1s0225007022 - Rifactine suspension
Rifampicin 2% (100 mg/5 ml)

1. Name of the medicinal product
Rifactne suspension 2% (100 mg/5 mi)
2. and

Ritampicin Toon mg (PhEur)
3. Pharmaceutical form
Oral suspension

4. Clinical particulars

Therapeutic indications

Indications

Tuberculosis: In combination with other active anti-tuberculosis drugs in the

treatment of allforms of tuberculosis, including fresh, advanced, chronic and

drug-resistant cases. Rifactine is also effective against most atypical strains of

Mycobacteria

Leprosy: In combination with at least one other active anti-leprosy drug in the

management of multibacillry and paucibacillry leprosy to effect conversion of the

infectious state to a non-infectious state.

Other Infections: In the treatment ufEruoeHos\s Legionnaires Disease, and
infections. To prevent resistant sirains of the

infecting organisms, Rifactine should be used in combination with another

antbiotic appropriate for the infection.

Prophylaxis of meningococeal meningits: For the treatment of asymptomatic

carters of N. meningitdes to eliminate meningococci from the nasopharynx.

Haemophilus influenzae: For the treatment of asymptomatic carriers of Influenzae

and as chemoprophylaxis of exposed children, 4 years of age or younger.

Method of administration

Recommended Dosage

For oral administration

The daily dose of Rifactine, calculated from the patient's body weight, should

preferably be taken at least 30 minutes before a meal or 2 hours after a meal to

enere rapid and complete absorption

Rllamme e bo given it aher efecive an-bersiosis dugs o prvent the

pi
Rt oo ecammanded single daily dose in |unem\os.s \58 12 mglkg.
Usual Daily dose: Patients weighing less than 50 kg: 4

Patients weighing 50 kg or more - 600 mg.

Children: in children, oral doses of 10 - 20 mg / kg/ body weight daily are
recommended, although a total daily dose should not usually exceed 600 mg.

Leprosy.
00 mg doss offampionshoud e ghven ancs pe mon Al(emalwely adaiy
regimen may be used. The recommended single dally duse is 10 m;

Usual Gl Gose Patients weighingfess b B0 kg 450 m

Patients weighing 50 kg or more: 600 m

In the realment of eprosy,rfampicin should always be used in conjunction with at
least one other antleprosy drug.

Brucelosis. Legionnaires Disease or serious staphylococeal ifections

Aduls: The recommended daily dose is 600-1200 mg given in 2to 4 divided
doses, together with another appropriate antibiotc to prevent the emergence of
resistant srains of the infecting organisms.

Prophylaxis of Meningococeal Meningits

Adults: 600 mg twice daily for 2 days.

Children (1 - 12 years): 10 mg fkg twice dailyfor 2 days.

Chidren (3 months - 1 year): 5 mglkg twice daily for 2 days.

Prophylaxis of Haemophius influenzae

‘Adults and chidren: For members of housefolds exposed to H. influenzae B
disease when the household contains a child 4 years of age or younger, tis
recommended ht l members (ncluding te cmm) receive rifampicin 20 mg kg
once daily (maximum daily dose 600 mg) fo

I cases shouid o ek o o cicharge fom hosptal.

eorates (1 mont): 10 g i for  daye

Impaired liver fun

Adally dose of 8 mg/kg should not exceeded n patients with impaired iver
function

In elderly patients, the renal excretion of rfampicn is decreased proportionally with
physiological decrease of enal function; due to compensatory increase of iver
xcrton th teminl hl e serm's s thl ofyoungerplert
However, as increased blood levels have been noted in one study of rifampicin in
clder paets, caubon shoud be xercisod i Lsing Hampici  Suchpatent,
especaly et s eience o mpled et urcton.

Contraindication:

Rictno s contandicted i thepresence ofaundice, an i patets o are
hypersensitive to the rfamycins or any of the excipien

Rifactine use is contrainicated when given concurrentl with the combination of
saquinaviritonavir (see Interactions)

Special warnings and precautions for use :

Riftampicin should be given under the supervision of a respiratory or other suitably
qualifed physician.

Cauonsshouk be taken  case o rena mpemert  dose > 60 gy

Al tuberculosis patients should hav ¢ livr function
Al oo o arostoss i nlampvcm should have baseline measurements
of hepatic enzymes, bilirubin, serum creatinine, a complete blood count, and a
platelet count (or estimate).

Baseline tests are unnecessary in children unless a complicating condition is
known or cinically suspected.

Patients with impaired liver function should only be given rifampicin in cases of
necessity, and then with caution and under close medical supervision. In these
patients, lower doses of ifampicin are recommended and careful monitoring of
liverfuncton, especially serum alanine aminotransferase (ALT) and serum
aspartate aminotransferase (AST) should niall be carried out prior to therapy,
weekly for two weeks, then every two weeks for the nex! six weeks. Ifsigns of
hepatocllular damage occur,rifampicin should be withdrawn.

Rifampicin should also be withdrawn i linically significant changes in hepatic
functon occur. The need for other forms of antiuberculosis therapy and a difierent
regimen should be considered. Urgent advice should be obtained from a specialst
in the management of tuberculosis. I rfampicin is re-ntroduced fter iver function
has retumed to normal, iver function should be montored daly.

In patients with impaired liver functon, elderty patients, malnorished patients, and
possibly, children under two years of age, caution is pariicularly recommended
when insttuting therapeutic regimens in which isoniazid is to be used concurrenty
with Rifactine. f the patient has no evidence of pre-existing lver disease and
normal pre-reatment iver functon, iver unction tests need only be repeated if
fever, vomiting, jaundice or other deterioration n the paients condition occr.
Patents should be seen at least monthly during therapy and should be speciically
questioned concerning symptoms associated with adverse reactions.

In some patients hyperbirubinaemia can occur in the early days of reatment. This
results from compefition between ritampicin and bilrubin for hepatc excretion.

An isolated report showing a moderate rse in birubin andlor transaminase levelis
notin tselfan indication for interrupting treatment; rather the decision should be
made after repeating the tests, nofing trends i the levels and considering them in
conjunction with the patient's clinical condition

Because of the possibity of immunological reaction including anaphylaxis (see

Undesirable effects) occurring with intermittent therapy (less than 2 to 3 times per
week) patients should be closely monitored. Patients should be cautioned against
interrupting treatment.

Rifampicin has enzyme induction properties that can enhance the metabolism of
endogenous substrates including adrenal hormones, thyroid hormones and vitamin
D. solated reports have associated porphyria exacerbation with itampicin
administration.

Rifactine syrup contains sodium metabisulfite which may cause allergic type
reactions including anaphylactic symptoms and lie threatening or less severe
asthmatic episodes in certain susceptible people.

Rifactine syrup may produce reddish coloration of the urine, sweat, sputum and
tears, and the paient should be forewamed of this. Soft contact lenses have been
permanently stained (see undesiabl effects).

Al patients with abnormalies shovld have follow up examinations, including
Taboralory testing, i necessary.

Rifactine syrup contains sucrose; this should be taken into account in
patient with diabetes melitus. May also be harmful to teeth.

Patients with rare glucose- galactose malabsorption should not take this

Interaction with other medicinal products and other forms of interaction
Cytochrome P-450 enzyme interaction

Rifampicin is a potent inducer of certain cytochrome P-450 enzyrmes,
Coadministration of rfampicin with other drugs that are also metabolised through
these cytochrome P-450 enzymes may accelerate the metabolism and reduce the
activtyof these other drugs. Therefore, caution should be used when prescribing
ifampicin with drugs metabolised by cylochrome P-450. To maintain optimum
therapeutic blood leves, dosages of drugs metabolised by these enzymes may
require adjustment when starting o stopping concomitantl administered
ifampicin.

Examples of drugs metabolised by cytochrome P-450 enzymes are:

« Antiarthythmics (e.g. disopyramide, mexiltine, quinidine, propatenone,
tocainide),

+ Antiepileptics (e.g. phenytoin),

 Hormone antagonist (antiestrogens e.g. Tamoxifen, toremifene, gestinone),

- Antipsychotics (e.q. haloperidol, aripiprazole),

« Anticoagulants (e.g. coumrins),

Undesirable effects
Reactons occurring with either daily o intermittent dosage regimens include:
Cutaneous reactons which are mild and sel-imiting and do not appear to be
hypersensitivity reactons. Typically they consist o flushing and itching with or
without a rash. Urticaria and more serious hypersensitiity cutaneous reactions
have occurred but are uncommon. Exfoliate dermatitis, pemphigoid reaction,
erythema multform including Stevens-Johnson syndrome, Lyells syndrome and
vacuities have been reported rarely.
Gastrointestinal reactions consist of anorexia, nausea, vomiting, abdominal
discomfort, and diarrhoea. Pseudomembranous colitis has been reported with
rifampicin therapy.
Hepatlts can be caused by rifampicin and liver functon tests should be monitored
(see Special warnings and precautons for use).
Central Nervous System: Psychoses have been rarely reported
Thrombocytopenia with or without purpura may occur, usually associated with
intermittent therapy, but i reversibl if rug is discontinued as soon as purpura
occurs. Cerebral hemorthage and fatales have been reported when rifampicin
administration has been continued o resumed after the appearance of purpura.
Disseminated intravascular coagulation has also been rarely reported.
Eosinophilia, leucopenia, edema, muscle weakness and myopathy have been
reported to occur in a small percentage of patients treated with rifampicin.
Agranulocytosis has been reported very rarely reported.
Rare reports of adrenal insufficiency in patients with compromised adrenal function
have been observed.
Reactions usually occurring with intermittent dosage regimens and probably of
immunological orgin include:

P Syncrome cansitngof psodes of et il headace,dziness,ond

e pain appearing most commonly during the 3rd o the 6th monthly of therapy.

T frequency of the syndrome varies but may occur n up to 50 % of patients
given once-weekly regimens with a dose of ifampicin of 25 mglkg or more.
- Shortness of breath and wheezing.
- Decrease in blood pressure and shock.
- Anaphylaxis.
- Acute hemolytic anemia.
- Acute renal failure usually due to acute tubular necrosis or acute intersttal
nephris.

« Antfungals (e.g. uconazole, iraconazole,
« Antivirals (e.g. Saquinavir,indinavir, efavirenz, amprenavi, nelfinavir, atazanavir,
lopinavir, nevirapine),
+ Barbiurates
« Beta-blockers (e.g. bisoprolo, propranolol),
« Anxiolytics and hypnotics (e.g. diazepam, benzodiazepines, zolpicolone,
zolpidem),
+ Calcium channel blockers (e.g. ditiazem, nifedipine, verapai, nimodipine,
isradipine, nicarcipine, nisoldipine),
« Antibacterial (e.g. chloramphenicol, clarithromycin, dapsone, doxycycline,
oroqunolnes oy
 Corticosteroi
« Cardiac glycosldes (digtorin, digoxin),
« Clofbrate,
- Sysemic homarlconacepives

trogen

otasesic (g tolbutamide,
« Immunosuppressive agents (e.g. cyclosporine, sirolimus, tacrolimus)

* Iinotecan,
+ Thyroid hormone (e.g. evothyroxine),
+ Losartan,
< Anlgeics (5., methtore, s salgsi)
+ Praziquar
. ngsswgens
+ Quinine,
*Riuzole,
« Selective 5-HT3 receplor antagonists (e.g. ondansetron)
 Statins metabolised by CYP 34 (e.g. simvastatin),
+ Theophyline,
" Trytic antdepressants (.. amititlne,notipying),
+ Cytotoxic (e.g. matinib),
* Diuretcs (e.g. eplerenone)
Patients on oral contracepives should be advised to use altemative, non-hormonal
methods of birth control during Rifactine therapy. Also diabetes may become more
dificult o contrl,
Other Interactions.
When rifampicin is given th the combi
th polnt for hpsltoiy s orssed: erere concaiantuse o
Rifactine with (see
When o wo drge werstaken concomiinty, esssed concntatons
atovaquone and increased concentrations of ifampicin were observed.
Concurrent use of ketoconazole and rifampicin has resulted in decreased serum
concentrations of both drugs.
Concurrent use of fampicin and enalapril has resuted in decreased
concentrations of enalapriat the active metabolfe of enalapri. Dosage
adjustments should be made ifindicated by the patient' ciinical condition.
Concomitant antacid administration may reduce the absorption of rfampicin. Daily
doses of rifampicin should be given at least 1 hour before the ingestion of

When rifampicin is given concomitantly with either halothane or isoniazid, the
potentia for hepatotoxiciy s increased. The concomitant use of rifampicin and
halothane should be avoided Patients receiving both rfampicin and isoniazid
should be monitored closely for hepatotoxicty.
1fp-aminosalicylic acid and rfampicin are both included in the treatment regimen,
they should be given not less than eight hours apart to ensure satisfactory blood
levels.
Interference with laboratory and diagnostic tests
‘Therapeutic levels of rifampicin have been shown to inhibit standard
microbiological assays for serum fliate and Vitamin By, Thus altemative assay
methods should be considered. Transient elevation of BSP and serum bilirubin has
ried. Rifampicin may impair biliary excretion of contrast media used for
visualization of the gallbladder, due to competiton fo bifary excretion. Therefore,
these tests should be performed before the morning dose of rifampici.
Pregnancy and lactation

Atvery high doses i animas rfampicin has been shown to have teratogenic
effects. There are no well controlled studies with rfampicin in pregnant women.
Although rfampicin has been reported to cross the placental barrer and appear in
cord blood, the effect of rfampicin, alone or in combination with other
anituberculosis drugs, on the human fetus is not known. Therefore, Rifactine
should be used in pregnant women or in women of child bearing potential oly if
the potential benefit justiies the potentil risk to the fetus. When Rifactine is
administered during the ast few weeks of pregnancy it may cause post-natal
hemorrhages in the mother and infant for which treatment with Vitamin K1 may be
indicated

Lactation

Rifampicin is excreted in breast milk, patients receiving rifampicin should not
breast feed unless in the physician's judgment the potential benefitto the patient
outweighs the potential sk to the infant.

Effects on ability to drive and use machines

None stated

it arise, e.g.renal failue, thrombocytopenia or hemolytic
anernia, rfampicin should be Stopped and never restarted.

Occasional disturbances of the menstrual cycle have been reported in women
receiving long-term antrtuberculosis therapy with regimens containing ritampicin
Rifampicin may produce a reddish coloration of the urine, sweat, sputum and tears.
The patient should be forewamed of this. Soft contact lenses may be permanenty
stained.

Overdose

Human Experience

+ Signs and Symptoms

Nausea, vomiting, abdominal pain, pruritus, headache and increasing lethargy will
probably occur within a short time after acute ingestion; unconsciousness may
occur when there is severe hepaiic disease. Transient increases in lver enzymes
and/or bilirubin may occur. Brownish-red o orange coloration of the skin, urine,
sweat, saliva, tears and feces will occur, and is ntensity s proportional fo the
amount ingested. Facialor perorbital edema has also been reported in paediatric
patns Hyplension,snus achycardi, ventiulr s, sizues and
cardiac artest were reported in some fatal ca

The minimum acute il o i dos s not wel stablshe, However,noatl
acute overdoses i adults have been reported with doses ranging from 9 to 12 g
rifampicin. Fatal acte overdoses in aduts have been reported wih doses ranging
rom 14 - 60 g. Alcohol or a history of alcohol abuse was involved in some of the
fatal and nonfatal reports.

Nonfatal overdoses in pediatric patients' ages 1 - 14 years old of 100 mglkg for
one - wo doses have been reported

+ Management

Intensive supportive measures should be intituted and individual symptoms
treated as they arise. Since nausea and vomiting are likely to be present, gastric
lavage is probably preferable to induction of emess. Following evacuation of the
gastiic contents, the instilation of activated charcoal slurry into the stomach may
elp absorb any remaining drug from the gastrointestinal tract. Antiemetic
medication may be required to control Severe nausea and vomiting. Actve diuresis
(with measured intake and output) will help promote excretion of the drug,
Hemodialysis may be of value in some patien

5. Pharmacological properties

Pharmacodynamic properties

Rilampicin s an active bactericidal antituberculosis drug which is partcularly active:
agains! the rapidly growing extracellular organisms and also has bactericidal
activity inracelular. Rifampicin has activty against slow and intermittently-growing
M. Tuberculosis.

Rifampicin inhibits DNA-dependent RNA polymerase activty in susceptibl cels.
Specifcally it nteracts with bacterial RNA polymerase but does not nfibit the
mammalian enzyme. Cross-resistance to rifampicin has only been shown with
other rifamyci

Pharmacokinetic properties

Rifampicin s readily absorbed from the gastrointestinaltract, Peak serum
concentrations of the order of 10 g/mi occur about 2 to 4 hours after a dose of 10
malkg body weight on an empty stomach.

Absorption of rifampicin is reduced when the drug is ingested with food,

The pharmacokineics (oral and inravenous) in chidren is similar o adult.

In normal subjects the biological half-Ife of ifampicin n serum averages about 3
ours after a 600 mg dose and increases to 5.1 hours after a 900 mg dose. With
repeated administration, the halfIfe decreases and reaches average values of
approximately 2 -3 hours. At a dose of up to 600 mg/day, it does not difer in
patients with renal faiure and consequenty, no dosage adjustment i required.
Rifampicin s rapidly eliminated in the bile and an enterophepatic circulation
ensues. During this process, rfampicin undergoes progressive deacetylation, so
that nearly allthe drug in the bil s n this form in about & hours. This metabolite
retains essentially complete antibacterial activty. Intestinal reabsorption is reduced
by deacetylation and elimination is faciltated. Up to 30 % of a dose is excreted in
the urine, with about half of this being unchanged dru

Rifampicin is widely distibuted throughout the body. s present in effective
concentrations in many organs and body fluids, including cerebrospinal fluid
Rifampicin s about 80 % protein bound. Most of the unbound fraction s not
fonized and therefore s difused freely in tissues;

Preclinical safety data

Not applicable

6. Pharmaceutical particulars

List of excipients

‘Agar - Agar, Methyl parahydroxy benzoate, Potassium sorbate, Saccharin sodium,
sodium metabisulphite, Polysorbate 80, Essence strawberry, Citric acid,
diethanola-mine, Sucrose Propyl Parahydroxy benzoate.

Special precautions for storage

Store at a temprature not exceeding 25°c.

Do not dilute.

Nature and contents of container

60 mlin glass botles in a carton box + insert leaflet (English & Arabic)

7. Marketing authorisation holder

Medical Union Pharmaceuticals, r
Abu-Sultan, Ismailia, Egypt. M

Issue Date: 22/6 /2016 \
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