine Rifampin
Combination | Combination | Combination | Combination | Combination | Combination
. (N=361) (N=361) (N=321) (N=306) (N=361) {N=367)
Preferred Term N (%) N (%) N (%) N (%) N (%) N (%)
Hyperuricemia 77 (21.3) 55 (15.2) 0 0 77 (21.3) 65 (15.2)
ALT increased 14 (3.9) 17 (4.7) 5 (1.6) 7 (2.3) 19 (5.3) 24 (6.6)
AST increased 12 (3.3) 16 (4.4) 5 (1.6) 7 (2.3) 16 (4.4) _23(6.4)
Neutropenia - 7(1.9) 9 (2.5) 12 (3.7) 9 (2.9) 18 (5.0) 18 (5.0)
Pyuria 12 (3.3) 10 (2.8) 6(1.9) 2(0.n 15 (4.2) 12 (3.3)
Proteinuria 15 (4.2 10 (2.8) 2 (0.6) 1 (0.3) 17 (4.7) 11(3.0)
Hematuria 10 (2.8) 11 (3.0) 4 (1.2) 3 (1.0) 13 (3.6) 14 (3.9) &
| Lymphopenia 14 (3.9) 13 (3.6) 3(0.9) 1 (0.3) 16 (4.4) 14 (3.9)
Urinary casts 11 (3.0) 3 (0.8) 4 (1.2) 0 14 (3.9) 3 (0.8)
Rash 9(2.5) 20 (5.5) 4(1.2) 3(1.0) 13 (3.6) 22 (6.1)
Pruritus 8 (2.2) 15 (4.2) 1(0.3) 1 (0.3) 9 (2.5) 16 (4.4)
Acne 5 (1 4) 3(0.8) 2 (0.6) 1 (0.3) 7 (1.9) 4(1.1)
Anorexia 6{1.7) __8(2.2) 3(0.9) 4(1.3) 8(2.2) 10 (2.8)
Anemia 7 (1.9) 9 (2.5) 2 {(0.6) 1(0.3) 8 (2.5) 10 (2.8)
Leukopenia 4 (1.1) 4 (1.1) 3(0.9) 5 (1.6) 7 {(1.9) 8 (2.2)
Arthralgia 9 (2.5) 7 (1.9) 0 0 8 (2.5) 7 {1.9)
Pain 7 (1.9) 5(1.4) 0 1(0.3) 7(1.9) 6 (1.7)
Nausea 7 (1.9) 2(0.6) 0 1 (0.3) 7(1.9) 3 (0.8)
Vomiting 4(1.1) 6 (1.7) 1 (0.3) 1 {0.3) 5 (1.4) 7 (1.9)
Headache 3 (0.8} 4(1.1) 1 (0.3) 3(1.0) 4(1.1) 7{1.9)
Dyspepsia 3(0.8) 5(1.4) 2 {0.6) 3(1.0) 4 (1.1) 8 (2.2)
Hypenension 3 (0.8) 0 (0.0) 1 (0.3) 1 (0.3) 4 (1.1) 1 (0.3)
Dizziness 4(1.1) 0 0 1 (0.3) 4(1.1) 1(0.3)
Thrombocytosis 4 (1.1) 2 (0.6) 0 0 | 4(1.1) ° 2 (0.6)
P%r\'hea 4(1.1) 0 0 0 4(1.1) 0
Rash maculopapular 4(1.1) 3 (0.8) 0 0 4 (1.1) 3(0.8)
Hemoptysis i 2 (0.6) 0 2 (0.6) 0 4(1.1) 0
Note: 21% refers to rifapentine in the TOTAL column. .
Note: A patient tﬁay have experienced the same adverse event more than once during the course of the study,
therefore, patient counts across the columns may not squal the patient counts in the TOTAL cofumn.
1 Intensive Phase consisted of therapy with either rfapentine or rifampin combined with isoniazid,
pyrazinamide, and ethambuto! administered daily (rifapentine twice weekly) for 60 days.
2 Continuation Phase consisted of therapy with either rifapentine or ritampin combined with isoniazid for
120 days. Ritapentine patients were dosed once weekly; rifampin patients were dosed twice weeldy.
Events recorded in this phase includes those reported up to 3 months after Continuation Phase therapy

was complstad.

Treatment-related adverse events of moderate or severe intensity in <1% of the rifapentine
combination therapy patients in Study 008 are presented below by body system.

6/22/98 3:16 PM clean008

page 15



ey
=i
=
()
0~
—
LY «(]
o
(= <)

e
o)
Liwnd)
]
=
L)

This label may not be the latest approved by FDA.
For current Iabelmg mformatlon please visit https://lwww.fda.gov/drugsatfda

o BlE& 966 3208
UL a1 o HO 3600 P

1
Priftin Proposed Text of the Labeling (Annotated)
!
Hepatic & Biliaty: bilirubinemiu, hepatitis

Dermatologic; wurticaria, skin discoloration

W_- : ipheral edes

Musculoskeletal: gout, arthrosis
Psychiatric: _aggressive reaction

Three patients (two rifampin combination therapy patients and one rifapentine combination

therapy patient). were discontinued in the Intensive Phase as & result of hepatitis with increased

_liver function tests (ALT, AST', LDH, and bilirubin). Concomitant medications for all theee

~ patients included isoniazid, pyrazinamide, ¢thambutol, and pyridoxine. The two rifampin
patients and one rifapentine patient recovered without sequelae.

Eighteen deaths occurred in Study 008 (nine in the rifampin combination therapy group and nine
in the rifapentine combination therapy group). None of the deaths were attributed to study
medication. In the study, 18/361 (5.0%) rifampin combination therapy patients discontinued the
study due to an adverse event compared 10 9/361 (2.5%) rifapentine combination therapy
paticnts. :

1
The overall occurrence rate of treatment-related adverse events was higher in males with the
rifapentine combination regimen (30%) versus the rifampin combination regimen (43%), while
in fernales the overall rate was greater in the rifampin combination group (68%) compared to the
rifapentine combination group (59%). However, there were higher frequencxes of treatment-
related hematuria and ALT increases for female patients in both teeatment groups compared to
those for male patients.

Adverse events assocnated with rifampin may occur with rifapentine: effects of enzyme
induction to increase metabolisin resulting in decreased concentration of endogenous substrates,
including adrenal hormones, thyroid hormones, and vitamin D.

OVERDOSAGE

There is no experience with the treatment of acute overdose with rifapentine at doses exceeding
1200 mg per dose.

Ina phdrmacoklpct:c study involving healthy volunteers (n=9), single oral doses up to 1200 mg
have been administered without sericus adverse events. The only adverse events reported with
the 1200 mg dosc were hearthurn (3/8). headache (2/8) and increased urinary frequency (1/8). In
clinical trials. tuberculosts patients ranging in gge from 20 to 74 yeacs accidentally received

‘
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continuous dail)!' doses of rifapentine 600 mg. Some patients received continuous daily dosing
for up to 20 day's without evidence of serious adverse effects. One patient experienced a
transient elevation in SGPT and glucose (the latter attributed to pre-existing diabetes): a second
patient experienced shght pruritus. While there is no experience with the treatment of acute
overdose with rifapentine, clinscal experience with rifamycins suggests that gastric lavage to
evacuate gastric contents (within a few hours of overdose), followed by instillation of an
activated charcoal slurry 1nto the stomach, may help adsorb any remaining deug from the
gastrointestinal tract.

Rifapentine and 25-desacety] rifapentine are 97.7% and 93.2% plasma protein bound,
respectively. Rifapentine and related compounds excreted in urine account for only 17% of the
administered dose, therefore. nesther hemodialysis nor forced diuresis is expected to enhance the
systemic elimination of unchanged rifapentine from the body of a patient with PRIFTIN
overdose.

DOSAGE AND ADMINISTRATION

PRIFTIN should not be used alone. in initial treatment or in retreatment of pulmonary
tuberculosis. In‘the intensive phase of short-course therapy which is to continue for 2 months,
600 mg (four 150 mg tablets) of PRIFTIN should be given twice weekly with an interval of not
less than 3 days:(72 hours) between doses. For those paticnts with propensity 1o nausea,
vomiting or gastrointestinal upset, administration of PRIFTIN with food may be useful. In the
Intensive Phase, PRIFTIN must be administered in combination as part of an appropriate
regimen which includes daily companion drugs. Compliance with all drugs in the Intensive
Phase (i.e. PRIFTIN, isoniazid. pvrazinamide, ethambutol.or streptomycin ), especially on days
when rifapentine is not admintstéred is imperative 1o assure early sputum conversion and
protection against relapse  The Advisory Council for the Elimination of Tuberculosis, the
American Thoracic Society and the Centers for Discase Control and Prevention also recommend
that either streptomycin or ethambutol be added to the regimen unless the likelihood of isoniazid
resistance is very low. The need for streptomycin or ethambutol should be reassessed when the
results of susceptibility testing are known. An initial treatment tegimen with less than four drugs
may be considered if there 1s hittle possibility of drug resistance (that is, less than 4% primary
resistance to isoniazid in the community. and the patient has had no previous treatment with
antituberculosis. medications, 1s not from a country with a high prevalence of drug resistance, and
has no known exposure to a drug-resistant case) (See Reference 2).

Following the intensive phase, treatment should be continued with PRIFTIN once weekly for 4
months in combination with isoniazid or an appropriate agent for susceptible organisms. If the
patient is still sputum smear or culture positive, if resistant organisms are present, or if the
patient is HIV positive, follow the ATS/CDC treatment guidelines (See Reference 2).

Concomitant administration of pyridoxine (Vitamin Bg) is recommended in the malnourished, in
those predisposed to neuropathy (e.g.. alccholics and diabetics), and in adolescents.

The above recommendanions apply to patients with drug-susceptible organisms. Patients with
drug-resistant organisms may tequire longer duration of treatment with other drug regimens.
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HOW SUPPLIED

PRIFTIN (rifapentine) 150 mg pink film coated tablets are packaged in aluminum foil blisters in
cartons of 32 tablets (NDC 0058-2100-03).

Store at 25°C (77°F); excursions permitted 15-30°C (59-86°F) (sec USP Controllied Room
Temperature). Protect from excessive heat and humijdity.

Draft Prescribing Information as of June 1998 -

Manufactured by:
GRUPPO LEPITIT S.p.A.
20020 Lainate, Italy

Manufactured for;
Hoechst Marion Roussel, Inc.
Kansas City, MO 64137 USA
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