[Fluconazole|
Funzela®

Antifungal
50 mg, 150 mg, 200 mg Tablet

ILATION
Each (able! contains:

PRODUCT DESCIH
azole 50 mg is a plain, mottied pink, tablet.
Fluconazole 150 mg is a mottled pink, biconvex tablet. bisected on one side and plain on the other side.
Fluconazole 200 mg is a plain. mottled pink, round biconvex tablet, bisected on one side and plain on the other side.
mmm Ww bis-triazole antifungal agent. is a highly selective inhibite uv P450-dependent
a spectrum isa or of cytochrome
andsterolcmabhs—dsmsmmm These actions result in mpairment of ergosterol synthesis cell membrane, Ieﬂangto
hibition, abnormal cell wall formation, and accumulation of intrac os.lsrhdsnndm@rmﬂ s. Depending on the concer

fLipsslicy may be fungicidal or fungistatic.
ANTIMICROBIAL SPECTRUM OF ACTIVITY

Ruconazole has a rolative selectity for fungal cytochrome PASO system, t exnibits in vitro act inst Cryptococcus neoformans and
Candidaspp. and has demonstrated fungitatic activty in normal and mmmmmmmmmcrm
fungal due to 'for systermic due to Candida albicans. Development of resistance to

Candida

H\mwazo!erBsrmbeenstwm:hawm marehavebeenreponsolcssesolsmeﬁwecwnwnhoanddaspp.mherthan
albicans, which are often inherently nonsusceptible to Fuconazole.

ke other azole antifungal agents, most fung show a higher apparent sensitity 1o Fluconazole in vivo than n vitro, Activity has been

demonstrated against funga Fluconazole is active in animal models.
of endemic mycoses, inckiding one model of Blastomyces: oo p\"mnmy infections, one model of Coccidioides immitis intracranial
infections and of ary infection.
Coadministration of Fluconazole and Amphoterecin B in infected normal and immunosuppressed mice showed a small additive antifu
effect in sysiemic infection with Candida abicans, no interaction in inlracranil nfection with Cancid neoformars, and antagorism of
wo drugs in Systemic infection with Aspergillus fumigatus.
PHARMACOKINETICS
The pharmacokinetic properties of Fluconazole are simiar after int y of oral luconazole is >20%
in healthy volunteers.

ok plasrma Flcenazole concentrations in fasted healtty volunteers occur between 1 and 2 hours with a terminal ination half-
o a5 e Shos aosi adminetration. & single oral 400 mg dose leads to 3 moan Cmax of 6.72 mog/m: after ey e oteo
to 400 mg, plasma and AUC are propor e 150 Tt ord Soas e (8 10 Tactating werman raschos
Mean G of 2.61 mog/miL.
Steade(-ﬁate eancentrations aro reached witin § to 10 days after oraldoses of SOto 400 mg given once dall. Adminsiration of aleadng

) of twice the usual dall dose resuts n plasma concentrations dose to steady state by day 2
aﬁpruxbmales that of total bocty water. Plasma protein bmdhg is low (1110 12%). penelrﬁtes into all body fluids studied aftev
Gither singe o mitiple. oral Goses for Up to 14 cays. (See table balow).
Tisoue/Fiuid Concentrations of Fluconazole
ss | Goncentrations' (Ussue/plasma rafio] |

0&-07
pok hﬁ;\:’:‘cfm'ﬁn’;‘nxmsmn romal renal functon.
Inhealmyvdumeers Fuconazole is cleared primarily by renal excretion, with 80% of the dose appeanng in the urne unchanged, and 1%

onazole's pf et are markedly affected by reduction in renal function. There is an inverse relationship
belween elimination half-iife and creatinine clearance. Dose mEy need to be reduced in patients with impaired renal function. A 3 hour
plasma by

y: Ssion atior 50%.

Oose; of 200 to 400 mg once dal/ for up to 2 weeks in healthy volunteers were associated WRh small, inconsistent effects on testosterone
and endogencus corticoster rations and the ACTH-stimulated cortisol response.

INDICATIONS

-Fonhetresvnemofmefobwngnmecmcansedbysmcemmesm of microorganisms:

> includi and infections at other sites.

> S}/ lemic candidiasis, ngcand;dem;a, disseminated candidiasis and other forms of invasive candidal infection including infections
mepemoneum eendocardium, eye, respiratory and urinary tracts,

> Mucosal candidiasis including oropharyngeal, esophageal. ary infections, candiduria, mucocutaneous and
denture sore mouth.

> Genital candidiasss including vaginal candidiasis (acute or recurrent), candidal balanitis

> endemic mycoses, |nc|udlng y 3 , y . sporotri . and histoplamosis in
immunocompetent

> St fechor\ssuch TyC! and ony: including tinea pedis, tinea capitis, tinea corpors, tinea cruris,

tinea versicolor, and dermal candida infections.
For the transplant . patients with malgnancy who recening cytotoxic chomotherapy. munosuprossve thermpy
or mdtauon therapy, and other palvenls who are at risk of devebpmg a m!ecuons and serious fungal infections such as

For the prophylaxis of HIV/AIDS patients who are at risk of developing candida infections and serious fungal infections such as

MINISTRATION
Since Fluconazole has > 90% bioavailability, oral and intravenous dosing are the same. The intravenous route should be considered for
patients who cannot tolerate or are unable to take Fluconazole orally.

Recommended Dosing Regimen for Adults
Infection/Condition Adult Dosage

< mnm‘l 4?30“ on:f‘;e!slda’r(henZDOto400mmdaly Recom m%ﬂdeaidﬂabcn
nfections at other sites of treatment cryptococcal meningits is usually 6 10 8 weeks up
10 10 10 12 weeks after %Wﬂescd!\ler\egmw
Oropharyngenl candidiasis 50 to 100 mg once daily for 7 to 14 days
Dent atrophic oral 50 mcﬂy’wﬂd&yﬂ
(!09’:3!1 cal antiseptic moasures to the denture)
Esophageal candidiasis 50 to 100 once daily for 14 to 30 days.
mﬂnbgmmdtodemMNmmy

For other candida nfections.
50t0 100 mg once daily for 14 to 30 days.

(except gental candidiasis)
400mg on the 1st day. then 200 ma ance dell. Dose may be roreased to 400
Systemic candida infections once mg daly. Treat shouid be continued for a minimurn of
for at loast 2 weeks nner symptoms havemqowed
Vaginal candidiasis and candidal balanttis 150 mg sngle dose
Recurrent vulvovaginal candidiasis. 150,79 on the Ist day, then 150 mg on the 4th day; maintenance regmen s 100
o
Dermatologic fections nchudng tnea pedis. | 150 mg once a
corporis. and cruris; candida infections O e onee daky Tor 5 10 6 weeks
Tinea versicolor and tnea capits 50 mg once dally for 2 to 4 weeks
Tinea unguium - 150mgonoeewee«lrealmenlshoud continued until regrowth of toenails or
(onychomypabis) ranges from 3 to 6 months for and 610 12 months
- o loanats, opending o0 1he Aonts Conenion
00 to 80O Mg oncs o depends on the condition bang
Deep endemic mycoses lmn(adbulususiy s!romﬁ(ozttmonl for oowuo;domyoosns 2(0‘7
mfum‘ococ%dom 0 16 months for sporotrichosis and
cfrelwseo'
& cryplococecal nfectons
stes n pabents with AIDS 100 to 200 mg once daiy for an indefinte penod of time

(aﬂev the patient receives a full course of
prmary therapy)

in patients with AIDS (after the patient receves | 100 to 200 mg once a week. duration of treatment is usually 4 to @ months
a full course of prmary therapy)

Prevention of fungal infections in 100 to 200 once daiy: duration of treatment will depend on the patientis condition
paverts with HIV Pal

Provention of fungal infections in
patents

transplant patients
orradiotherapy | 400 mg once dally depending on the patient's condtion

and other patents who are
af hagh ik of Sy renme Argel svechons

Dosing Regimen for Children
‘ecommended dose: 3 10 12 /:?Doaywegnoncede\ly.
Donot exceed 600 mg once daily n iren.

Infection Pediatric Dosage

Oropharyngeal candidiasis 6 mg/ke weight on the 1st day. then 3 mg/kg body weight once daly for at least 2 weeks
o cacrenan eoneod of e

ankgboarwe-aﬁlmmevstm then 3 mg/kg body weight once daily. Doses may be
10 12 mo/ig bocy wognt day.
Minimum treatment duration is 3 weeks and at least 2 weeks after the symptoms resolve.

Systemic candida infections § to 12 mo/kg body weint Galy: curation of reatment wil depend on the organsm beng treated
the patient's condition
Cryptococcal meningts & 12 mg/k on the Ist day. then § ma/kg body weht daly. Dose may be
cryptococccal infections na‘g Syt r‘:%‘ body weapt A Rewn%erﬁedmmnmovvmmmvaﬁymmwy
al other sites ocoocﬂnmmgnusvs\u B ook fver CBF basarnos cltors ure negative.
Suppression of cryptococcal 6 mg/kg body weight once Gady for 6 months or longer
meningtis in pationts with AIDS

For children less than 4 weeks. the same Ruconazole dose as above should be given. However, the dosage regimen Is changed as folows

azole dose to be given every other day.

The following dose equivalency scheme should generally provide equivalent exposure in pediatric and adult patients:

Pediatric Patients Adult Patients
3 mg/kg body weight 100 mg
6 mg/kg body weight 200'“9
12 mg/kg® body weight
“Some older children may have dlearances uanomosealum Abschte doses

exceeding 600 mg/day are not rsoommended n children.

Dosage in with Impaired Renal Function
No domf Mﬁilﬂeﬂl is necessary for pauenls with renal impainment who are to recerve a single dose of Fluconazole. For palients who
ole. an intial loading dose of 50 to 400 ma is required folowed by a dally dose based on crealiine clearance
it

sshownn
reatinine (mU/min) Percentage of recommended dose
> 50 100%
T1- 50 50%
[_Patients undergoing regular dialysis | One recommended dose after each dialysis |
These are on of mutple doses n pabents with renal

mparment. ﬁmmmmxmaybemeaedwmmepauansmm

When serum creatinine is the only measure of renal function avallable, use the folowing formula to estimate the creatinine clearance.
Ve e o
Females: 0.85 x above vakie

'CONTRAINDICATIONS
Known hypersensitivity to Fluconazole, other azole antifungals, and to any of its excipents.

'WARNINGS AND PRECAUTIONS
-Msemahceﬂadshavebeen reported with FRuconazole. Although these are rare, nasemiobecomdemdwnng
. I signs and symptoms of kver disease iver
Toneuon raats ot aur TP DAt Should b6 Sararuy MenIared for the. PossIty oF more severe hver injury.

Overgrowth of nonsusceptible strains of Candida have been reported in some patients recenving Fluconazole. When this occurs, patents
may requrre an altemative anti-fungal therapy.

Anaphylaxis has occurred rarely in patients taking Fluconazole.

Rara but serous extobatve sion disorder such a3 Stevens-lonnson syndrome and toc epkieTTR) nooTolysis have g
treatmont with Fuconazole which rarely resulted in a fatal oUtcome in patients with Senous L seases wmmmamty AIDS

mrsgnancy). 1 s recommondod that 1 pationts with Suporfoial fngal IMECton. Flaconazalo treatment bo decontinod at in. frat Som of
sh, Pationts wih sarious UNAEMyING (150NS6 Who Gevelop Mahos Shoukd b6 Closcly obeorved and FConazolo roatmont Shou be
ciscontinued when bulous lesions or erythema multfomme progresses.

of Fertility: Evidence of mutagenicity was not scen when Fluconazole was used in itro.

no evidence of carcinogenicity in studies done in mice and rats recoiving F!uoomzde dosages of 2.5.10 10 ma/kg daly lor 24
months. However, there was an increase in in male rats or 10 mg/kg daly.

Reproduction studies in male and fomale rats given Fluconazole dosages of up 10 75 mg/kg once daly dd not show any evidenco of
ferthty. However, onsct of parturtion & Sightly domyod.,

Use in children: A different dosing regimen is recommended for infants less than 4 weeks (refer to Dosage and Administration section).

Ame(seeﬁeclsreoonedmneor\alesandmlmlsmcevng 3 106 mg/g dally are ransient ncreases in serum ransaminase concentrations
vomiting. and . Severe 19 have a9 bocurred i one neonate after 1V fluconazole. sdmimtration,
Use in eiderly patients: Since 2 elderly patients are more lely 10 have impaired renal function, dosage shoukd be modified as necessary.
However. dosage adiustments based on age alone is not necessary.
DRUQ INTERACTION
~ Fluconazole Drug Interactions
Preci Drug Object Drug T Description
Cimetidine Fluconazole T Cimetidine resulted in a reduction in Fluconazole AUC and Cmax.
Hydrochioro-thiazde | Fluconazole Concomitant use resulted in a signficant ncrease n Fuconazole Cmax and AUC.
' which can be attriouted to reduced renal clearance.
Ritamprcin Fluconazole ‘A single oral Fluconazole dose after chronic Rifampicin resulted in a decrease in
' AUC and a shorter halt-ife of Fuconazole.
Azternizole onaz; Concomitant adminstration with Fluconazole causes elevations in serum levels
t of these drugs. Caution should be
Flconazolo Rifabutn Concomitant use resulted in a significant increase in Afabutin serum levels
Fluconazole Anthistamines, | T Although Terfenadine levels were not affected by Fluconazole, Terfenadine
nonsedating metabolte AUC ncreased.
CToncurrent use with an OC. ] proauced
Fluconazole Contraceptves, | = an overall mean increase n the levels of the OC components, howewer, in some
oral (OC) cases there were decreases up (o 47% and 33% of ethinyl estradiol and
lovels,
Fluconazole Cydiosporine T Sorvicant ncreases 1 Cyciosponn Grax. G, and ALC vales 0coured 1olowng
Fluconazole use.
Fluconazole Phenytoin T Coadmmnistration resulted n an ncrease of Phenyton AUC valkuos.
Fluconazole Theophyline: T Theophyline AUC, Cmax, and half-Ife were significantly increased and dlearance
was
Fluconazole resulted in significant ncreases n Cmax and AUC of Tolutarmide.
Fluconazole Sulforylureas ' Gibenclamide, and Glipizide. Several subjects expenenced symptoms consistent
with some required oral gh treatment.
‘A single warfann dosc after 14 days of Fluconazole resulted in an ncroase in the
Fluconazole Wartarn ' PT response (area under the prothrombin trme-tme curve).
Of 13 subjects,
1 experienced a twolold increase . PT response.
Fluconazole Zdovudine T Sgnficant ncrease in Zdov UC after Fluconazole adminstration.
Fluconazole significantly hr:roased the AUC and Cmax of Cisapnide after both
Fluconazole Cisapride r single and multiple dosing. Fuconazole also significantly incroased the QTc intorval
in subjects Cisapnde
20 mg four times a day x 5 days
Fluconazole Tacrokmus T Concomiant use resulted in a sgniicant increase in Tacrolmus serum levels
* T-Object drug 1-Object drug ~-Ur
L

DRUG/LABORATORY INTERACTIONS
Mid, transient increases in serum concentrations of alanine aminotransferase (ALT) wsferase (AST), ak
~glutamyttransferase, wwmmwwmfswmmmdmmwmmmmmm

PREGNANCY AND LACTATION

Pregnancy: (Pregnancy Category C) Reproduction studies in pregnant rabbits receiving Fluconazole doses of up to 75 mg/kg once daily
during organogenesis revealed impaired matemal weight gain and abortions, although no adverse fetal effects were seen. In a different
study hvoMr\g rats, Fluconazole doses of up to 25 mg/kg once daily were associated with maternal weight gain and placental weight
Increase. When dosages were increased to 320 mg/kg once daiy, fetal abnormaities (e.g., wavy ribs, cleft palate and abnormal craniofacial
ossification) and embryolethality were observed.

However. there are no adequate and wel controlled studies in pregnant women to date. Use in pregnancy only if the potential benefit
|ustifies possible risk to the fetus.

Lactation: Fluconazole is excreted in human breast mik in concentrations simiar to that found in plasma; therefore, avoid use in breastfeeding
women. proy
.

UNDESIRABLE E

wel tolerated. Most common adverse effects are abdominal pain, diarrhea, flatulence, nausea, vomiting, and taste
dstubance Other reported adverse effects include headache, dizziness, leukopenia, thrombocytopenia, hyperiipidemia, and raised liver
enzyme concentrations.

Since Fluconazole is used in patients with serious underlying diseases, there are some instances where causal relationship of the adverse
event to the treatment is hard to establish.

the most reported with Fluconazole use. These reactions
are»suatym modeva mwmnmmrmmlmnmmaawm adverse effects are nausea, vomiting,
abdominal paln and diarthea. Rarely, there have been reports of flatus. bloating, dry mouth, hiccups. heartbum, and anorexia.

In patients wih viivovaginal candiciasis receiving single dose of Fluconazole, abdominal pain, nausea, diarthes. dyspepsia, and dysgeusia
e been reported.

De and Rare reports of anaphylaxis have occurred. Rash (induding diffuse rash with eosinophiia)
and pruritus were also reported. Stevens-Johnson syndrome has also occurred and may be a fatal.

In patients with serious diseases such as autoimmune deficiency syndrome (AIDS) or malignancy. exfoliative skin disorders have ocourred.
In patients with vulvovaginal cand»aas-s receiving single dose Fluconazole, angioedema and anaphylaxis were reported rarely.

patic Effects. Pars but serious hepatotaxicty (e.g- necrosis, dical hepatits, oholestasis fuminant hepatic fakurs) heve been reported.
mwmmmbarwm been reports of death, especially involving patients with serious underlying conditions.

Nervous System Effects. Dizziness and headache have occurred. Somnolence, deliriurm/coma, dysesthesia, psychiatric disturbances,
malaise, paresmssaofhandsand!ee! fatigue. and seizure have been reported rarely.

Hematologic Effects. Eosinophiia, anemia, reported. Although t Va
may be reversible after drug discontinuation, there were reports of severe cases necessitating treatment.

Effects. Er f Fluconazole have not been studied. However, there have been reports of alterations on testosterone
and endogenous corticosteroid concentrations. as well as ges in ACTH-stimulated cortisol r

Dth.r Effects. There have been rare reports of fever. edema, pleural effusion, oliguria. hypotension, arthralgia/myalgia, and finger
stiffness. Alopecia was also reported, occurring in both genders after 3 months of therapy. Alopecia may respond to efther arug discontinuation
or dose reduction. Fluconazole may also cause har loss on the face. axilary, pubic. leg and chest area.

‘OVERDOSAGE & MANAGEMENT

Deam often following clonic seizures, occurred at 1.5 hours to 3 days after administration of 110 2 grams of Fuconazole. In one patient
human immunodeficiency virus (HIV) infection, hallucinations. ingestion of 8.2 g of Fluconazole.

Thepememreqwedrosmazanmandmeconmmresowedsﬂemam

It acute overdosage oocurs, supportive and symptomatic treatment should be iniated as necessary. The stomach may be empied by
nd plasma Fluconazole concentration usually decreases to 50% after 3-hours.
of hemodialysis.

STORAGE
Store at temperatures not exceeding 30°C.
Protect from light.

AVAILABILITY:
Fluconazole (Funzeia®) 50 mg, 200 mg Tablet - in box of 20 tablets (in biister pack)

Fluconazole (Funzela®) 150 mg - box of 1's and box of 10's (in biister pack)

CAUTION:
Foods, Drugs, Devices, and Cosmetics Act prohibtts dispensing without prescription.

2nd Fir. Bonaventure Plaza Bidg., , Ortiges Ave.
Greenhills, San Juan City. Phiippi



