BIOS LAB PVT. LTD.
B-8, MILAN COMPLEX, SARKHEJ, AHMEDABAD.
QUALITY CONTROL DEPARTMENT

CERTIFICATE OF ANALYSIS
The Drugs & Cosmetics Act 1940 and The Rules thereunder

Report No. :
Sample Name :
Generic Name :

FP/21/00814
®
BIO-ITRA - 100
Itraconzaole 100 mg Capsules

Product Name
Master / FG Batch No.
Mfg. Lic. No.
Ref. SPS. No.
Mfg. Date
Exp. Date
Date of Receipt

BIO-ITRA - 100 CAP
G21BAA001
MNB/15/880
GB/SP/FP/BAA/421-04
MAR. 2021
FEB. 2023
31-03-2021

®

TEST

A.R.No.
Master / FG Batch Size
Test as per
Ref. STP. No.
Sample Qty.
Marketed By
Date of Analysis
SPECIFICATION
Blue Cap and white body '0' size, hard gelatin capsules,
containing off white to beige colour spherical pellets.

FP/21/00814
1.0 Lacs
Manufacturer Specification (I.H)
GB/ST/FP/BAA/421-03
10×10 Capsules
BIOS LAB PVT. LTD.
31-03-2021
RESULT
Blue Cap and white body '0' size, hard gelatin capsules,
containing off white to beige colour spherical pellets.

S. NO.
1.

Description

2.

Identification

The maximum and minimum absorbances of the sample
Complies
should exhibit at the same wavelength as that of standard.

3.

Dissolution

Not less than 75% of labeled amount is dissolved in 60
minutes

Min.: 94.5%
Max.: 98.8%
Avg.: 96.6%

4.

90.0 mg to 110.0 mg per capsule
(90.0% to 110.0% of the labeled amount)

104.162 mg
104.20%

5.
5A

ASSAY
Each Hard Gelatin Capsule Contains:
Itraconazole Pellets
Eq. to Itraconazole
100 mg
Related substances
Maximum Individual Impurity

Not more than 0.5% (For Release)
Not more than 0.5% (For Shelf life)

0.177%

5B

Total Impurities

Not more than 1.5% (For Release)
Not more than 2.0% (For Shelf life)

0.441%

Remarks:

In the opinion for the sample refer to above specifications complies with IH specification.
* Manufactured by: ACME GENERICS LLP (SOLAN, H.P.)

BIOS LAB PVT. LTD.
B-8, MILAN COMPLEX, SARKHEJ, AHMEDABAD.
QUALITY CONTROL DEPARTMENT

CERTIFICATE OF ANALYSIS
The Drugs & Cosmetics Act 1940 and The Rules thereunder

Report No. :
Sample Name :
Generic Name :

FP/21/01205
®
BIO-ITRA - 200
Itraconzaole BP 200 mg Capsules

Product Name
Master / FG Batch No.
Mfg. Lic. No.
Ref. SPS. No.
Mfg. Date
Exp. Date
Date of Receipt

BIO-ITRA - 200 CAP
G21BAB001
MNB/15/880
GB/SP/FP/BAB/994-00
MAY. 2021
APR. 2023
22-05-2021

®

TEST

A.R.No.
Master / FG Batch Size
Test as per
Ref. STP. No.
Sample Qty.
Marketed By
Date of Analysis

FP/21/01205
2.0 Lacs
Manufacturer Specification
GB/ST/FP/BAB/994-00
14×10 Capsules
BIOS LAB PVT. LTD.
25-05-2021

SPECIFICATION
Size "00" HPMC capsules with Scarlet opaque cap and
Scarlet opaque body containing off white to beige color
spherical pellets.

RESULT
Size "00" HPMC capsules with Scarlet opaque cap and
Scarlet opaque body containing beige color spherical
pellets.

The principal spot in the chromatogram obtained with
solution (1) corresponds to that in the chromatogram
obtained with solution (2).

Complies

By HPLC

In the Assay, the retention time of the principal peak in the
chromatogram obtained with sample solution is similar to
that of the principal peak in the chromatogram obtained
with standard solution.

In the Assay, the retention time of the principal peak in the
chromatogram obtained with sample solution is similar to
that of the principal peak in the chromatogram obtained
with standard solution.

Uniformity of weight
Average weight
Average fill weight
Locking Length
Disintegration
Dissolution (By HPLC)
900 ml, Apparatus Type 2 (Paddle), 50 RPM

Within ± 7.5% of average fill weight.
784.00 mg ± 5.0% (744.80 mg to 823.20 mg)
666.00 mg ± 7.5% (616.05 mg to 715.95 mg)
23.00 mm to 23.60 mm
Not more than 30 minutes

Filled -3.34%; +1.67%, Content -3.74%; +1.92%
722.00 mg
647.75 mg
Min = 23.21 mm, Max = 23.34 mm
Passes (11min 07 sec)

S. NO.
1.

Description

2.
2A

Identification
BY TLC

2B

3.
4.
5.
6.
7.
8.

Not less than 70% (Q) of stated amount is dissolved in 60 Min.: 94.1%
minutes
Max.: 94.3%
Avg.: 94.2%

9.
9A
9B
9C

*Related Substances (By HPLC)
Impurity B

Not more than 0.3%

0.13%

Impurity (C+D)
Impurity G

Not more than 0.3%
Not more than 0.3%

Not Detected
Not Detected

9D
9E
9F
9G
9H

Impurity A
Impurity E

Not more than 0.2%
Not more than 0.2%

Below Disregard Limit
Not Detected

Impurity F
Unknown Impurity

Not more than 0.2%
Not more than 0.2%

Not Detected
Below Disregard Limit

Sum of Unknown Impurities + A + E + F
ASSAY
Each Hard Cellulose Capsule Contains:
Itraconazole Pellets
Eq. to Itraconazole BP
200 mg
Microbial Enumeration Tests
Total aerobic microbial count
Total yeast & mould count
Pathogens
P. Aeruginosa
Escherichia Coli
Staphylococcus aureus
Salmonella Spp.
Bile - tolerant gram negative bacteria

Not more than 1.0%

Below Disregard Limit

95.0% to 105.0% of the stated amount
(190.0 mg to 210.0 mg per capsule)

192.3 mg
96.20%

Not more than 1000 cfu/g
Not more than 100 cfu/g

˂10 cfu/g
˂10 cfu/g

Should be absent in 1 g
Should be absent in 1 g
Should be absent in 1 g
Should be absent in 10 g
Should be absent

Absent/g
Absent/g
Absent/g
Absent/10 g
Absent

10.

11.
11A
11B
11C
11Ci
11Cii
11Ciii
11Civ
11Cv

Remarks:

In the opinion for the sample refer to above specifications complies with BP specification.
* Manufactured by: ACME GENERICS LLP (SOLAN, H.P.)

BIO-ITRA®
PRODUCT DESCRIPTION
BIO-ITRA® 100 mg Capsule:
Each hard Gelatin capsule contains,
Itraconazole pellets eq. to Itraconazole – 100 mg
Excipients – q.s.

BIO-ITRA® 200 mg Capsule:
Each hard Gelatin capsule contains,
Itraconazole pellets eq. to Itraconazole BP – 200 mg
Excipients – q.s.

ITRACONAZOLE

BOXED WARNING
Congestive Heart Failure, Cardiac Effects and Drug Interactions:
BIO-ITRA® (Itraconazole) Capsules should not be administered for the treatment
of onychomycosis in patients with evidence of ventricular dysfunction such as
congestive heart failure (CHF) or a history of CHF. If signs or symptoms of
congestive heart failure occur during administration of BIO-ITRA® Capsules,
discontinue administration. When itraconazole was administered intravenously to dogs
and healthy human volunteers, negative inotropic effects were seen. (See
CONTRAINDICATIONS, WARNINGS and PRECAUTIONS. Drug Interactions, ADVERSE
REACTIONS: Post-marketing Experience, and CLINICAL PHARMACOLOGY: Special
Populations for more information.)
Drug Interactions: Coadministration of the following drugs are contraindicated with
BIO-ITRA® Capsules: methadone, disopyramide, dofetilide, dronedarone, quinidine,
isavuconazole, ergot alkaloids (such as dihydroergotamine, ergometrine (ergonovine),
ergotamine, methylergometrine (methylergonovine), irinotecan, lurasidone, oral
midazolam, pimozide, triazolam, felodipine, nisoldipine, ivabradine, ranolazine,
eplerenone, cisapride, naloxegol, lomitapide, lovastatin, simvastatin, avanafil, ticagrelor. In
addition, coadministration with colchicine, fesoterodine and solifenacin is contraindicated
in subjects with varying degrees of renal or hepatic impairment, and coadministration with
eliglustat is contraindicated in subjects that are poor or intermediate metabolizers of
CYP2D6 and in subjects taking strong or moderate CYP2D6 inhibitors. See
PRECAUTIONS: Drug Interactions Section for specific examples. Coadministration with
itraconazole can cause elevated plasma concentrations of these drugs and may increase or
prolong both the pharmacologic effects and/or adverse reactions to these drugs. For
example, increased plasma concentrations of some of these drugs can lead to QT
prolongation and ventricular tachyarrhythmias including occurrences of torsades de
pointes, a potentially fatal arrhythmia. See CONTRAINDICATIONS and WARNINGS
Sections, and PRECAUTIONS: Drug Interactions Section for specific examples.

PHARMACEUTICAL DESCRIPTION
Structural formula:
BIO-ITRA® is the brand name for itraconazole, a synthetic triazole antifungal agent.
Itraconazole is a 1:1:1:1 racemic mixture of four diastereomers (two enantiomeric pairs),
each possessing three chiral centers. It may be represented by the following structural
formula and nomenclature:

Generic name: Itraconazole
Chemical name:
(±)-1-[(R*)-sec-butyl]-4-[p-[4-[p-[[(2R*,4S*)-2-(2,4-dichlorophenyl)-2-(1H-1,2,4 triazol1ylmethyl)-1,3-dioxolan-4-yl]methoxy]phenyl]-1-piperazinyl]phenyl]-Δ2-1,2,4-triazolin5-one mixture with (±)-1-[(R*)-sec-butyl]-4-[p-[4-[p-[[(2S*,4R*)-2-(2,4-dichlorophenyl)-2(1H1,2,4-triazol-1-ylmethyl)-1,3-dioxolan-4-yl]methoxy]phenyl]-1-piperazinyl]phenyl]Δ2-1,2,4 triazolin-5-one
OR

(±)-1-[(RS)-sec-butyl]-4-[p-[4-[p-[[(2R,4S)-2-(2,4-dichlorophenyl)-2-(1H-1,2,4-triazol1ylmethyl)-1,3-dioxolan-4-yl]methoxy]phenyl]-1-piperazinyl]phenyl]-Δ2-1,2,4-triazolin5-one
Empirical formula: C35H38Cl2N8O4
Molecular weight: 705.64 g/mol
Appearance: White to slightly yellowish powder.
Solubility: It is insoluble in water, very slightly soluble in alcohols, and freely soluble in
dichloromethane
pKa: 3.70 (based on extrapolation of values obtained from methanolic solutions)
Log (n-octanol/water) partition coefficient: 5.66 at pH 8.1

PHARMACOLOGY
PHARMACOKINETIC PROPERTIES
Peak plasma concentrations of itraconazole are reached within 2 to 5 hours following
oral administration. As a consequence of non-linear pharmacokinetics, itraconazole
accumulates in plasma during multiple dosing. Steady-state concentrations are
generally reached within about 15 days, with Cmax values of 0.5 μg/ml, 1.1 μg/ml and
2.0 μg/ml after oral administration of 100 mg once daily, 200 mg once daily and 200
mg b.i.d., respectively. The terminal half-life of itraconazole generally ranges from 16
to 28 hours after single dose and increases to 34 to 42 hours with repeated dosing.

Once treatment is stopped, itraconazole plasma concentrations decrease to an almost
undetectable concentration within 7 to 14 days, depending on the dose and duration of
treatment. Itraconazole clearance decreases at higher doses due to saturable hepatic
metabolism.
Absorption
Itraconazole is rapidly absorbed after oral administration. Peak plasma concentrations
of itraconazole are reached within 2 to 5 hours following an oral capsule dose. The
observed absolute oral bioavailability of itraconazole is about 55%. The oral
bioavailability of itraconazole is maximal when itraconazole capsules are taken
immediately after a full meal.
Absorption of itraconazole capsules is reduced in subjects with reduced gastric acidity,
acidity, such as subjects taking medications known as gastric acid secretion
suppressors (e.g. H2-receptor antagonists, proton-pump inhibitors) or subjects with
achlorhydria caused by certain diseases (see WARNINGS AND PRECAUTIONS and Drug
Interactions).
Absorption of itraconazole under fasted conditions in these subjects is increased when
itraconaozle capsules are administered with an acidic beverage (such as a non-diet
cola). When itraconaozle capsules were administered as a single 200 mg dose under
fasted conditions with non-diet cola after ranitidine pretreatment, a H 2-receptor
antagonist, itraconazole absorption was comparable to that observed when
itraconaozle capsules were administered alone (See Drug Interactions)
Distribution
Most of the itraconazole in plasma is bound to protein (99.8%), with albumin being the
main binding component (99.6% for the hydroxy-metabolite). It has also a marked
affinity for lipids. Only 0.2% of the itraconazole in plasma is present as free drug.
Itraconazole is distributed in a large apparent volume in the body (>700 L), suggesting
extensive distribution into tissues. Concentrations in the lungs, kidneys, liver, bone,
stomach, spleen and muscle were found to be two to three times higher than
corresponding concentrations in plasma, and the uptake into keratinous tissues, skin in
particular, up to four times higher. Concentrations in the cerebrospinal fluid are much
lower than in plasma, but efficacy has been demonstrated against infections present in
the cerebrospinal fluid.
Metabolism
Itraconazole is extensively metabolized by the liver into a large number of metabolites.
CYP3A4 is the major enzyme involved in the metabolism of itraconazole. The main
metabolite is hydroxy-itraconazole, which has in vitro antifungal activity comparable
with itraconazole; trough plasma concentrations of this metabolite are about twice
those of itraconazole.
Excretion
Itraconazole is excreted mainly as inactive metabolites in urine (35%) and in faeces
(54%) within one week. Renal excretion of itraconazole and the active metabolite
hydroxy-itraconazole account for less than 1% of an intravenous dose. Faecal

excretion of unchanged drug ranges from 3% to 18% of the dose. As re-distribution of
itraconazole from keratinous tissues appears to be negligible, elimination of
itraconazole from these tissues is related to epidermal regeneration. Contrary to
plasma, the concentration in skin persists for 2 to 4 weeks after discontinuation of a 4week treatment and in nail keratin – where itraconazole can be detected as early as 1
week after start of treatment – for at least 6 months after the end of a 3-month
treatment period.

PHARMACODINEMIC PROPERTIES
Itraconazole, a triazole derivative, has a broad spectrum of activity. Itraconazole
impairs the synthesis of ergosterol in fungal cells. Ergosterol is a vital cell membrane
component in fungi. Impairment of its synthesis ultimately results in an antifungal
effect. For itraconazole, breakpoints have only been established for Candida spp. from
superficial mycotic infections (CLSI M27A2, breakpoints have not been established for
EUCAST methodology). The CLSI breakpoints are as follows: susceptible, ≤0.125;
susceptible, dose-dependent, 0.250.5 and resistant, ≥1μg/mL. Interpretive breakpoints
have not been established for the filamentous fungi.

Itraconazole inhibits the growth of a broad range of fungi pathogenic for humans at
concentrations usually ≤1 μg/ml. These include dermatophytes (Trichophyton spp.,
Microsporum spp., Epidermophyton floccosum); Yeasts (Candida spp., including C.
albicans, C. tropicalis, C. parapsilosis and C. krusei, Cryptococcus neoformans,
Malassezia spp., Trichosporon spp., Geotrichum spp.); Aspergillus spp.; Histoplasma
spp., including H. capsulatum; Paracoccidioides brasiliensis; Sporothrix schenckii;
Fonsecaea spp.; Cladosporium spp.; Blastomyces dermatitidis; Coccidiodes immitis;
Pseudallescheria boydii; Penicillium marneffei; and various other yeasts and fungi. C.
krusei, C. glabrata and C. tropicalis are generally the least susceptible Candida species,
with some isolates showing unequivocal resistance to itraconazole in vitro. The
principal fungus types that are not inhibited by itraconazole are Zygomycetes (e.g.
Rhizopus spp., Rhizomucor spp., Mucor spp. and Absidia spp.), Fusarium spp.,
Scedosporium proliferans and Scopulariopsis spp.

Azole resistance appears to develop slowly and is often the result of several genetic
mutations. Mechanisms that have been described are overexpression of ERG11, which
encodes the target enzyme 14α-demethylase, point mutations in ERG11 that lead to
decreased target affinity and/or transporter overexpression, resulting in increased
efflux. Cross- resistance between members of the azole class has been observed within
Candida spp., although resistance to one member of the class does not necessarily
confer resistance to other azoles. Itraconazole-resistant strains of Aspergillus
fumigatus have been reported.

INDICATION
Itraconazole capsules are indicated for the treatment of the following conditions:
 Gynaecological Indications:
o Vulvo-vaginal candidiasis
 Dermatological/Opthalmological Indications:

o Dermatomycosis, pityriasis versicolor, oral candidosis and fungal keratitis
Onychomycosis, caused by dermatophytes and/or yeasts.
 Systemic Mycoses:
o Systemic aspergillosis and candidosis
o Cryptococcosis (including Cryptococcal meningitis)
o Histoplasmosis
o Blastomycosis
o Sporotrichosis
o Paracoccidioidomycosis and
o Other rarely occurring systemic or tropical mycoses.

DOSAGE AND ADMINISTRATION
Itraconazole capsules should be taken with a full meal to ensure maximal absorption.
Itraconazole capsules must be swallowed whole.
Indication

Dose

Duration

Gynaecological indications
Vulvo-vaginal candidiasis

200 mg b.i.d.
Or
200 mg once daily

1 day
Or
3 days

Dermatological/opthalmological indications
Dermatomycosis

200 mg once daily
Or
100 mg once daily

7 days
Or
15 days

Highly
keratinized
regions like plantar
tinea pedis and palmar
tinea mannus

200 mg b.i.d.
Or
100 mg once daily

7 days
Or
30 days

Pityriasis veriscolor

200 mg once daily

7 days

Oral candidiasis

100 mg once daily

15 days

In some immunocompromised patients (e.g. neutropaenic, AIDS or organ transplant
patients), the oral bioavailability of itraconazole from BIO-ITRA® Capsules may be
decreased. Therefore, the dose may need doubling.

Fungal keratitis

200 mg once daily

21 days
The duration of the treatment
should be adjusted to the clinical
response.

Onychomycosis

Pulse treatment:
200 mg b.i.d.

Onychomycosis:
Toenail onychomycosis
with
or
without
fingernail involvement

1 week. Two pulse-treatment
for fingernail infection and three
pulse- treatment for toenail
infection.
The two pulse-treatments are
separated by a 3-week drug-free
interval time.

Continuous
treatment: 200 mg
once daily

3 months

Aspergillosis

200 mg once daily

2-5 months
(increase dose to 200 mg b.i.d.
in case of invasive or
disseminated disease)

Candidiosis

3 weeks to 7 months
(increase dose to 200 mg b.i.d.
100-200 mg once daily
in
case
of invasive
or
disseminated disease)

Non-meningeal
cryptococcosis

200 mg once daily

2 months

Histoplasmosis

200 mg once daily to
200 mg b.i.d.

8 months

Systemic mycoses

Cryptococcal meningitis

200 mg. b.i.d.

Blastomycosis

100 mg o.d. to 200
mg b.i.d.

1 year
Maintenance
therapy
if
needed. Refer to WARNING
AND PRECAUTIONS in pack
insert
6 months

Lymphocutaneous
and
100 mg o.d.
Cutaneous sporotrichosis

3 months

Paracoccidioid mycosis

100 mg once daily

6 months. Data on the efficacy
at this dosage of paracoccidioid
mycosis with AIDS is not
available.

Chromomycosis

100 to 200 mg once
daily

6 months

Elimination of itraconazole from skin and nail tissue is slower than from plasma.
Optimal clinical and mycological response is, thus, reached 2 to 4 weeks after cessation
of treatment for skin infections and 6 to 9 months after the cessation of treatment for
nail infections.

SPECIAL POPULATIONS
Renal Impairment
Limited data are available on the use of oral itraconazole in patients with renal
impairment. Data are not available in renally impaired patients during long-term use
of itraconazole. Dialysis has no effect on the half-life or clearance of itraconazole or
hydroxyl itraconazole. Caution (see WARNINGS AND PRECAUTIONS).
Hepatic Impairment
Itraconazole is predominantly metabolized in the liver. Limited data are available on
the use of oral itraconazole in patients with hepatic impairment. Caution should be
exercised when this drug is administered in this patient population. Data are not
available in cirrhotic patients during long-term use of itraconazole (see WARNINGS
AND PRECAUTIONS).
Decreased Cardiac Contractility
If signs or symptoms of congestive heart failure appear during administration of
itraconazole capsules, it should be discontinued. (See BOXED WARNING,
CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS: Drug Interactions
UNDESIRABLE EFFECTS: Post-marketing Experience for more information.)

CONTRAINDICATIONS
BIO-ITRA® Capsules are contraindicated in patients who have shown hypersensitivity
to itraconazole or to any of the excipients.
Co-administration of a number of CYP3A4 substrates is contraindicated with itraconazole
capsules. Increased plasma concentrations of these drugs, caused by co-administration
with itraconazole, may increase or prolong both therapeutic and adverse effects to such an
extent that a potentially serious situation may occur.
For example, increased plasma concentrations of some of these drugs can lead to QT
prolongation and ventricular tachyarrhythmias, including occurrences of torsades de
pointes, a potentially fatal arrhythmia (specific examples are listed in the section, Drug
Interactions).
Itraconazole capsules should not be administered to patients with evidence of ventricular
dysfunction such as congestive heart failure (CHF) or a history of CHF except for the
treatment of life-threatening or other serious infections (see WARNINGS AND
PRECAUTIONS). Itraconazole capsules must not be used during pregnancy except for lifethreatening cases (see Pregnancy and Lactation).
Women of childbearing potential taking itraconazole capsules should use contraceptive
precautions. Effective contraception should be continued until the menstrual period
following the end of itraconazole capsules therapy.

WARNINGS AND PRECAUTIONS
Cardiac Dysrhythmias
Life-threatening cardiac dysrhythmias and/or sudden death have occurred in patients
using drugs such as cisapride, pimozide, methadone, or quinidine concomitantly with
itraconazole capsules and/or other CYP3A4 inhibitors. Concomitant administration of
these drugs with itraconazole capsules is contraindicated. (See BOXED WARNING,
CONTRAINDICATIONS, WARNINGS AND PRECAUTIONS: Drug Interactions.)
Cardiac Effects
Itraconazole capsules should not be administered for the treatment of onychomycosis
in patients with evidence of ventricular dysfunction such as congestive heart failure
(CHF) or a history of CHF. Itraconazole capsules should not be used for other
indications in patients with evidence of ventricular dysfunction unless the benefit
clearly outweighs the risk.
A transient asymptomatic 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 itraconazole capsules have been associated with reports
of CHF. 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.
Itraconazole capsules should not be used in patients with CHF or with a history of CHF
unless the benefit clearly outweighs the risk. This individual benefit/risk assessment
should take into consideration factors such as the severity of the indication, the dosing
regimen (e.g. total daily dose), and individual risk factors for CHF. These risk factors
include cardiac disease, such as ischemic and valvular disease; Significant pulmonary
disease, such as chronic obstructive pulmonary disease; and renal failure and other
oedematous disorders. Such patients should be informed of the signs and symptoms of
CHF, should be treated with caution, and should be monitored for signs and symptoms
of CHF during treatment; if such signs or symptoms do occur during treatment,
itraconazole capsules should be discontinued.

Calcium channel blockers can have negative inotropic effects, which may be additive to
those of itraconazole. In addition, itraconazole can inhibit the metabolism of calcium
channel blockers. Therefore, caution should be exercised when co-administering
itraconazole and calcium channel blockers due to an increased risk of CHF.
Concomitant administration of itraconazole capsules and felodipine or nisoldipine is
contraindicated.

Interaction Potential
Itraconazole capsules have a potential for clinically important drug interactions.
Coadministration of specific drugs with itraconazole may result in changes in efficacy
of itraconazole and/or the coadministered drug, life-threatening effects and/or sudden
death. Drugs that are contraindicated, not recommended or recommended for use with
caution in combination with itraconazole are listed in WARNNGS AND PRECAUTIONS:
Drug Interactions.

Cross-hypersensitivity
There is no information regarding cross hypersensitivity between itraconazole and
other azole antifungal agents. Caution should be used in prescribing itraconazole
capsules to patients with hypersensitivity to other azoles.
Neuropathy
If neuropathy occurs which may be attributable to itraconazole capsules, the treatment
should be discontinued.
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 (see CONTRAINDICATIONS and Drug
Interactions).The hearing loss usually resolves when treatment is stopped, but can
persist in some patients.
Cross-resistance
In systemic candidosis, if fluconazole-resistant strains of Candida species are
suspected, it cannot be assumed that these are sensitive to itraconazole; hence, their
sensitivity should be tested before the start of itraconazole capsules therapy.
Hepatic Effects
Very rare cases of serious hepatotoxicity, including some cases of fatal acute liver
failure, have occurred with the use of itraconazole capsules. Most of these cases
involved patients who, had preexisting liver disease, were treated for systemic
indications, had significant other medical conditions and/or were taking other
hepatotoxic drugs. 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 capsules 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
Absorption of itraconazole from itraconazole 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 drugs 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 (see Drug Interactions).

DRUG INTERACTIONS
Co-administration of a number of CYP3A4 substrates are contraindicated with
itraconazole.
Itraconazole is mainly metabolized through CYP3A4. Other drugs that either share this
metabolic pathway or modify CYP3A4 activity may influence the pharmacokinetics of

itraconazole. Similarly, itraconazole may modify the pharmacokinetics of other drugs
that share this metabolic pathway. Itraconazole is a potent CYP3A4 inhibitor and a Pglycoprotein inhibitor. When using concomitant medication, it is recommended that
the corresponding label be consulted for information on the route of metabolism and
the possible need to adjust dosages.
Drugs that may Decrease Itraconazole Plasma Concentrations
Drugs that reduce the gastric acidity (e.g. acid-neutralizing medicines such as
aluminum hydroxide, or acid secretion- suppressors such as H 2-receptor antagonists
and proton-pump inhibitors) impair the absorption of itraconazole from itraconazole
capsules. It is recommended that these drugs be used with caution when coadministered with itraconazole capsules.
It is recommended that itraconazole capsules be administered with an acidic beverage
(such as non-diet cola) upon co- treatment with drugs reducing gastric acidity. It is
recommended that acid neutralizing medicines (e.g. aluminium hydroxide) be
administered at least 1 hour before or 2 hours after the intake of itraconazole capsules.
Co-administration of itraconazole with potent enzyme inducers of CYP3A4 (e.g.
antibacterials like isoniazid, rifabutin, rifampicin; anticonvulsants like carbamazepine,
phenobarbital, phenytoin, and antivirals like nevirapine, efavirenz) and other drugs
(Lumacaftor/Ivacaftor) may decrease the bioavailability of itraconazole and hydroxyitraconazole to such an extent that efficacy may be reduced.
It is recommended that the use of these drugs be avoided from 2 weeks before and
during treatment with itraconazole, unless the benefits outweigh the risk of potentially
reduced itraconazole efficacy. Upon co-administration, it is recommended that the
antifungal activity be monitored and the itraconazole dose increased as deemed
necessary.
Drugs that may Increase Itraconazole Plasma Concentrations
Potent inhibitors of CYP3A4 may increase the bioavailability of itraconazole, including
antibacterials (ciprofloxacin, clarithromycin, and erythromycin), antineoplastics
(idelalisib), antivirals (cobicistat, ritonavir-boosted darunavir, ritonavir- boosted
elvitegravir, ritonavir-boosted fosamprenavir, indinavir, ritonavir, saquinavir and
telaprevir), and calcium channel blockers (diltiazem). It is recommended that these
drugs be used with caution when co-administered with itraconazole capsules. It is
recommended that patients who must take itraconazole concomitantly with potent
inhibitors of CYP3A4 be monitored closely for signs or symptoms of increased or
prolonged pharmacologic effects of itraconazole, and the itraconazole dose be
decreased as deemed necessary. When appropriate, it is recommended that
itraconazole plasma concentration be measured.
Drugs that may have their Plasma Concentrations Increased by Itraconazole
Itraconazole and its major metabolite, hydroxy-itraconazole, can inhibit the
metabolism of drugs metabolized by CYP3A4 and can inhibit the drug transport by Pglycoprotein, which may result in increased plasma concentrations of these drugs
and/or their active metabolite(s) when they are administered with itraconazole.
CYP3A4-metabolized drugs known to prolong the QT interval may be contraindicated

with itraconazole, since the combination may lead to ventricular tachyarrhythmias
including occurrences of torsades de pointes, a potentially fatal arrhythmia. Once
treatment is stopped, itraconazole plasma concentrations decrease to an almost
undetectable concentration within 7 to 14 days, depending on the dose and duration of
treatment. In patients with hepatic cirrhosis or in subjects receiving CYP3A4
inhibitors, the decline in plasma concentrations may be even more gradual. This is
particularly important when initiating therapy with drugs whose metabolism is
affected by itraconazole.
The interacting drugs are categorized as follows:
'Contraindicated': Under no circumstances is the drug to be co-administered with
itraconazole, and up to two weeks after discontinuation of treatment with
itraconazole.
'Not recommended': It is recommended that the use of the drug be avoided during and up
to 2 weeks after discontinuation of treatment with itraconazole, unless the benefits
outweigh the potentially increased risks of side effects. If co-administration cannot be
avoided, clinical monitoring for signs or symptoms of increased or
Prolonged effects or side effects of the interacting drug are recommended, and its dosage
is reduced or interrupted as deemed necessary. When appropriate, it is recommended
that plasma concentrations be measured.
'Use with caution': Careful monitoring is recommended when the drug is co-administered
with itraconazole. Upon co-administration, it is recommended that patients be monitored
closely for signs or symptoms of increased or prolonged effects or side effects of the
interacting drug, and its dosage be reduced as deemed necessary. When appropriate, it is
recommended that plasma concentrations be measured.
Examples of drugs that may have their plasma concentrations increased by
itraconazole presented by drug class with advice regarding co-administration with
itraconazole:
Drug Class

Contraindicated

Alpha-blockers

Not Recommended

Use with Caution

alfuzosin
silodosin
tamsulosin

Analgesics

levacetylmethadol
(levomethadyl),
methadone

Antiarrhythmics

disopyramide,
dofetilide,
dronedarone,
quinidinea

Fentanyl

alfentanil,
buprenorphine IV and
sublingual,
oxycodonea, ufentanil
digoxina

Antibacterials
Anticoagulants
and Antiplatelet
Drugs

Ticagrelor

Anticonvulsants

bedaquilineb ,
rifabutin

clarithromycin,
trimetrexate

apixaban,
rivaroxaban,
vorapaxar

coumarins,
cilostazol,
dabigatran,
warfarin

Carbamazepine

Antidiabetics

repaglinidea,
saxagliptin

Antihelmintics,
Antifungals and
Antiprotozoals

halofantrine
isavuconazonium

praziquantel,
artemetherlumefantrine, quinine

Antihistamines

astemizole,
mizolastine,
terfenadine
ergot alkaloids,
such as
dihydroergotamin
e, ergometrine
(ergonovine),
ergotamine,
methylergometri
ne(methylergono
vine)

Ebastine

Anti-migraine
Drugs

Eletriptan

Beta-blockers
Calcium Channel
Blockers

Antivirals

Nadolola
bepridil,

diltiazem, other
dihydropyridines,
including verapamil

felodipinea,
lercanidipine,
nisoldipine
simeprevir

daclatasvir, maraviroc,
indinavira,
cobicistat, elvitegravir
(ritonavir- boosted),
ritonavir, saquinavir
(unboosted)a,
tenofovir disoproxil
fumarate

Antineoplastics

Antipsychotics,
Anxiolytics and
Hypnotics

Irinotecan

lurasidone, oral
midazolama,
pimozide,
sertindole,
triazolama

Axitinib, bosutinib,
cabazitaxel,
cabozantinib,
ceritinib,
cobimetiniba,
crizotinib,
dabrafenib,
dasatinib,
docetaxel,
ibrutinib lapatinib,
nilotinib,
olapariba,
pazopanib
sunitinib,
trabectedin,
trastuzumabemtan
sin, vinca alkaloids

bortezomib,brentuxim
abvedotin,
busulphana, erlotinib,
gefitiniba idelalisib,
ixabepilone,
trimetrexate,
nintedanib,
panobinostat,
ponatinib, ruxolitinib,
sonidegib,
vandetaniba, imatinib,
ixabepilone

alprazolama,
aripiprazolea,
brotizolam, buspironea
diazepama
haloperidola,
midazolam (iv)a,
perospirone,
quetiapine, ramelteon,
risperidonea
suvorexant,
zopiclonea

Diuretics

eplerenone

Gastrointestinal
Drugs

cisapride,
naloxegol

aprepitant,

lipid-Lowering
Drugs

lomitapide
lovastatina,

atorvastatina

simvastatina

loperamidea,
domperidone,
netupitant

Cardiovascular
Drugs,
Miscellaneous

ivabradine,
ranolazine

aliskirena,
riociguat sildenafil
(for pulmonary
hypertension),
tadalafil (for
pulmonary
hypertension)

Contraceptives

dienogest, ulipristal

Immunosuppressants

lipid-Lowering
Drugs

bosentan, guanfacine

everolimus,
sirolimus,
temisirolimus (iv)

lomitapide
lovastatina,

budesonide
(inhalation)a,
budesonide (non
inhalation), ciclesonide
(inhalation),
ciclosporin (iv)a,
ciclosporin (non
iv) dexamethasonea,
fluticasone
(inhalation)a,
fluticasone (nasal),
methylprednisolonea,
tacrolimus (iv)a,
tacrolimus (oral)
atorvastatina

simvastatina
Respiratory Drugs
SSRIs, Tricyclics
and Related
Antidepressants

salmeterol
reboxetine, venlafaxine

Urological Drugs

Other

vasopressin
receptor
antagonists

avanafil,
fesoterodine
(patients with
moderate to
severe renal or
hepatic
impairment),
solifenacin
(patients with
moderate to
severe renal or
hepatic
impairment)
colchicine, (in
subjects with
renal or hepatic
impairment)
eliglustat
(CYP2D6 EMsc
taking a strong or
moderate
CYP2D6 inhibitor,
CYP2D6 IMsc, or
CYP2D6 PMsc )

darifenacin,
vardenafil

fesoterodine.
imidafenacin,
solifenacin,
dutasteride,
oxybutynina,
sildenafil (for erectile
dysfunction), tadalafil
(for erectile
dysfunction and
benign prostatic
hyperplasia),
tolterodine

colchicine,
lumacaftor
/ivacaftor

alitretinoin (oral
formulation),
cabergoline,
cannabinoids,
cinacalcet,
mozavaptan,
tolvaptan, ivacaftor

conivaptan,
tolvaptan

a. Based on clinical drug interaction information with itraconazole.
b. Based on 400 mg Bedaquiline once daily for 2 weeks.
c. EMs: extensive metabolizers; IMs: intermediate metabolizers, PMs: poor
metabolizers
Drugs that may have their Plasma Concentrations Decreased by Itraconazole
Co-administration of itraconazole with the NSAID meloxicam may decrease the plasma
concentration of meloxicam. It is recommended that meloxicam be used with caution
when co-administered with itraconazole, and its effects or side effects be monitored. It
is recommended that the dosage of meloxicam, if co-administered with itraconazole, be
adapted if necessary.
The interacting drugs are categorized as follows:
'Contraindicated': Under no circumstances is the drug to be co-administered with
itraconazole, and up to two weeks after discontinuation of treatment with
itraconazole.

'Not recommended': It is recommended that the use of the drug be avoided during and up
to 2 weeks after discontinuation of treatment with itraconazole, unless the benefits
outweigh the potentially increased risks of side effects. If co-administration cannot be
avoided, clinical monitoring for signs or symptoms of increased or prolonged effects or
side effects of the interacting drug is recommended, and its dosage is reduced or
interrupted as deemed necessary. When appropriate, it is recommended that plasma
concentrations be measured.
'Use with caution': Careful monitoring is recommended when the drug is co-administered
with itraconazole. Upon co-administration, it is recommended that patients be monitored
closely for signs or symptoms of increased or prolonged effects or side effects of the
interacting drug, and its dosage be reduced as deemed necessary. When appropriate, it is
recommended that plasma concentrations be measured. Examples of drugs that may
have their plasma concentrations decreased by itraconazole presented by drug class
with advice regarding co-administration with itraconazole:
Drug Class

Contraindicated

Not Recommended

antineoplastics

regorafenib

gastrointestinal
drugs

saccharomyces
boulardii

nonsteroidal antiinflammatory
drugs

Use with Caution

meloxicama

a. Based on clinical drug interaction information with itraconazole.
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 drug is administered in this
patient population and adjusting the dose may be considered.
Hepatic Impairment
Limited data are available on the use of oral itraconazole in patients with hepatic
impairment. Caution should be exercised when the drug is administered in this patient
population. It is recommended that patients with impaired hepatic function be
carefully monitored when taking itraconazole. It is recommended that the prolonged
elimination half- life of itraconazole observed in the single oral dose clinical trial with
itraconazole capsules in cirrhotic patients be considered when deciding to initiate
therapy with other medications metabolized by CYP3A4.
In patients with elevated or abnormal liver enzymes or active liver disease, or who
have experienced liver toxicity with other drugs, treatment with itraconazole is
strongly discouraged unless there is a serious or life-threatening situation where the
expected benefit exceeds the risk. It is recommended that liver function monitoring be

done in patients with pre-existing hepatic function abnormalities or those who have
experienced liver toxicity with other medications (see Pharmacokinetics and Special
Populations).
Pregnancy
Pregnancy Category C
Itraconazole may cause reproduction toxicity. Itraconazole was found to cause a doserelated increase in maternal toxicity, embryotoxicity, and teratogenicity in rats at
dosage levels approximately 40 to 160 mg/kg/day (5 to 20x MRHD), and in mice at
dosage levels of approximately 80 mg/kg/day (10x MRHD). Itraconazole has been
shown to cross the placenta in a rat model.
Itraconazole capsules must not be used during pregnancy except for life-threatening
cases where the potential benefit to the mother outweighs the potential harm to the
foetus (see CONTRAINDICATIONS).
There is limited information on the use of itraconazole capsules during pregnancy.
During post marketing experience, cases of congenital abnormalities have been
reported. These cases included skeletal, genitourinary tract, cardiovascular and
ophthalmic malformations as well as chromosomal and multiple malformations. A
causal relationship with itraconazole capsules has not been established.
Epidemiological data on exposure to itraconazole during the first trimester of
pregnancy mostly in patients receiving short-term treatment for vulvo-vaginal
candidosis did not show an increased risk for malformations as compared to control
subjects not exposed to any known teratogens.
Itraconazole should not be administered for the treatment of onychomycosis to
pregnant patients or to women contemplating pregnancy. Itraconazole should not be
administered to women of childbearing potential for the treatment of onychomycosis
unless they are using effective measures to prevent pregnancy and they begin therapy
on the second or third day following the onset of menses. Effective contraception
should be continued throughout Itraconazole therapy and for 2 months following the
end of treatment. During post marketing experience, cases of congenital abnormalities
have been reported.
Lactation
Itraconazole is excreted in human milk; therefore, the expected benefits of itraconazole
therapy for the mother should be weighed against the potential risk from exposure of
itraconazole to the infant. In case of doubt the patient should not breastfeed.
Paediatric Use
The efficacy and safety of itraconazole have not been established in paediatric patients.
The long-term effects of itraconazole on bone growth in children are unknown.
Itraconazole can cause defects in infants, including reduced bone plate activity,
thinning of the zona compacta of the large bones, and increased bone fragility.
Geriatric Use
Transient or permanent hearing loss has been reported in elderly patients receiving

treatment with itraconazole. Several of these reports included concurrent
administration of quinidine which is contraindicated. It is advised to use itraconazole
capsules in patients of age 65 years and above only if it is determined that the potential
benefit outweighs the potential risks. In general, it is recommended that the dose
selection for an elderly patient should be taken into consideration, reflecting the
greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant
disease or other drug therapy.
Immunocompromised Patients
In some immunocompromised patients (e.g. neutropaenic, AIDS or organ transplant
patients), the oral bioavailability of itraconazole capsules may be decreased.
Patients with Immediately Life-threatening Systemic Fungal Infections Due to the
pharmacokinetic properties (see PHARMACOLOGY), itraconazole 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 fungal infection such as
sporotrichosis, blastomycosis, histoplasmosis or cryptococcosis (meningeal or nonmeningeal) and who are considered at risk for relapse, the treating physician should
evaluate the need for a maintenance treatment.

UNDESIRABLE EFFECTS
Adverse drug reactions (ADRs) are those that were considered to be reasonably
associated with the use of itraconazole based on comprehensive assessment of the
available adverse event information. A causal relationship with itraconazole cannot be
reliably established in individual cases. Because clinical trials are conducted under
widely varying conditions, ADR rates observed in the clinical trials of a drug cannot be
directly compared to rates in the clinical trials of another drug and may not reflect the
rates observed in clinical practice.
Itraconazole has been associated with rare cases of serious hepatotoxicity, including
liver failure and death. Some of these cases had neither pre-existing liver disease nor a
serious underlying medical condition. If clinical signs or symptoms develop that are
consistent with liver disease, treatment should be discontinued and liver function
testing performed. The risks and benefits of itraconazole use should be reassessed (see
WARNINGS AND PRECAUTIONS).
The table below presents ADRs by System Organ Class. Within each System Organ
Class, the ADRs are presented by incidence, using the following convention: very
common (≥1/10); common (≥1/100 to < 1/10); uncommon (≥1/1,000 to <1/100);
rare (≥1/10,000 to <1/1,000); very rare (<1/10,000).
ADRs

Infections and Infestations

Uncom
Sinusitis, upper respiratory tract infection, rhinitis
mon
Blood and Lymphatic System Disorders
Rare

Leucopaenia

Immune System Disorders
Uncom
mon
Rare

Hypersensitivity*
Serum sickness, angioneurotic oedema, anaphylactic reaction

Metabolism and Nutrition Disorders
Rare

Hypertriglyceridaemia

Nervous System Disorders
Comm
on
Rare

Headache
Paraesthesia, hypoaesthesia, dysgeusia

Eye Disorders
Rare

Visual disturbance (including diplopia and blurred vision)

Ear and Labyrinth Disorders
Rare

Transient or permanent hearing loss*, tinnitus

Cardiac Disorders
Rare

Congestive heart failure*

Respiratory, Thoracic and Mediastinal Disorders
Rare

Dyspnoea

Gastrointestinal Disorders
Comm
on
Uncom
mon
Rare

Abdominal pain, nausea
Diarrhoea, vomiting, constipation, dyspepsia, flatulence
Pancreatitis

Hepatobiliary Disorders
Uncom
mon

Hepatic function abnormal

Rare

Serious hepatotoxicity (including some cases of fatal acute liver
failure)*, Hyperbilirubinaemia

Skin and Subcutaneous Tissue Disorders
Uncom
mon
Rare

Urticaria, rash, pruritus
Toxic epidermal necrolysis, Stevens-Johnson syndrome, acute
generalized exanthematous pustulosis, erythema multiforme,
exfoliative
dermatitis,
leukocytoclastic
vasculitis,
alopecia,
photosensitivity

Renal and Urinary Disorders
Rare

Pollakiuria

Reproductive System and Breast Disorders
Uncom
mon
Rare

Menstrual disorder
Erectile dysfunction

General Disorders and Administration Site Conditions
Rare

Oedema

Investigations
Rare

Blood creatine phosphokinase increased

*see WARNINGS AND PRECAUTIONS
Paediatric Population
The commonly reported ADRs in paediatric patients were headache (3.0%), vomiting
(3.0%), abdominal pain (2.4%), diarrhoea (2.4%), hepatic function abnormal (1.2%),
hypotension (1.2%), nausea (1.2%), and urticaria (1.2%). In general, the nature of
ADRs in paediatric patients is similar to that observed in adult subjects, but the
incidence is higher in the paediatric patients.
Post marketing Data
ADRs that have been first identified during post marketing experience with
itraconazole (all formulations) are listed in the table below. Because these reactions
are reported voluntarily from a population of uncertain size, reliably estimating their
frequency or establishing a causal relationship to drug exposure is not always possible.

Table 2: Post marketing reports of ADRs
Blood and Lymphatic System
Disorders

Leucopaenia, neutropaenia,
Thrombocytopaenia

Immune System Disorders:

Anaphylaxis; anaphylactic, anaphylactoid
and allergic reactions; serum sickness;
angioneurotic oedema

Nervous System Disorders

Peripheral neuropathy,
hypoesthesia

Eye Disorders

Visual disturbances,
blurred and diplopia

Ear and Labyrinth Disorders

Transient or permanent hearing loss

Cardiac Disorders

CHF

Respiratory, Thoracic and Mediastinal
Disorders

Pulmonary oedema, dyspnoea

Gastrointestinal Disorders

Pancreatitis, dysgeusia

Hepatobiliary Disorders

Serious hepatotoxicity (including some
cases of fatal, acute liver failure), hepatitis

Skin
and
Disorders

Subcutaneous

Tissue

paraesthesia,

including vision

Toxic epidermal necrolysis, StevensJohnson syndrome, acute generalized
exanthematous pustulosis, erythema
multiforme,
exfoliative
dermatitis,
leukocytoclastic
vasculitis, alopecia,
photosensitivity, urticaria

Musculoskeletal and Connective Tissue
Disorders

Arthralgia

Renal and Urinary Disorders:

Urinary incontinence, pollakiuria

Reproductive
Disorders:

System

and

Breast

Erectile dysfunction

General Disorders and Administration
Site Conditions

Peripheral oedema

Investigations

Blood creatine phosphokinase increased

If you experience any side effects, talk to your doctor or pharmacist or write to
info@bioslab.co.in
By reporting side effects you can help provide more information on the safety of this
product.

OVERDOSAGE
Symptoms and Signs
In general, adverse events reported with overdose have been consistent with those
reported for itraconazole use (see UNDESIRABLE EFFECTS).
Treatment
In the event of over dosage, supportive measures should be employed. Activated
charcoal may be given if considered appropriate. Itraconazole cannot be removed by
haemodialysis. No specific antidote is available.

STORAGE CONDITION: Store in cool dry place. Keep out of reach of children.
PRESENTATION: Itraconazole 100mg & 200mg Capsules
PACKING: 1*10 CAP
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