IzoL 200
(Itraconazole Capsules 200 mg)
COMPOSITION:
Each hard gelatin capsule contains:
Iltraconazole BP 200 mg
(As pellets)
Excipients

Approved colour used in empty capsu\e shells

DESCRIPTION:
1Z0L 200 is hard gelatine capsule contains ltraconazole as active moiety

PHARMACODYNAMICS:

Phar grou ic for systemic use, triazole derivative.

ATC code: JO2AC02

Iltraconazole impairs the synthesis of ergosterol in fungal cells. Ergosterol is a vital cell membrane
component in fungi and impairment of its synthesis ultimately results in an antifungal effect.

In vitro studies have shown that itraconazole inhibits the growth of a variety of human pathogenic fungi
at concentrations usually ranging from <0.025 t0 0.8 uig/ml. Examples are: Cand\da albicans, many
Candida Ibi spp., spp., Tr spp., p., Cr

neoformans, dermatophytes and many fungi belonging to the dematiaceae 1am||y ‘such as Fonsecaea
spp., Histoplasma spp., Pseudallescheria boydii and Penicillium marneffei.

Candida glabrata and Candida tropicalis are usually the least sensitive Candida-species with some
isolates showing clear resistance to itraconazole in vitro. The following types of fungi are not inhibited
by itraconazole: Zygumyceles (i.e. Rhizopus spp., Rh\zomucor spp., Mucor spp., Absidia spp.),
Fusarium  spp., spp. and spp.

PHARMACOKINETICS:

General pharmacokinetic characteristics

In general, itraconazole is well absorbed. Maximum plasma levels are reached within 2-5 hours aﬁer
oral intake. ltraconazole is subject to an extensive hepatic ing numerous

The duration of treatment should be adjusted depending on clinical efficacy.

Paediatric population

Since clinical data on the use of itraconazole in paediatric patients is limited, its use in children is not
recommended unless the potential benefit outweighs the potential risks. Prophylaxis of fungal
infections: there are no efficacy data available in neutropenic children. Limited safety experience is
available with a dose of 5 mg/kg per day administered in two intakes.

Use in older patients

Since clinical data on the use of itraconazole in older patients is limited, its use in older patients is not
recommended unless the potential benefit outweighs the potential risks.

Use in patients with impaired renal function

The oral bioavailability of itraconazole may be reduced in patients with renal insufficiency. Dose
adjustment should be taken into consideration.

Use in patients with impaired hepatic function

is in the liver. In pallenls wrlh hepatocirrhosis, the terminal half-
life of itraconazole is somewhat prolonged and the oral of i
reduced. Dose adjustment should be taken into consideration.

Method of administration
The capsules are to be taken without chewing with some liquid directly after a meal in order to achieve
maximum absorption.

CONTRAINDICATIONS
Hypersensitivity to itraconazole or to any of the excipients.

Itraconazole should be administered to pregnant women only in life-threatening situations and only
when the potential benefit outweighs the potential harm to the foetus.

Concomitant treatment with terfenadine, astemizole, mizolastine, cisapride, triazolam and oral
dofetilide, quinidine, pimozide,ergot i 9 and dihy ine) as

thereby. Main metabolite is hydroxy-itraconazole, whose plasma concentrations reach the 2fold of
unchanged active substance. The terminal half-life of itraconazole is 17 hours after single
administration and i increases to 34-42 hours m repeated adrnlnlstratlon The pharmacokinetics of

is by C in
plasma after multiple inistrati Steady state are achieved within 15 days with
Cmax values reaching 0.5 mi after 100 mg i once daily, 1.1 microg ml after
200 mg itraconazole once daily and 2.0 micrograms/ml after 200 mg twice daily. If treatment is
terminated, the plasma concentrations of itraconazole fall almost below the detection limit within 7
days. Due to a saturation mechanism during metabolization in the liver, the itraconazole clearance
decreases at higher dosage. ltraconazole is excreted in the urine (approx. 35%) and with the faeces
(approx. 54%) in the form of inactive metabolites.

INDICATION
ltraconazole Capsules are indicated for use in adults for the treatment of:
Superficial dermatomycoses not responding to topical treatment.
Fungal keratitis which has failed to respond to topical treatment or where the disease is
either p ing rapidly or is sight
Pnynasw verswolor not responding to any other treatment.
not to topical treatment.
ral candidiasis in immunocompromised patients.
<0 is caused by der
Systemic mycoses:
« Systemic
«Treatment and malntenance therapy in AIDS patients with disseminated or chronic
+ Pulmonary histoplasmosis infection.
« Treatment of oropharyngeal and/or oesophageal candidiasis when first line systemic
« Antifungal therapy is |nappropnate or has proven ineffective.
« Treatment of in ic patients when first-line
« Systemic antifungal therapy is inappropriate or has proven ineffective. This may be due to
underlying pathology, insensitivity of the pathogen or drug toxicity

o

POSOLOGY AND METHOD OF ADMINISTRATION:
Posology

Superficial mycoses (of skin, mucosae)

Dosage Duration of treatment
. - N 1 capsule once daily (equivalent
Tinea corporis, Tinea cruris to 100 mg itraconazole) 2 Weeks
Dermatomycosis of palms and | 1 capsule once daily (equivalent 4 Week
soles (tinea manus, tinea pedis) | to 100 mg itraconazole) eeks
e N 2 capsule once daily (equivalent
Pityriasis versicolor 10 200 mg itraconazole) 7 Days

well as CYP3A4 metabolised HMG-CoA reductase inhibitors, such as lovastatin, simvastatin and
atorvastatin

SPECIAL WARNINGS AND PRECAUTIONS FOR USE:

Cross-hypersensitivity

There is no ion regarding itivity between i and other azole antifungal
agents. Caution should be used in prescribing itraconazole capsules to patients with hypersensitivity to
other azoles.

Cardiac effects

In a healthy volunteer study with i i atransient ic decrease of the left
ventricular ejection fraction was observed; this resolved before the next infusion. The clinical relevance
of these findings to the oral formulations is unknown.

Itraconazole has been shown to have a negative inotropic effect and has been associated with reports
of congestive heart failure. Heart failure was more frequently reported among spontaneous reports of
400 mg total daily dose than among those of lower total daily doses, suggesting that the risk of heart
failure might increase with the total daily dose of itraconazole.

Hepatic effects

Very rare cases of serious hepatotoxicity, including some cases of fatal acute liver failure, have
occurred with the use of itraconazole. Most of these cases involved patients who, had pre-existing liver
disease, were treated for systemic indications, had significant other medical conditions and/or were
taking other hepatotoxic medicinal products. Some patients had no obvious risk factors for liver
disease. Some of these cases were observed within the first month of treatment, including some within
the first week. Liver function monitoring should be considered in patients receiving itraconazole
treatment. Patients should be instructed to promptly report to their physician signs and symptoms
suggestive of hepatitis such as anorexia, nausea, vomiting, fatigue, abdominal pain or dark urine. In
these patients treatment should be stopped immediately and liver function testing should be conducted.

Reduced gastric acidity

ption of if from if capsules is impaired when gastric acidity is reduced. In
patients with reduced gastric acidity, whether from disease (e.g. patients with achlorhydria) or from
concomitant medication (e.g. patients taking medicinal products that reduce gastric acidity), it is
advisable to administer itraconazole capsules with an acidic beverage (such as non-diet cola). The
antifungal activity should be monitored and the itraconazole dose increased as deemed necessary.

Paediatric population

Clinical data on the use of itraconazole capsules in paediatric patients is limited. The use of itraconazole
capsules in paediatric patients is not recommended unless it is determined that the potential benefit
outweighs the potential risks.

Use in older patients
CIlnlcaI data on the use of itraconazole capsules in older patients is limited. It is advised to use
capsules in these patients only if it is determined that the potential benefit outweighs the

In some immunosuppressed patients, e.g. with neutropenia, AIDS or after organ transplantation,
the bioavailability of itraconazole may be lowered. Doubling the dose may be indicated.

potential risks. In general, it is recommended that the dose selection for an older patient should be taken
into consideration, reflecting the greater frequency of decreased hepatic, renal, or cardiac function, and

ltraconazole remains substantially longer in the skin than in the blood. Optimal healing is thus achieved
2-4 weeks after withdrawing Itraconazole in case of mycoses of the skin.

Systemic mycoses

Duration of

Indication Dosage treatment1)

Notes

Ininvasive or disseminated disease,
increase to 2 capsules twice daily (in the
morning and in the evening) (equivalent to
400 mg itraconazole)

2 capsules once daily
Aspergillosis | (equivalent to 200 mg | 2-5 months
itraconazole)

1-2 capsules once Ininvasive or disseminated disease,

Candidiasi daily (equivalent to 3 weeks - | increase to 2 capsules twice daily (in the
andidiasis 1 10-200 mg 7 months | morning and in the evening) (equivalent to
itraconazole) 400 mg itraconazole)

2 capsules once daily
Histoplasmosis | (equivalentto 200 mg | 8 months
itraconazole)

of itant disease or therapy with other medicinal products.

Renal impairment

Limited data are available on the use of oral itraconazole in patients with renal impairment. The exposure
of itraconazole may be lower in some patients with renal Insufficiency. Caution should be exercised
when this medicinal product is administered in this patient population and adjusting the dose may be
considered.

Hearing loss.

Transient or permanent hearing loss has been reported in patients receiving treatment with itraconazole.
Several of these reports included concurrent administration of quinidine which is contraindicated. The
hearing loss usually resolves when treatment is stopped, but can persist in some patients.

Immunocompromised patients
In some i ised patients (e.g.,
bioavailability of itraconazole capsules may be decreased.

AIDS or organ transplant patients), the oral

Patients with immediately life-threatening systemic fungal infections
Due to the phar inetic properties, i capsules are not recommended for initiation of
treatment in patients with immediately life-threatening systemic fungal infections.

Patients with AIDS

In patients with AIDS having received treatment for a systemic funga\ infection such as sporotrichosis,
is or cr i and who are

considered at risk for relapse, the treating physician should evaluate the need for a maintenance

treatment.

INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF INTERACTION:
Effects of itraconazole on other medicines:

Itraconazole is a potent inhibitor of CYP3A4 and inhibits the metabolism of medicines which are
metabolised by this enzyme. This can result in an increase and/or a prolongation of their effects,
including undesirable effects. Thus, itraconazole should not be used in combination with other drugs
metabolised by CYP3A4 unless the plasma levels, effects or irable effects of the co-

drug are closely monitored.

ltraconazole can inhibit the transport protein p-glycoprotein (P-gp), resulting in increased plasma level
of P-gp substrate such as digoxin. If concomitant treatment with digoxin is necessary, the digoxin
plasma levels must be closely monitored.

Contraindicated combinations:

Terfenadine:

ltraconazole inhibits the metabolism of terfenadine. Cases of cardiac effects, such as torsades de
pointes, have been reported in patients treated concomitantly with this drug.

Astemizole:

Concommitant treatment with itraconazole (400 mg/day for two weeks) has been observed to increase
astemizole’s AUCO-co threefold and to increase the terminal half-life (from 2.1 to 3.6 days).
Pimozide, cisapride:

When used i azole anti ics such as inhibit the and thus
increase the serum level of these drugs. This can lead to QT prolongation, cardiac arrhythmias
including ventricular tachycardia, ventricular fibrillation and torsades de pointes.

Triazolam, oral midazolam:

Concommitant treatment with itraconazole (200 mg/day) has been observed to produce a 27-fold
increase in triazolam's AUC. A 10-fold increase in AUC is observed with midazolam.
Dofetilide, mizolastine:

Concommitant treatment with i result in i plasma ions of
dofetilide and mizolastine resulting in a higher risk of adverse events.

Oral anticoagulants :

Preliminary observations indicate that itraconazole may potentiate the effect of warfarin. Careful
monitoring of the prothrombin time is necessary with this combination.

HIV protease inhibitors such as ritonavir, indinavir, saquinavir:

No experimental studies have been performed, but since protease inhibitors are mainly metabolised via
CYP3A4, co-administration of itraconazole is likely to lead to elevated plasma concentrations of these
drugs.

Certain antineoplastic agents such as vinca alkaloids, busulphan, docetaxel and trimetrexate:
Itraconazole can inhibit the metabolism of these agents. Busulphan’s clearance was reduced by 20%
with concomitant use of itraconazole.

Dexamethasone:
Iltraconazole reduces the clearance of intravenous dexamethasone by 68% by inhibiting CYP3A4.

Methylprednisolone:

reduces the A 4-fold increase of its AUC and a
doubling of the half-life have been observed The risk of steroid side effects is increased particularly
during long term concomitant therapies in which the methylprednisolone dose is not reduced.

Alprazolam:
Iltraconazole has been observed to induce a 60% inhibition of alprazolam'’s clearance resulting in
potentiated effects.

Buspirone:
ltraconazole increases buspirone’s bioavailability (oral single dose) 19-fold. For combination treatment
the buspirone dose must be drastically reduced.

Other: C: alfentanil, , rifabutin, ebastine, reboxetine:
Iraconazole infibits the metabolism of these agents. However, the clinical relevance of such an
interaction is uncertain. It should be noted that the above information regarding CYP3A4 substrate is not
a complete list and that itraconazole can interact with other medicinal products metabolised by

CYP3A4

PREGNANCY AND LACTATION:

Pregnancy

Itraconazole must not be used during pregnancy except for life-threatening cases where the potential
benefit to the mother outweighs the potential harm to the fetus.

Women of childbearing potential

Women of childbearing potential taking itraconazole capsules should use contraceptive precautions.
Effective contraception should be continued until the next menstrual period following the end of
itraconazole therapy.

Breastfeeding

A very small amount of itraconazole is excreted in human milk. The expected benefits of itraconazole
capsules therapy should therefore be weighed against the potential risk of breast- feeding. In case of
doubt, the patient should not breast-feed.

Fertility

There was no evidence of a primary influence on fertility based on preclinical safety data

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES:

No studies on the effects on the ability to drive and use machines have been performed. When driving
vehicles and operating machinery the possibility of adverse reactions such as dizziness, visual
disturbances and hearing loss, which may occur in some instances, must be taken into account
UNDESIRABLE EFFECTS:

Itis expected that approxi 9% of patients will adverse reactions while taking itraconazole.
In patients receiving prolonged (approximately 1 month) continuous therapy, the incidence of adverse
events was higher (about 15%). The most frequently reported advers were of

hepatic and dermatological origin.

Common Uncommon
System Organ CIass | 440019 < 1/10_| >1/1000t0 < 1/100 | > 1/10 000 to < 1/1000
! Sinusitis, upper
:mec:m:insnanu Respiratory tract
estations infection, rhinitis
Blood and lymphatic .
system disorders Leukopenia
Immune system Sk Serum sickness, angioneurotic
disorders Hypersensitivity oedema, anaphylactic reaction
Metabolism and .
nutrition disorders Hypertrgyceridemia
Nervous system Hypoaesthesia,paraesthesia,
disorders Headache dysgeusia
" Visualdisturbance (including
Eye disorders diplopia and blurred vision)
Ear and labyrinth Transient or permanent
disorders hearing loss*, tinnitus
Cardiac disorders Congestive heart failure*
Respiratory, thoracic
and mediastinal Dyspnoe
disorders
Gastrointestinal Abdominalpain, ‘c/g;r;'ﬂ;g“ Jarthocz,
disorders nausea dyspepsia, flatulence
Serious hepatotoxicity
Hepatobiliary Hepaticfunction (including some cases of fatal
disorders abnormal acute liver failure)*,
hyperbilirubinaemia
Toxic epidermal necrolysis,
Stevens-Johnson Syndrome,
Skin and acute generalised
E a{w Urticaria, rash, exanthematous pustulosis,
tsu cu g_neugs pruritus erythema multiforme,
issue disorders exfoliative dermatitis,
leukocytoclastic vasculitis,
alopecia, photosensitivity
Renal and urinary .
disorders Pollakiuria
Reproductive system ) ' '
and breast disorders Menstrual disorder | Erectile dysfunction
General disorders and
administration site Oedema
conditions
Investigations :?I\gi(ja(;s::tine phosphokinase
OVERDOSE:
Symptoms and signs

In general, adverse events reported with overdose have been consistent with those reported for
itraconazole use.

Treatment

In the event of overdose, supportive measures should be employed. Activated charcoal may be given if
considered appropriate.

Itraconazole cannot be removed by haemodialysis. No specific antidote is available.

INCOMPATIBILITY:
None

SHELF LIFE:
36 Months

PACKAGING:
10 capsules packed in Alu-PVC blister and such 10 blisters are packed ina carton.

STORAGE CONDITION:
Storein cool and dry place, below 30°C. Protect from light and moisture.
Keep outof reach of children.

MANUFACTURED BY:

CIAN HEALTHCARE LTD.

(An1S09001 : 2015 & WHO GMP Certified Co.)
Kh. No. : 248, Village Sisona, Bhagwanpur,
Roorkee, Haridwar, Uttarakhand, India.
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