Priftin 150mg film-coated tablets

1. DESCRIPTION

1.1 ACTIVE INGREDIENTS
Rifapentine: 150 mg per Priftin tablet

1.2 THERAPEUTIC OR PHARMACOLOGICAL CLASS
Antibiotic

1.3 PHARMACEUTICAL FORM(S)
Tablet

1.4 COMPOSITION

Active ingredient: Rifapentine

Excipients: calcium stearate, disodium EDTA, FD&C Blue No. 2 aluminum lake, hydroxypropyl cellulose,
hypromellose USP, microcrystalline cellulose, polyethylene glycol, pregelatinized starch, propylene
glycol, sodium ascorbate, sodium lauryl sulfate, sodium starch glycolate, synthetic red iron oxide, and
titanium dioxide.

2. INDICATIONS

2.1 LATENT TUBERCULOSIS INFECTION

Priftin is indicated for the treatment of latent tuberculosis infection caused by Mycobacterium
tuberculosis in adults and children 2 years and older who are at high risk of progression to tuberculosis
disease (including those in close contact with active tuberculosis patients with culture-confirmed TB
disease and who have a positive TST, recent conversion to a positive tuberculin skin test, HIV-infected
patients, or those with pulmonary fibrosis on radiograph).

Active tuberculosis disease should be ruled out before initiating treatment for latent tuberculosis
infection.

Priftin must always be used in combination with isoniazid as a 12-week once-weekly regimen for the
treatment of latent tuberculosis infection.

3. DOSAGE AND ADMINISTRATION

3.1 DOSAGE IN LATENT TUBERCULOSIS INFECTION

Priftin should be administered once-weekly in combination with isoniazid for 12 weeks as directly
observed therapy.

Adults and children 12 years and older: The recommended dose of Priftin should be determined based on
weight of the patient up to a maximum of 900 mg once-weekly (see Table 1). The recommended dose of
isoniazid is 15 mg/kg (rounded to the nearest 50 mg or 100 mg) up to a maximum of 900 mg once-weekly
for 12 weeks.

Children 2-11 years: The recommended dose of Priftin should be determined based on weight of the
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patient up to a maximum of 900 mg once- weekly (see Table 1). The recommended dose of isoniazid is
25 mg/kg (rounded to the nearest 50 mg or 100mg) up to a maximum of 900 mg once-weekly for 12
weeks.

Table 1 - Weight based dose of Priftin in the treatment of latent tuberculosis infection

Weight range PRIFTIN dose Number of Priftin tablets
10-14 kg 300 mg 2
14.1-25kg 450 mg 3
25.1-32kg 600 mg 4
-50kg 750 mg 5
>50 kg 900 mg 6

3.2 SPECIAL POPULATIONS

Pediatric patients

e Latent Tuberculosis Infection

The youngest patient included in the clinical efficacy trial was 2 years. No data are available for patients
below 2 years old.

Elderly patients
No dose adjustment required.

Hepatic impairment
No dose adjustment required.

Renal impairment
No dose adjustment required

3.3 ADMINISTRATION

Patients should be informed that adherence to the treatment regimen for rifapentine and other
substances is essential for effective treatment, and the importance of not missing any doses must be
stressed.

Priftin should be given with food. For patients with a propensity to nausea, vomiting or gastrointestinal
upset, administration with food may be even useful.

For patients who cannot swallow tablets, the tablets may be crushed and added to a small amount of
semi-solid food, all of which should be consumed immediately (see Section 16).

Interactions with antacids have not been studied. However, in the clinical efficacy study, patients were
advised to take Priftin at least 1 hour before or 2 hours after the ingestion of antacids.

4. CONTRAINDICATIONS

Priftin is contraindicated in patients with hypersensitivity to rifapentine or any of the other rifamycins
(e.g. rifampicin and rifabutin), or to any of the tablet excipients.

Priftin is contraindicated in patients with porphyria. Based on experience with rifampicin, it may be
assumed that rifapentine can also induce delta-aminolevulinic acid synthetase and therefore cause an
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acute attack of porphyria.
5. WARNINGS

Hepatotoxicity

Antitubercular multidrug treatments including the rifamycin class may cause serious hepatic reactions.
Patients with abnormal liver tests and/or liver disease should only be given Priftin if absolutely
necessary, and then with caution and under strict medical supervision.

In such patients, careful monitoring of liver parameters (especially serum transaminases and bilirubin)
should be carried out prior to therapy and then every 2 to 4 weeks during therapy. If there are indications
of a liver reaction or of the hepatic condition worsening, Priftin should be discontinued. Hepatotoxicity
of other antituberculosis drugs (e.g., isoniazid, pyrazinamide) used in combination with rifapentine
should also be taken into account.

Elevations of liver transaminases may occur in patients receiving PRIFTIN. Patients on PRIFTIN should
be monitored for symptoms of liver injury.

Hypersensitivity and related reactions

Hypersensitivity reactions may occur in patients receiving Priftin. Signs and symptoms of these reactions
may include hypotension, urticaria, angioedema, acute bronchospasm, conjunctivitis, thrombocytopenia,
neutropenia or flu-like syndrome (weakness, fatigue, muscle pain, nausea, vomiting, headache, fever,
chills, aches, rash, itching, sweats, dizziness, shortness of breath, chest pain, cough, syncope, palpitations)
(see Section 11).

Monitor patients receiving Priftin therapy for signs and/or symptoms of hypersensitivity reactions. If
these symptoms occur, administer supportive measures and discontinue Priftin.

Severe Cutaneous Adverse Reactions

Severe cutaneous adverse reactions (SCARs) such as Stevens-Johnson syndrome (S]S) and drug
reaction with eosinophilia and systemic symptoms (DRESS) syndrome have been reported in
association with the use of rifapentine (PRIFTIN) treatment regimens in patients with active and
latent tuberculosis. Discontinue PRIFTIN at the first appearance of skin rash, mucosal lesions, or any
other sign of hypersensitivity.

Drug Interactions

Rifapentine is an inducer of CYP3A4 and CYP2C8/9. Concomitant use of rifapentine with other drugs
metabolized by these enzymes, such as protease inhibitors, certain reverse transcriptase inhibitors, and
hormonal contraception may cause a significant decrease in plasma concentrations and loss of
therapeutic effect (see Section 7 and Section 16.5).

Rifapentine has also been shown to inhibit and to induce P-gp which could modify plasma exposure of
digoxin (a P-gp substrate with narrow therapeutic index). Appropriate monitoring and dose adjustment
of digoxin may be necessary in case of co-administration with rifapentine (see Section 7and Section 16.5).

6. PRECAUTIONS

Clostridium difficile-Associated Diarrhea
Pseudomembranous colitis has been reported to occur with various antibiotics, including other
rifamycins. Diarrhea, particularly if severe and/or persistent, occurring during treatment or in the initial
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weeks following treatment may be symptomatic of Clostridium difficile-associated disease, the most
severe form of which is pseudomembranous colitis. If pseudomembranous colitis is suspected, Priftin
should be stopped immediately and the patient treated appropriately without delay. Medications
inhibiting the peristalsis are contraindicated in this clinical situation.

Discoloration of body fluids

Priftin may produce a predominantly red-orange discoloration of body tissues and/or fluids (e.g., skin,
teeth, tongue, urine, feces, saliva, sputum, tears, sweat, and cerebrospinal fluid).

Contact lenses or dentures may become permanently stained.

Porphyria

Porphyria has been reported in patients receiving rifampin, attributed to induction of delta amino
levulinic acid synthetase. Because PRIFTIN may have similar enzyme induction properties, avoid the use
of PRIFTIN in patients with porphyria.

7. INTERACTIONS

7.1 EFFECT OF RIFAPENTINE ON OTHER MEDICINAL PRODUCTS

Effect on medicinal products metabolized by CYP3A4 and CYP2C8/9

Rifapentine is an inducer of CYP3A4 and CYP2C8/9.

Therefore, rifapentine may increase the metabolism of other coadministered drugs that are metabolized
by these enzymes.

Appropriate monitoring and dosage adjustment may be necessary if drugs metabolized by CYP 3A4 or
CYP 2C8/9 are coadministered with Priftin.

Induction of enzyme activities by rifapentine occurred after the first dose of rifapentine. Enzyme
activities returned to baseline levels in general 14 days after discontinuing rifapentine.

Examples of such substances include:

- Antiretroviral drugs:
- Protease inhibitors : indinavir, darunavir, lopinavir, saquinavir, ritonavir
- Non Nucleoside Reverse Transcriptase Inhibitors: rilpirivine, delaviridine
- Nucleoside Reverse Transcriptase Inhibitor: zidovudine

- Antifungals: itraconazole, ketoconazole, voriconazole

- Narcotics analgesics: methadone, alfentanil, buprenorphine

- Antiarythmic: dronedarone, quinidine

- Hypoglycemic agents: repaglinide, tolbutamide

- Calcium channel blockers: felodipine, nicardipine, diltiazem, verapamil, nifedipine

- Alpha/Beta Adrenergic Antagonists: propranolol

- Ergo alkaloids derivates: ergotamine, dihydroergotamine

- Oral anti -Vit K anticoagulant: warfarin

- Hormonal contraceptives: oral, transdermal, and implant

- Immunosuppressants: cyclosporine, tacrolimus, sirolimus, voclosporin.

o Effect of rifapentine on transporter substrates
In vitro, rifapentine has been shown to inhibit and to induce P-gp which could modify plasma exposure
of digoxin (P-gp substrate) (see Section 16.4).
Because of narrow therapeutic index of digoxin, appropriate monitoring and dose adjustment of digoxin
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may be necessary in case of co-administration with rifapentine.

o Effect of rifapentine on Antiretroviral drugs

e Protease Inhibitors and certain Reverse Transcriptase Inhibitors
Concomitant use of rifapentine with Protease Inhibitors and certain Reverse Transcriptase Inhibitors,
metabolized by CYP3A4 or CYP2C8/9, may cause a significant decrease in plasma concentrations and
loss of therapeutic effect of these drugs.

e Fixed dose combination of Efavirenz, Emtricitabine and Tenofovir
Once-weekly co-administration of 900 mg Priftin with the antiretroviral fixed dose combination of
efavirenz 600 mg, emtricitabine 200 mg and tenofovir disoproxyl fumarate 300mg in HIV- infected
patients did not result in any substantial change in steady state exposures of efavirenz, emtricitabine,
and tenofovir. No clinically significant change in CD4 cell counts or viral loads were noted.
No need for dose adjustment of fixed dose combination of Efavirenz , Emtricitabine and Tenofovir, if
coadministered with Priftin 900 mg once-weekly.

e Raltegravir
Once-weekly co-administration of 900 mg TM with raltegravir resulted in a 71% mean increase in
raltegravir AUCO-12, and an 89% increase in Cmax. The increased raltegravir exposure was safe and
tolerable. No need for dose adjustment of raltegravir, if coadministered with Priftin 900 mg once-weekly.

¢ Hormonal contraceptives
Priftin may reduce the effectiveness of hormonal contraceptives.
Patients using hormonal contraception should be advised to use an alternative non-hormonal
contraceptive method or add a barrier method of contraception during treatment with PRIFTIN.

7.2 EFFECT OF OTHER DRUGS ON RIFAPENTINE

Potential drug interaction with CYP450 inducer/inhibitor drugs, as well as with transporters
inhibitor/inducer drugs are not expected (see Section 16.5).

Since rifapentine is highly bound to albumin, drug displacement interactions with NSAIDs, sulfonylureas,
and oral anticoagulants may also occur.

8. PREGNANCY

Risk Summary

Based on animal data, PRIFTIN may cause fetal harm when administered to a pregnant woman.
Available data from clinical trials, case reports, epidemiology studies and postmarketing experience
with PRIFTIN use in pregnant women are insufficient to establish a drug-associated risk of major
birth defects, adverse maternal or fetal outcomes. In two clinical trials, a total of 59 patients who were
treated with rifapentine in combination with other anti-tuberculosis drugs became pregnant. Overall,
the reported rate of miscarriage following rifapentine exposure in these two clinical trials did not
represent an increase over the background rate of miscarriage reported in the general population
(see Data). There are risks associated with active tuberculosis during pregnancy. When administered
during the last few weeks of pregnancy, PRIFTIN may be associated with maternal postpartum
hemorrhage and bleeding in the exposed neonates (see Clinical Considerations). In animal
reproduction and developmental toxicity studies, adverse developmental outcomes (including cleft
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palate or mal-positioned aortic arches) were observed following administration of rifapentine to
pregnant rats and rabbits at doses approximately 0.6 and 0.3 to 1.3 times, respectively, of the
recommended human dose based on body surface area comparisons (see Data). Based on animal data,
advise pregnant women of the risk for fetal harm. As rifapentine is always used in combination with
other antituberculosis drugs such as isoniazid, ethambutol, and pyrazinamide, refer to the
prescribing information of the other drug(s) for more information on their associated risks of use
during pregnancy.

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In
the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2%-4% and 15%-20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo-fetal risk

Active tuberculosis in pregnancy is associated with adverse maternal and neonatal outcomes
including maternal anemia, cesarean delivery, preterm birth, low birth weight, birth asphyxia, and
perinatal infant death.

Animal Data

Animal studies in rats and rabbits revealed malformations and other adverse developmental outcomes
in both species. Pregnant rats given oral rifapentine during organogenesis (gestational days 5 through
15) at 40mg/kg/day (0.6 times the human dose of 600 mg based on body surface area comparisons),
produced pups with cleft palates, and mal-positioned aortic arches, delayed ossification, increased
number of ribs a decrease in litter size and mean litter weight, an increase in number of stillbirths, and
an increase in mortality during lactation.. When rifapentine was administered orally to mated female rats
late in gestation, at 20 mg/kg/day (0.3 times the human dose based on body surface area), pup weights
and gestasional survival (live pups born / pups born) were reduced compared to controls. Increased
resorptions and post implantation loss, decreased mean fetal weights, increased numbers of still born
pups, and slightly increased pup mortality during lactation were also noted. When pregnant rabbits
received oral rifapentine at 10 mg/kg to 40 mg/kg (0.3 times to 1.3 times the human dose based on body
surface area during organogenesis (GD6 to GD18), major fetal malformations occurred including: ovarian
agenesis, pes varus, arhinia, microphthalmia and irregularities of the ossified facial tissues. At 40
mg/kg/day , there were increases in postimplantation loss and the incidence of stillborn pups.

Data

Human data

In the clinical trial that compared the safety and effectiveness of rifapentine in combination with
isoniazid to isoniazid alone for the treatment of latent tuberculosis infection (TBTC-S26 study), a total of
46 pregnancies were reported in the rifapentine/isoniazid arm. There were 31 live births, 6 elective
abortions, 7 spontaneous abortions, and 2 unknown outcomes. Of the 31 live infants, 21 were reported
healthy while in the other ten cases no further details were available. The rate of spontaneous abortion
(15%) and the rate of spontaneous abortion in the isoniazid arm (19%) did not represent an increase
over the background rate of 15 to 20 percent reported in the general population. Further interpretation
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of these results is limited by the quality of adverse event reporting.

In the absence of adequate and well-controlled studies in pregnant women, Priftin should be used during
pregnancy only if the potential benefit outweighs the potential risk to the fetus.

Rifampicin is known to cause postnatal hemorrhages in the mother and infant when taken during the last
few weeks of pregnancy. Since rifapentine might have a similar effect, appropriate coagulation testing
should be performed when the drug is used during late pregnancy. Treatment with Vitamin K may be
indicated.

9. LACTATION

Risk Summary
There are no data on the presence of rifapentine or its metabolite in human or animal milk, the effects on
the breastfed infant, or the effects on milk production.

Since rifapentine may produce a red-orange discoloration of body fluids, the potential for discoloration
of breast milk should be remembered.

Monitor infants exposed to rifapentine through breast milk for signs of hepatotoxicity (see Clinical
Considerations). The developmental and health benefits of breastfeeding should be considered along
with the mother’s clinical need for PRIFTIN and any potential adverse effects on the breastfed infant
from PRIFTIN or from the underlying maternal condition.

Clinical Considerations

Monitor infants exposed to rifapentine through breast milk for signs of hepatotoxicity to include
irritability, prolonged unexplained crying, yellowing of the eyes, loss of appetite, vomiting, and changes
in color of the urine (darkening) or stool (lightening, pale or light brown).

Females and Males of Reproductive Potential
Contraception

Use of PRIFTIN may reduce the efficacy of hormonal contraceptives. Advise patients using hormonal
contraceptives to use an alternative non-hormonal contraceptive method or add a barrier method of
contraception during treatment with PRIFTIN [see Drug Interactions (7)].

10. DRIVING A VEHICLE OR PERFORMING OTHER HAZARDOUS TASKS
No information in this section.

11. ADVERSE REACTIONS

The following CIOMS frequency rating is used, when applicable:

Very common 2 10%; Common 2 1 and < 10%; Uncommon 2 0.1 and < 1%;

Rare 2 0.01 and < 0.1%; Very rare < 0.01%;, Not known (cannot be estimated from available data).

Severe Cutaneous Adverse Reactions [see Warnings and Precautions]
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Clinical trials experience

Latent Tuberculosis Infection

The safety profile of rifapentine in combination with isoniazid given once-weekly is based on the study
TBTC-S26. In this study, rifapentine in combination with isoniazid given once-weekly for 3 months
(3RPT/INH ) was compared to isoniazid given once daily for 9 months (9INH) in an open-label,
randomized trial in patients with a positive tuberculin skin test, and at high risk for progression from
latent tuberculosis infection to active tuberculosis disease.

A total of 4040 patients received at least one dose of the 3RPT/INH regimen, including 348 children 2-
17 years of age and 105 HIV-infected individuals. A total of 3759 received at least one dose of the 9INH
regimen, including 342 children 2 years-17 years of age and 95 HIV- infected individuals.

Patients were followed for 33 months from the time of enrollment (see Section 15.2).

Table 2 - Adverse drug reactions (i.e. considered by the investigator to be possibly, probably, or definitely
related to the medicinal product) reported in at least 3 patients treated with 3RPT/INH*.

System Organ Class Frequency | 3RPT/INH | 9INH
Infections and infestations

Influenza Uncommon [ 8(0.2) | 1(0.03)
Immune system disorders

Hypersensitivity Common | 160 (3.96) | 18 (0.48)
Nervous System Disorders

Headache Uncommon | 14 (0.35) [10{0.27)
Gastrointestinal Disorders

Nausea Uncommon | 11(03) | 6(0.2)
Abdominal pain upper Uncommon | 3(0.07) | 2(0.05)
Hepatobiliary Disorders

Hepatitis Uncommon [ 18 (0.45) [ 103 (2.74]
Skin And Subcutaneous Tissue Disorders

Skin reaction Uncommon | 31 (0.77) | 21(0.56)
Musculoskeletal And Connective Tissue Disorders

Myalgia Uncommon [4(01) [0
General Disorders And Administration Site Conditions

Influenza-like illness Uncommon | 8 (0.2) 0
Fatigue Uncommon | 4 (0.1) 6(0.16)
Chills Uncommon | 4 (0.1) 0
Pyrexia Uncommon | 4 (0.1) 1(0.03)
Asthenia Rare 3 (0.07) 0

*Includes events reported through 60 days after last dose of study drug

The following adverse drug reactions were reported in less than 3 patients (frequency: rare):
pancreatitis, oesophageal irritation, pneumonia.

Pediatric substudy

Six-hundred and ninety children 2 to 17 years of age received at least one dose of study drugs in the main
study. An additional 342 children 2 years-17 years of age received at least one dose in the pediatric
extension study (total 1032 children; 539 received 3RPT/INH and 493 received 9INH).

No children in either treatment arm developed hepatotoxicity. Children in the 3RPT/INH group
experienced less rifamycin hypersensitivity reaction (7 (1.3%)) than adults. Adverse reactions in

children 2 years-11 years of age and 12 years-17 years of age were similar.
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HIV substudy

Two-hundred HIV-infected patients with latent tuberculosis infection received at least one dose of study
drugs in the main study and an additional 193 patients received at least one dose in the extension study
(total of 393; 207 received 3RPT/INH and 186 received 9INH). Compared to the HIV-negative patients
enrolled in the main study, a higher proportion of HIV-infected patients in each treatment arm
experienced a treatment emergent adverse reaction, including a higher incidence of hepatotoxicity.
Hepatotoxicity occurred less frequently in patients in the 3RPT/INH arm (3/207 (1.5%)) than in the
9INH arm (14/186 (7.5%)). Rifamycin hypersensitivity occurred in only one HIV-infected patient.

Rifapentine may produce a predominantly red-orange discoloration of body tissues, and/or fluids (eg,
skin, teeth, tongue, urine, feces, saliva, sputum, tears, sweat, and cerebrospinal fluid). Contact lenses or
dentures may become permanently stained.

Other undesirable effects which have been observed with substances of the rifamycin group include:
When taken during the last few weeks of pregnancy, rifampicin is known to cause postnatal hemorrhages
in the mother and infant.

Effects of enzyme induction leading to decreased concentration of endogenous substrates, including
adrenal hormones (in isolated cases disturbances in the menstrual cycle; induction of a crisis in Addison
patients possible), thyroid hormones, and vitamin D.

Postmarketing Experience

The following adverse reactions have been identified from postmarketing surveillance of
rifapentine. Because these reactions are reported from a population of unknown size, it is not
always possible to estimate their frequency or establish a causal relationship to drug exposure.

Skin and subcutaneous tissue disorders: Severe cutaneous adverse reactions (SCARs) such as
Stevens-Johnson syndrome (S]S) and drug reaction with eosinophilia and systemic symptoms
(DRESS) syndrome [see Warnings (5)].

12. OVERDOSE
12.1 SIGNS AND SYMPTOMS
No case of an acute overdose with Priftin has been reported.

In pharmacokinetic trials, eight healthy male volunteers were given single oral doses of Priftin up to 1200
mg. Adverse events were mild and well tolerated (mainly headache and gastrointestinal upset).

Out of 32 patients (20 to 74 years) who accidentally received continuous daily doses of 600 mg
rifapentine for up to 20 days, one patient experienced a transient elevation in SGPT and glucose and a
second patient experienced slight pruritus.
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12.2 MANAGEMENT

While there is no experience in the treatment of overdose with Priftin, clinical experience with rifamycins
suggest that gastric lavage to evacuate gastric contents (within a few hours of overdose), followed by
instillation of an activated charcoal slurry into the stomach, may help adsorb any remaining drug from
the gastrointestinal tract.

Rifapentine and 25-desacetyl rifapentine are highly plasma protein bound and have limited urinary
excretion. Therefore, neither hemodialysis nor forced diuresis is expected to enhance the systemic
elimination.

13. INTERFERENCES WITH LABORATORY AND DIAGNOSTIC TEST

Therapeutic concentrations of rifampin have been shown to inhibit standard microbiological assays for
serum folate and Vitamin B12. Similar interferences should be considered for rifapentine. Therefore,
alternative assay methods should be considered.

14. ABUSE AND DEPENDENCE

Not applicable

15. PHARMACODYNAMICS

15.1 MODE OF ACTION/PHARMACODYNAMIC CHARACTERISTICS

Mechanism of action

Rifapentine belongs to the rifamycin class of antibiotics which exert their antibacterial action by
selectively inhibiting the DNA-dependent RNA polymerase of susceptible bacteria.

It forms a stable complex with bacterial DNA- dependent RNA polymerase, leading to repression of RNA
synthesis and cell death.

Rifapentine and its 25-desacetyl metabolite accumulate in human monocyte-derived macrophages and
are bactericidal to both intracellular and extracellular Mycobacterium tuberculosis organisms at
concentrations achievable by the recommended oral dosing regimens. 25-desacetyl rifapentine, the
active metabolite, is almost as active as rifapentine.

In vitro studies showed rifapentine to be highly concentrated within cells after brief incubation periods
in media containing the antibiotic.

Antibacterial spectrum

In addition to its activity against most strains of Mycobacterium tuberculosis, rifapentine exhibits in vitro
activity against most of the following microorganisms, however, the safety and effectiveness of
rifapentine in treating clinical infections due to these microorganisms have not been established in
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adequate and well-controlled clinical trials.

Aerobic gram-positive microorganisms:

Staphylococcus aureus (including some strains of methicillin-resistant S. aureus/MRSA)
Staphylococcus epidermidis (including some strains of methicillin-resistant S. epidermidis/MRSE)

Other coagulase-negative staphylococci
Aerobic gram-negative microorganisms:
Neisseria gonorrhoeae

Anaerobic microorganisms:
Bacteroides fragiles

"Other" microorganisms:
Mycobacterium avium-intracellulare complex

3-Lactamase production should have no effect on rifapentine activity

Breakpoints

The following rifapentine Minimum Inhibitor Concentration (MIC) breakpoint (for active Tuberculosis),
separating susceptible from resistant M. tuberculosis strains is proposed: susceptible < 0.5 mg/L,
resistant > 0.5 mg/L.

This breakpoint has been determined using the Agar Proportion Method in 7H10 or 7H11 agar medium
and the Radiometric Proportion Method in liquid 7H12 Middlebrook (12B) medium (using the BACTEC
460 instrument). The rifapentine critical concentration is 0.5 mg/1 for both methods.

Susceptibility test results obtained by the two different methods can only be compared if the appropriate
antibiotic concentration is used for each test method as indicated above. The use of two quality control
strains, H37Rv (ATCC 27294) and H37RvSCC (ATCC 700457) is suggested for both procedures.
Susceptibility of the H37Rv strain (ATCC 27294) should be completely obvious at 0.5 mg/1 of rifapentine
and resistance of the H37RvSCC strain (ATCC 700457) to the same concentration of rifapentine by the
same method should also be completely obvious.

In a recent clinical trial conducted in South Africa, Canada and the United States, radiometric MIC values
for susceptible strains of M. tuberculosis were < 0.25 mg/ rifamycin-resistant isolates were >8 mg/I.

Susceptible microorganisms
Susceptible

Mycobacterium tuberculosis*
Rifapentine shows cross-resistance with rifampicin.

* Clinical efficacy has been demonstrated for susceptible isolates.

Susceptible (based on in vitro data)
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Staphylococcus species

Bordetella pertussis

Chlamydia pneumoniae

Haemophilus influenzae

Legionella pneumophila

Moraxella catarrhalis

Streptococcus pneumoniae, peni- S/1/R

Not Susceptible (based on in vitro data)
Klebsiella pneumoniae
Mycoplasma pneumoniae

S = Sensitive I = Intermediate R = Resistant = f-lactamase

Resistance

Most organisms resistant to other rifamycins are likely to be resistant to rifapentine. In the treatment of
tuberculosis, the small number of resistant bacilli present within large populations of susceptible bacilli
can rapidly become predominant. In addition, resistance to rifamycin antibiotics has been determined to
occur as a single step mutation of the gene that encodes for the beta subunit of the DNA-dependent RNA
polymerase. However, other mechanisms of rifamycin resistance observed among certain organisms,
such as Nocardia and mycobacteria other than M. tuberculosis cannot be ruled out. Appropriate
susceptibility tests should be performed in the event of persistently positive cultures.

15.2 CLINICAL EFFICACY/CLINICAL STUDIES

Summary of the TBTC-S26 Phase 3 clinical study

The pivotal TBTC-S26 study was a multicenter, prospective, randomized, open-label trial conducted
among more than 8000 high-risk tuberculin skin test (TST) reactors (i.e., household and other close
contacts of active tuberculosis cases, recent [within 2 years] tuberculin converters, persons with fibrotic
lesions on chest X-ray [CXR], HIV-infected persons, and young children), who required treatment of
latent tuberculosis infection (LTBI) to prevent tuberculosis (TB) disease. Close contacts were defined as
persons spending = 4 hours in a shared airspace during a 1-week period with a person with sputum
culture-confirmed TB disease. This included household and non-household contacts. In group settings
such as households, group homes, or shelters, all patients were placed on the same regimen as the first
patient in the group i.e., clusters. Close contacts were randomized by household (clusters); others were
randomized individually.

The primary objective of the study was to evaluate the effectiveness of weekly rifapentine in combination
with isoniazid for 3 months (3RPT/INH) given by directly-observed therapy (DOT) versus daily self-
administered isoniazid for 9 months (9INH) in preventing TB disease in high-risk tuberculin reactors.

In addition to the main study, two sub-studies one each in pediatric population (2-17 years) and HIV-
infected patients with LTBI at high risk of progression to active TB disease were nested in the main study
and continued beyond the completion of enrollment in the main study to recruit additional patients in
these subgroups.
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Table 3 - LTBI study treatment doses and durations

3RPT/INH (by DOT) 9INH (self-administered)

RPT dose: 900 mg for patients =30 kg and weight- INH dose: 2-11 years: 10-15 mg/kg (300 mg
based incremental dosing for patients <30 maximum) 212 years: 5 mg/kg (300 mg
kg (dose range 300 — 750 mg) maximum)

INH dose: 2-11 years: 25 mg/kg (900 mg maximum)

212 years: 15 mg/kg (900 mg maximum)
3RPT/INH duration: Once weekly dosing for 12 9INH duration: Daily dosing for 9 months (270
weeks (12 doses) doses)

The primary endpoint used to determine effectiveness was the development of active TB disease
confirmed by sputum culture for M. tuberculosis in adults (i.e., >= 18 years of age) and culture-confirmed
or clinical TB disease in children less than 18 years of age, at 33 months after enrollment in the study.

The Table 4 below shows that in the modified intention-to-treat (MITT) analysis for the main study, TB
disease developed in 7 of 3986 patients in the 3RPT/INH group (cumulative rate, 0.19%) versus 15 of
3745 patients in 9INH group (cumulative rate, 0.43%), for a difference of 0.24 percentage points.

Rates of treatment completion were 82.1% in the 3RPT/INH group and 69.0% in the 9INH group
(p<0.001). Rates of permanent drug discontinuation due to an adverse event were 4.9% in the 3RPT/INH
and 3.7% in the 9INH therapy group (p = 0.009).

Table 4 - Number of tuberculosis cases and event rates by treatment group: LTBI Main study (MITT
population, 33 month analysis)

Difference in

Study B TB per Cumulative TB - Upper bound of
Treatment Arm N Cases 100 p-y Rate (%) Cumulatlfvf e S;)S% CI* (%)
Rate (%)
Main study
9INH 3745 15 0.16 043 -0.24 0.01
3RPT/INH 3986 7 0.07 0.19

Abbreviations: p-y: patient-years; N: number of patients; CI: confidence interval; MITT: modified
intention-to-treat; TB: tuberculosis; 9INH: 9-month (270-dose) regimen of daily INH; 3RPT/INH: 3-
month (12-dose) regimen of weekly RPT and INH

*95% CI for the difference in cumulative TB disease rates (%).

The difference in cumulative TB disease rate is the rate in the 3RPT/INH group minus the rate in the
9INH group.

The incidence of drug resistance was low and similar between the 2 treatment groups. In the 9INH
treatment group, 2 cases were found to be INH-monoresistant. Both cases developed in patients with
unknown HIV status. In the 3RPT/INH treatment group, 1 case was found to be RIF- and PZA-resistant,
INH-susceptible M. bovis infection. This case was reported in a patient with HIV infection who had
treatment interruptions and completed therapy late. Another case in the 3RPT/INH treatment group was
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found to be PZA monoresistant.

Pediatric Sub-study

RPT dosing in 12 to 17 year-old children enrolled in the 3RPT/INH group was identical to adults (12
weekly doses of RPT 900 mg or 750 mg if less than 50 Kg). For children aged 2 to 11 years, the dose of
RPT given in combination with INH was based on the weight at enrollment (Table 3) without exceeding
900 mg. The dose of INH in the 3RPT/INH arm was adjusted for age: 15 mg/Kg for children 212 years
old (rounded up to nearest 50 or 100 mg; 900 mg maximum) and 25 mg/Kg for those 2 to -11 years
(rounded up to nearest 50 or 100 mg; 900 mg maximum). The dose of INH in the 9INH group was: 5
mg/Kg for children 212 years old (rounded up to nearest 50 or 100 mg, 300 mg maximum) and 10-15
mg/Kg for those 2 to -11 years (rounded up to nearest 50 or 100 mg, 300 mg maximum).
Approximately 67% of the enrolled children were included in the analysis for the LTBI main study. Three
children in the 9INH group developed tuberculosis (Table 5) including one INH-monoresistant, there
were no TB cases reported in the 3RPT/INH. The treatment completion rate in the MITT population was
statistically significantly higher among children in the 3RPT/INH group than in children in the 9INH
group: 88.1% versus 81.0%, respectively, (p=0.003).

Table 5 - Number of tuberculosis cases and event rates by treatment group: Pediatric substudy (MITT
population, 33 month analysis).

Study N B TB per Cumulative TB CE:warlzgfi lTnB Upper bound of
Treatment Arm Cases 100 p-y Rate (%) o 95% CI* (%)
Rate (%)
Pediatric
substudy**
9INH 436 3 0.27 0.78 -0.78 044
3RPT/INH 472 0 0.00 0.0

Abbreviations: p-y: patient-years; N: number of patients; CI: confidence interval; MITT: modified
intention-to-treat; TB: tuberculosis; 9INH: 9-month (270-dose) regimen of daily INH; 3RPT/INH: 3-
month (12-dose) regimen of weekly RPT and INH.
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*95% CI for the difference in cumulative TB disease rates (%).
** All 3 children who developed TB in the pediatric substudy had participated in the main study and are
also counted in number of TB cases for the main study.

HIV Substudy

In the HIV substudy MITT population at 33 months after study enrollment, TB disease developed in 2 of
206 patients in the 3RPT/INH group (cumulative rate, 1.01%) and in 6 of 193 patients in the 9INH group
(cumulative rate, 3.50%), for a difference of -2.49% with an upper limit of the 95% CI of +0.60%. The TB
event rate in the HIV substudy was higher than that observed in the main study, which included mostly
non-infected patients (see Table 6). Four of the 8 HIV-infected patients who developed TB (2 patients in
the 3RPT/INH group including one PZA-Rif resistant strain and 2 patients in the 9INH group) were
enrolled in the main study and are also included in the results for the main study. One patient in the 9INH
group developed a multiresistant TB (RIF-INH-Streptomycin) during the extension phase. The treatment
completion rate was statistically significantly higher among HIV-infected patients in the 3RPT/INH group
than in the 9INH HIV-infected patients: 88.8% versus 63.7%, respectively, (p<0.0001).

Table 6 - Number of tuberculosis cases and event rates by treatment group: HIV substudy (MITT
population, 33 month analysis)

Study B TB per Cumulative TB leferen_ce n Upper bound of
Treatment Arm N Cases 100 p-y Rate (%) Cumulat[\"g L 95% CI* (%)
70 Rate (36) ' o)
HIV substudy**
9INH 193 6 1.25 3.50 -2.49 0.60

3RPT/INH 206 2 0.39 1.01

Abbreviations: p-y: patient-years; N: number of patients; CI: confidence interval; MITT: modified
intention-to-treat; TB: tuberculosis; 9INH: 9-month (270-dose) regimen of daily INH; 3RPT/INH: 3-
month (12-dose) regimen of weekly RPT and INH

*95% CI for the difference in cumulative TB disease rates (%).

** 4 of the 8 patients who developed culture-confirmed TB in the HIV substudy had participated in the
main study and are also counted in number of TB cases for the main study.

16. PHARMACOKINETICS

When 600 mg oral doses of rifapentine were administered once daily or once every 72 hours to healthy
volunteers for 10 days (4 doses), mean Cthrough were below the limit of quantification suggesting no
accumulation, moreover single dose AUC(0-o0) of rifapentine was similar to its AUCss(0-72h) values after
4 repeated dose, suggesting no significant auto-induction effect.

Based on the data observed after a single oral dose of 900 mg in healthy subjects, no plasma accumulation
of rifapentine and 25- desacetyl rifapentine (active metabolite) is expected after once weekly
administration of Priftin.

The pharmacokinetic parameters of rifapentine and 25-desacetyl rifapentine on day 10 following oral
administration of 600 mg Priftin every 72 hours to healthy volunteers are described in Table 7.

Table 7 - Pharmacokinetics and Rifapentine and 25-Desacetyl Rifapentine in Healthy Volunteers.
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. Rifapentine | 25-desacetyl Rifapentine
Parameter Mean = SD (n=12)
Cenax (M g/mL) 15.05 +4.62 6.26 =2.06
AUC p72h) (M g*h/mL) 319.54 £91.52 21588 £85.96
Ta2 (h) 13.19 £1.38 1335267
Temax (h) 483180 11.25+£273
Cl/F (L/h) 203 £0.60 --

The pharmacokinetic parameters of rifapentine and 25-desacetyl rifapentine following single-dose oral
administration of 900 mg Priftin in combination with 900 mg isoniazid in fed conditions are described in
Table 8.

Table 8 Mean *+ SD Pharmacokinetic Parameters of Rifapentine and 25-Desacetyl Rifapentine in Healthy
Volunteers When Priftin is Co-administered with Isoniazid Under Fed Conditions (N=16).

Parameter Rifapentine 25-desacetyl Rifapentine
Crax (U g/mL) 258%=583 133 +483

AUC (Y g*h/mL) 817 £128 601 £ 187

Tys2(h) 16.6 £5.02 175742

Tmax (h)* 8(3-10) 24 (10-36)

C/F (L/h) 113 £0.174 NA®*®

*Median (Min-Max)
**Not Applicable

16.1 ABSORPTION

The absolute bioavailability of rifapentine has not been determined. Based on mass balance study,
absorption was estimated as almost complete.

Rifapentine bioavailability is affected by food.

When the tablet is administered with food the bioavailability of rifapentine and its active metabolite
increases by 40% to 50%.This increase in bioavailability is not affected by the meal composition
including the amount of lipids.

Rifapentine should be taken with food in order to maximize rifapentine and 25-desacetyl rifapentine
exposures and reduce inter-subject variability.

In contrast, the ingestion of the meal decreases isoniazid exposures (Cmax and AUC by 46% and of 23%,
respectively with the low fat, high carbohydrate breakfast).

16.2 DISTRIBUTION

In healthy volunteers, rifapentine and 25-desacetyl rifapentine were highly 97.7% and 93.2% bound to
plasma proteins, respectively. Similar extent of protein binding was observed in healthy volunteers,
asymptomatic HIV-infected subjects and hepatically impaired subjects.

Following oral dosing of rifapentine in fed condition, the apparent volume of distribution is 32 L.

The intrapulmonary distribution was studied in healthy subjects who received a single oral dose of
rifapentine (600 mg). The peak concentrations in plasma, in epithelial lining fluid, and in alveolar cells
were 26.2, 3.7, and 5.3 pg/ml, respectively. Although the intrapulmonary RPT concentrations were less
than the plasma RPT concentrations at all time periods, they remained above the RPT and 25-DRPT MIC
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for the 48-h observation period.
16.3 METABOLISM

Rifapentine was hydrolyzed by an esterase enzyme to form a single microbiologically active metabolite
25-desacetyl rifapentine.
This metabolite represents 60 to 70% of rifapentine AUC.

16.4 ELIMINATION

After administration of 14C-rifapentine , the majority of the dose is excreted in feces (70%), while urine
is a minor pathway for excretion (17%). Oral plasma clearance of rifapentine is low with values in the
range of 1.5 to 2 L/h. The apparent elimination of rifapentine and 25-desacetyl rifapentine are
monophasic with a terminal half-life ranging from 13 to 17h.

The main elimination pathways are metabolism for rifapentine and biliary excretion in feces for both
rifapentine and its metabolite 25-desacetyl rifapentine. Renal clearance is a minor pathway of excretion
for rifapentine and its metabolite.

16.5 DRUG INTERACTIONS
Potential of rifapentine to affect other drugs
1. Cytochromes P450 substrates

In vitro, rifapentine and its metabolite (25-desacetyl-rifapentine) are potent inducer of CYP3A4. In vivo
in human, rifapentine has also been shown to be a potent CYP3A4 inducer: rifapentine daily (from 5
mg/kg) decreased midazolam exposure by 90%, rifapentine 600 mg twice weekly dosing reduced
indinavir (protease inhibitor substrate of CYP3A4) exposure by 70% . There is no clinical data evaluating
drug-drug interaction between CYP3A substrate and rifapentine at dosing regimen recommended for
LTBI (900 mg weekly dosing). However, rifapentine is also predicted a potent inducer at this dosing
regimen.

In vitro, rifapentine is an inducer of CYP2C8 and CYP2C9 and its metabolite (25-desacetyl-rifapentine) is
a potential inhibitor of CYP2C8. No clinical interaction study was performed to assess in vivo potential of
RPT to interact with drugs metabolized by CYP2C8/C9 but the risk of interaction is likely. The in vivo net
effect, resulting from induction and inhibition of CYP2C8 was not evaluated but a higher impact of
induction can be predicted.

In vitro studies showed that rifapentine and its metabolite (25-desacetyl-rifapentine) are inducers of
CYP2B6 and that rifapentine is an inhibitor of CYP2B6. Interaction with CYP2B6 substrate was evaluated
in one clinical study with efavirenz which is known as a very sensitive CYP2B6 substrate. After a single
and repeated weekly administration of rifapentine 900 mg, no or minor modification (<15%) of steady-
state exposure of efavirenz was observed.

In vitro, rifapentine and its metabolite are not inducer of CYP1AZ2.

Based on in vitro data, it is predicted that rifapentine and its metabolite have no potential to inhibit
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CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP3A4 and CYP2EL, in vivo in human.

2. Transporter substrates
In vitro, rifapentine has been shown to inhibit several transporters (P-gp, BCRP and OATP1B1/B3,
OCT1). However, the risk of clinically significant interaction resulting from inhibition of BCRP,
OATP1B1/B3, evaluated using a mechanistic static approach, was considered as minimal. Moreover,
rifamycins are known to induce some of these transporters (such as P-gp, OATP1B1/0ATP1B3) via
activation of PXR and could balance the inhibition effect. For P-gp, interactions have been evaluated in
human with 2 substrates of P-gp, raltegravir and tenofovir suggesting a limited effect.

However, because of narrow therapeutic index of digoxin (P-gp substrate), appropriate monitoring and
dose adjustment of digoxin may be necessary in case of co-administration with rifapentine (see Section
7).

Potential of other drugs to affect rifapentine

Rifapentine is metabolized by esterases and its main metabolite, 25-desacetyl-rifapentine, is not
metabolized. There is lack of risk of interaction with CYP450 inducer and as well as inhibitor drugs (such
as triazole antifungal agents frequently coadministered in HIV-infected patients). Similarly, taking into
account the high passive diffusion component in the hepatocyte uptake or the good intestinal
permeability, potential drug interaction with transporters inhibitor/inducer drugs are not expected.

16.6 SPECIAL POPULATIONS

Gender

PK profiles in healthy young women and young men did not evidence any gender effect for rifapentine
or 25-desacetyl-rifapentine.

Gender was also investigated as covariates of population PK model and was not associated with
rifapentine PK variability.

Elderly patients

In elderly (= 65 years), following single oral administration of 600 mg, mean rifapentine and 25-
desacetyl-rifapentine exposures were increased (41 % for rifapentine AUC, 58% for 25-desacetyl-
rifapentine) compared to healthy young subjects (historical comparison). However no dose adjustments
were recommended for elderly subjects based on safety results in elderly healthy subjects and elderly
patients with LTBI.

Pediatric patients

In healthy adolescents, rifapentine and 25-desacetyl-rifapentine PK were not different from those
observed in healthy adults.

In pediatrics (younger than 12-years old), a significant correlation was observed between clearance and
age: clearance adjusted to body weight increased when decreasing age.

Based on these findings, a weight band dosing (Table 1) was selected for rifapentine in children with
LTBI and validated with PK and safety data in this population.

In children (2-12 years of age) receiving doses based on weight , while the mean rifapentine dosages in
mg/kg were 2-fold higher than in adults (23 versus 11 mg/kg), exposures were 31% and 41% higher
than adults for rifapentine and 25-desacetyl-rifapentine respectively, exposures that in adults have been
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associated with successful treatment of LTBI. Among children, exposure was about 25% lower in those
who could not swallow the whole tablets and received crushed tablets but still higher than in adults.
Despite the generally increased exposure observed in children, higher mg/kg Priftin doses were well
tolerated.

Hepatic impairment

Following oral administration of a single 600 mg dose of Priftin to mild to severe hepatic impaired
patients, the pharmacokinetics of rifapentine and 25-desacetyl metabolite were similar in patients with
various degrees of hepatic impairment. In comparison to healthy subjects, rifapentine and 25-desacetyl-
rifapentine exposure (AUC) were increased in subjects with hepatic impairment by 19% to 25% and 77%
to 99%, respectively.

Renal impairment

The pharmacokinetics of rifapentine have not been evaluated in renal impaired patients. However, the
risk of an impact of impaired renal function on PK is considered as minimal only about 17% of an
administered dose is excreted via the kidneys. The clinical significance of impaired renal function on the
disposition of rifapentine and its 25-desacetyl metabolite is not known.

Asymptomatic HIV-Infected Patients

In asymptomatic HIV-infected subjects, rifapentine and 25-desacetyl metabolite PK profiles were not
significantly different from those observed in healthy subjects. The safety and PK results indicated that
no dose adjustment for Priftin is necessary for asymptomatic HIV-infected patients.

17. NON-CLINICAL SAFETY DATA

17.1 CARCINOGENICITY

A two-year carcinogenicity in NMRI mice was carried out with rifapentine at oral dose levels of 5, 20 and
80 mg/kg/d. At histological examination, a statistically significant higher incidence of hepatocellular
carcinomas was seen in all treated male groups, but not in females. Dose-related pre-neoplastic
eosinophilic foci of hepatocellular alterations were also detected in mid and high dose males. In addition,
treatment-related centrilobular fatty changes occurred in high dose males. Rifapentine elicits an increase
of the number of both liver tumors and altered cell foci in the mouse.

Overal, it is assumed that rifapentine causes liver tumors in mice through a mechanism, which is not
relevant to humans.

A two-year carcinogenicity study was carried out in Wistar rats with rifapentine at the dose levels of 2.5,
10 and 40 mg/kg/d. Tumors were limited to nasal turbinates and were all benign in nature. Because
observed tumors location was limited to nasal cavity, were exclusively benign in nature and because of
the specificities of nasal turbinates in the rat, it is considered that RPT-induced higher (than control)
incidence of nasal adenomas is a rat specific effect.

17.2 GENOTOXICITY

A whole battery of in vitro and in vivo tests was carried out, both with rifapentine and with 25-DRPT. All
data taken together - gene mutation in bacteria or eukaryote cells, chromosomal aberration tests or in
vivo assays - it was concluded that both rifapentine and its human metabolite 25-DRPT do not represent
a genotoxic risk to humans.
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17.3 TERATOGENICITY

In rats, given oral rifapentine during organogenesis at 40 mg/kg/day, there was an increase in resorption
rate; litter and mean fetus weight were 20% lower than that of controls. Major malformations were
observed including mainly cleft palate and right aortic arch. Minor anomalies or variations at the
external, visceral and skeletal examinations were also found increased.

In dams allowed to deliver and rear their pups, a slight decrease in litter size and mean litter weight, an
increase in number of stillborn and mortality during lactation were noted at 40 mg/kg/day.

In rabbits, on gestational day 29, litter size and weight were slightly lower at 10 and 40 mg/kg/day,
compared to controls. Major malformations were seen in 4 fetuses, one with ovarian agenesis (10
mg/kg/day), one with pes varus (20 mg/kg/day) and 2 fetuses with arhinia, microphthalmia and
irregularities of the ossified facial tissues (40 mg/kg/day).

Effect on postnatal development was noted in rats. Pup weights in the 20 mg/kg/day were significantly
decreased on post-partum days 1 and 4, which returned to normal on post-partum Day 21.

Following mating of F1 generation pups, slight decreases in litter size, increases in resorption rate, and
increases in pre-implantation loss were observed in the offspring of FO mothers from the 20 mg/kg/day.
One abnormal fetus (bilateral, posterior pes varus) was observed in an F1 dam descending from a 20
mg/kg/day FO rat. (See Section 8)

Though no specific study on milk excretion was performed in animals, the toxicological data in animals
have shown compound-related effects in nursing offspring (i.e., on pups’ survival and pups’ body
weights), while no significant effects were observed in nursing mothers. (See Section 9)

17.4 IMPAIRMENT OF FERTILITY

Fertility and reproductive performance were not affected by oral administration of rifapentine to male
and female rats at doses of up to 20 mg/kg/day (one-third of the human dose based on body surface area
conversions) leading to margin of safety of approximately 7 in terms of AUC.

18. INCOMPATIBILITIES / COMPATIBILITIES
No information in this section

19. STORAGE CONDITIONS AND SHELF-LIFE
Storage Condition: Store below 30°C

Shelf life: 36 months

20. PREPARATION AND HANDLING

No information in this section

HARUS DENGAN RESEP DOKTER
ON MEDICAL PRESCRIPTION ONLY

Presentation:
Carton of 24 tablets (3 strips of 8 tablets)
Reg. No.: DKI1861700317A1
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Manufactured by:
Sanofi S.rL.

Anagni

Italy

Registered by:
PT Aventis Pharmajakarta, Indonesia
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Priftin 150mg Tablet Salut Selaput Informasi
Produk untuk Pasien

SANOFI\g

Baca Pedoman Pengobatan ini sebelum Anda
mengkonsumsi PRIFTIN dan setiap kali Anda
mendapatkan obat kembali, karena mungkin ada
informasi baru. Informasi ini tidak menggantikan
pembicaraan anda dengan dokter tentang kondisi
medis atau pengobatan Anda.

Informasi apakah yang paling penting yang
harus saya ketahui tentang PRIFTIN?

Apa itu PRIFTIN?

PRIFTIN diindikasikan untuk pengobatan infeksi
tuberculosis laten yang disebabkan oleh Mycobacterium
tuberculosis pada orang dewasa dan anak-anak 2 tahun
dan lebih tua yang beresiko tinggi terhadap penyakit
tuberculosis (termasuk mereka yang berhubungan
dekat dengan pasien tuberculosis aktif dengan penyakit
TB yang dikonfirmasi dengan hasil kultur TST positif,
konversi terbaru ke tes kulit tuberculin positif, pasien
terinfeksi HIV, atau mereka dengan fibrosis paru pada
radiografi.

Penyakit tuberculosis aktif harus disingkirkan sebelum
memulai pengobatan untuk infeksi tuberculosis laten.
PRIFTIN harus selalu digunakan dalam kombinasi
dengan isoniazid sebagai rejimen 12 minggu sekali
seminggu untuk pengobatan infeksi tuberkuloasis laten.

PRIFTIN tidak boleh digunakan:

- sendiri untuk mengobati orang dengan TB aktif atau
laten

- pada orang dengan TB aktif yang telah mengkonsumsi
obat rifampisin atau isoniazid di masa lalu dan tidak
merespon (resisten)

- pada orang yang pernah terpapar dengan penderita
TB yang tidak dapat diobati dengan isoniazid atau
rifampisin

Siapakah yang seharusnya

mengkonsumsi PRIFTIN?

+ Jangan mengkonsumsi PRIFTIN jika Anda alergi
terhadap sekelompok obat yang disebut rifampisin

+ Jangan mengkonsumsi PRIFTIN jika Anda mengalami
Porfiria

Apakah yang harus saya sampaikan kepada

dokter sebelum mengkonsumsi PRIFTIN?

Sebelum mengkonsumsi PRIFTIN, beritahu
dokter Anda tentang seluruh kondisi
pengobatan Anda, termasuk jika Anda:

- memiliki penyakit TBC aktif
DISETUJUI OLEH BPOM: 04/05/2023

tidak

- mengetahui bahwa Anda memiliki TB yang resisten
terhadap pengobatan dengan beberapa obat-obatan

- menderita infeksi HIV atau sedang mengkonsumsi
obat untuk mengobati infeksi HIV

- memiliki gangguan hati

- memiliki kondisi yang disebut porfiria

- sedang hamil atau berencana untuk hamil. Tidak
diketahui apakah PRIFTIN akan membahayakan
janin Anda.

- sedang menyusui atau berencana menyusui. Tidak
diketahui apakah PRIFTIN masuk ke dalam ASI
anda.Bicaralah pada penyedia kesehatan anda
tentang cara terbaik untuk memberi makan bayi
Anda selama mengkonsumsi PRIFTIN.

Beritahu dokter Anda tentang semua obat yang
sedang Anda minum, termasuk resep dan obat bebas,
vitamin, dan suplemen herbal.

Menggunakan PRIFTIN dengan obat lain dapat saling
me.mpengaruhi dan menyebabkan efek samping yang
senus.

PRIFTIN dapat mempengaruhi cara kerja obat lain,
dan obat-obatan lainnya dapat mempengaruhi kerja
PRIFTIN. Terutama beritahu dokter Anda jika Anda
sedang minum obat untuk mengobati infeksi HIV atau
kontrasepsi oral.

Mintalah kepada dokter atau apoteker Anda daftar
obat-obatan ini jika Anda tidak yakin.

Kenali obat yang Anda minum. Simpan daftar obat-
obatan ini untuk ditunjukkan kepada dokter atau
apoteker Anda saat Anda mendapatkan obat baru.

Bagaimana saya harus mengkonsumsi PRIFTIN?
» Konsumsilah PRIFTIN sesuai dengan yang dikatakan
dokter Anda.

Penting untuk mengkonsumsi semua PRIFTIN
dan semua obat TB Anda yang lain. Jangan
melewatkan dosis.

» Melewati dosis dapat menyebabkan PRIFTIN tidak
bekerja dengan baik dan mungkin meningkatkan
kemungkinan TB Anda tidak dapat diobati dengan
PRIFTIN atau obat lain.

+ Konsumsi PRIFTIN dengan makanan

Jika Anda tidak bisa menelan tablet PRIFTIN secara
keseluruhan, PRIFTIN dapat dihancurkan dan
dicampur dengan sedikit makanan lunak. Pastikan
untuk mengambil semua makanan lunak dengan
PRIFTIN di dalamnya segera.

Apa efek samping PRIFTIN yang mungkin
terjadi? PRIFTIN dapat menyebabkan efek
samping yang serius, termasuk:
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» Gangguan hati.

PRIFTIN dapat menyebabkan gangguan hati
yang serius. Dokter Anda mungkin melakukan tes
darah untuk memeriksa fungsi hati Anda sebelum
dan saat Anda mengkonsumsi PRIFTIN. Hentikan
mengkonsumsi PRIFTIN dan segera hubungi dokter
Anda jika Anda memiliki tanda dan gejala berikut
dari gangguan hati:

- mual

- muntah

- sakit perut

- hilang selera makan

- kelelahan, kulit menguning atau memutih mata
anda

- urin gelap

* Reaksi alergi dan gejala seperti flu.

Reaksi alergi dan gejala seperti flu telah terjadi pada
beberapa orang yang memakai PRIFTIN. Tanda dan
gejala reaksi alergi meliputi:

- tekanan darah rendah (hipotensi)

- sulit bernafas

- gatal-gatal

- mata merah (konjungtivitis)

- batuk dengan mengi

- menurunnya tingkat trombosit darah

Tanda dan gejala reaksi mirip flu bisa meliputi:

- lemah

- kelelahan

- nyeri otot

- mual dan muntah

- sakit kepala

- demam

- mengigil

- nyeri

- ruam

- gatal

- berkeringat

- pusing

- sesak nafas

- sakit dada

- batuk

- pingsan

- detak jantung cepat

¢ Reaksi kulit yang parah. Reaksi kulit yang serius
seperti sindrom Stevens-Johnson (SJS) dan
sindrom reaksi obat dengan eosinofilia dan gejala
sistemik (DRESS) telah terjadi pada beberapa
orang yang mengkonsumsi PRIFTIN.

Segera hentikan penggunaan PRIFTIN dan
hubungi dokter Anda atau dapatkan bantuan
darurat jika Anda mengalami salah satu dari gejala
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berikut:

- ruam

- kulit merah dan nyeri

- kulit mengelupas atau berdarah

- luka atau lecet di bagian dalam mulut atau bibir

- bengkak pada wajah, bibir, mulut lidah atau
tenggorokan

- gejala seperti flu

* Kambuhnya gejala TB Anda. Penyakit TB aktif
dapat kembali setelah pemulihan (kambuh) pada
sebagian orang, terutama bagi orang yang tidak
mengkonsumsi PRIFTI N sesuai dengan yang dikatakan
dokter mereka. Penting agar Anda mengkonsu msi
PRIFTIN persis sesuai dengan yang dikatakan
dokter Anda. Dokter Anda harus memeriksa tanda
dan gejala TB yang memburuk selama Anda
mengkonsumsi PRIFTIN.

* Perubahan warna normal kulit, mulut dan
cairan tubuh Anda. PRIFTIN dapat
menyebabkan kulit, gigi, lidah, urin, kotoran, air
liur, dahak, air mata, keringat, dan air susu ibu
berubah warna menjadi oranye merah. Lensa
kontak atau gigi palsu dapat berubah warna secara
permanen.

» Diare. Jenis diare yang disebut Clostridium
difficile- associated diarrhea (CDAD) dapat terjadi
selama atau setelah minum antibiotik, termasuk
PRIFTIN. Tingkat keparahan CDAD dapat berkisar
dari diare ringan sampai diare berat yang dapat
menyebabkan kematian (fatal colitis). Beritahu dokter
Anda segera jika Anda menderita diare selama atau
setelah Anda berhenti minum PRIFTIN.
* Memburuknya kondisi yang
porfiria.
Efek samping PRIFTIN yang paling umum,
termasuk:
reaksi alergi dan gejala mirip flu, kelainan seperti
sel darah merah rendah, sel darah putih rendah,
batuk darah, batuk, jumlah trombosit yang
berlebihan dalam darah, peningkatan keringat, tes
fungsi hati tinggi, nyeri punggung, ruam, penurunan
nafsu makan, nyeri sendi, peningkatan ureum
darah, dan sakit kepala.

Beritahukan dokter Anda jika Anda memiliki efek
samping yang mengganggu Anda atau tidak dapat
hilang. Efek samping tersebut bukan semua
kemungkinan efek samping dari PRIFTIN. Untuk
informasi lebih lanjut, tanyakan kepada dokter
atau apoteker Anda.

disebut

Hubungi dokter anda untuk informasi lebih jauh
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mengenai efek samping.

Bagaimana cara menyimpan PRIFTIN?
+ Simpan PRIFTIN pada suhu di bawah 30°C.
+ Jaga agar PRIFTIN tetap kering dan jauh dari panas.

Jaga agar PRIFTIN dan semua obat di luar
jangkauan anak-anak.

Informasi umum tentang penggunaan
PRIFTIN yang aman dan efektif.

Jangan gunakan PRIFTIN untuk kondisi yang
tidak sesuai dengan peresepan oleh Dokter. Jangan
berikan PRIFTIN kepada orang lain, bahkan jika
mereka memiliki gejala yang sama dengan yang
Anda miliki. Hal itu dapat membahayakan mereka.

Pedoman Pengobatan ini meringkas informasi
terpenting tentang PRIFTIN. Jika Anda ingin
informasi lebih lanjut, bicarakan dengan dokter Anda.
Anda dapat meminta informasi kepada dokter atau
apoteker tentang PRIFTIN yang ditulis untuk
profesional kesehatan.
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Senyawa apakah yang terkandung dalam
PRIFTIN? Senyawa aktif: rifapentine

Senyawa tidak aktif: kalsium stearat, disodium

EDTA, FD&C Biru No.2, aluminium lake,
hidroksipropil  selulosa, hypromellose USP,
microcrystal line cellulose, polietilen glikol,
pregelatinized starch, propilen glikol, natrium

askorbat, natrium lauril sulfat, sodium starch
glycolate, synthetic red iron oxide, dan titanium
dioksida.

Dus, 3 blister@ 8 tablet salut selaput
Reg. No.: DKI1861700317A1
HARUS DENGAN RESEP DOKTER
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