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DIFICLIR 200 mg film-coated tablets

: 29 N
Dificlir 200mg: Each film-coated tablet contains 200 mg of fidaxomicin.
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4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Consideration should be given to official guidelines on the appropriate use of antibacterial agents.

4.2 Posology and method of administration

Posology
Adults

The recommended dose is 200 mg (one tablet) administered twice daily (once every 12 hours) for 10 days.

Special populations

Renal impairment
No dose adjustment is considered necessary. Due to the limited clinical data in this population, DIFICLIR should be used
with caution in patients with severe renal impairment (see sections 4.4 and 5.2).

Hepatic impairment
No dose adjustment is considered necessary. Due to the limited clinical data in this population, DIFICLIR should be used
with caution in patients with moderate to severe hepatic impairment (see sections 4.4 and 5.2).

[...]

4.4 Special warnings and precautions for use

[...]

Co-administration of potent P-glycoprotein inhibitors
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Co-administration of potent P-glycoprotein inhibitors such as cyclosporine, ketoconazole, erythromycin, clarithromycin,
verapamil, dronedarone and amiodarone is not recommended (see sections 4.5 and 5.2). b

4.5 Interaction with other medicinal products and other forms of interaction

—

N

—

o]
4.8 Undesirable effects

Summary of the safety profile

The most common adverse reactions are vomiting -, nausea -and constipation -

N

Paediatric population

—

Clinical efficacy -

In the pivotal clinical trials _ the rate of recurrence in the 30 days following treatment was assessed as a
secondary endpoint. The rate of recurrence (including relapses) was significantly lower with fidaxomicin (14.1% versus
26.0% with a 95% CI of [-16.8%, -6.8%]), however these trials were not prospectively designed to prove prevention of
reinfection with a new strain.

Description of the patient population in clinical trials -

In the two pivotal clinical trials of patients with CDI, 47.9% (479/999) of patients (per protocol population) were
>65 years of age and 27.5% (275/999) of patients were treated with concomitant antibiotics during the study period.
Twenty-four percent of patients met at least one of the following three criteria at baseline for scoring severity: body
temperature >38.5°C, leukocyte count >15,000, or creatinine value >1.5 mg/dl. Patients with fulminant colitis and
patients with multiple episodes (defined as more than one prior episode within the previous 3 months) of CDI were
excluded from the studies.
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5.2 Pharmacokinetic properties

[...]

Inflammatory bowel disease

Data from an open label, single arm study in - CDI patients with concomitant inflammatory bowel disease (IBD)
indicated no major difference in plasma concentrations of fidaxomicin or its main metabolite OP-1118 in patients with
IBD as compared with patients without IBD in other studies. The maximum fidaxomicin and OP-1118 plasma levels in
CDI patients with concomitant IBD were within the range of levels found in CDI patients without IBD.

Hepatic impairment

Limited data from @AWl patients with an active history of chronic hepatic cirrhosis in the Phase 3 studies showed that
median plasma levels of fidaxomicin and OP-1118 may be approximately 2- and 3-fold higher, respectively, than in non-
cirrhotic patients.

Renal impairment

Limited data _ suggest that there is no major difference in plasma concentration of fidaxomicin or
OP-1118 between patients with reduced renal function (creatinine clearance < 50 ml/min) and patients with normal renal
function (creatinine clearance > 50 ml/min).

Gender, weight and race

Limited data suggest that gender, weight and race do not have any major influence on the plasma concentration of
fidaxomicin or OP-1118.

5.3 Preclinical safety data

Nonclinical data revealed no special hazard for humans based on conventional studies of safety pharmacology, repeat
dose toxicity, genotoxicity, and reproductive toxicity.

Reproductive and fertility parameters showed no statistically significant differences in rats treated with fidaxomicin at
doses up to 6.3 mg/kg/day (intravenous).

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
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Core tablets:
Microcrystalline cellulose
Pregelatinised starch (-)
Hydroxypropyl cellulose
Butylated hydroxytoluene
Sodium starch glycolate
Magnesium stearate

Coating:
Polyvinyl alcohol

Titanium dioxide (EI71)
Talc

Polyethylene glycol
Lecithin (soy)
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Microcrystalline cellulose, r starch, Hydroxypropy! cellulose,
Butylated hydroxytoluene, starch glycolate, Magnesium stearate.

Polyvinil alcohol, ifanitim dioxide (E171), Falc.polysthylene glycoland lecithin'(soy)
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