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Abstract: Fluconazole is another all-inclusive range azole antifungal that has shown in vitro 

and in vivo movement. This report gives the outcomes from the initial 24 patients who were 

enlisted in two open-mark, nonrandomized, multicentered sympathetic preliminaries that 

assessed oral Fluconazole as rescue treatment for intrusive parasitic diseases. Fluconazole 

was normally given as an oral suspension of 200 mg four times each day or 400 mg two 

times every day. Eleven (46%) of the contaminations were rhinocerebral. Term of 

Fluconazole treatment extended from 8 to 1,004 days (mean, 292 days; middle, 182 days). 

Rates of fruitful treatment (finish fix and halfway reaction) were 79% in 19 subjects 

headstrong to standard treatment and 80% in 5 subjects with narrow mindedness to standard 

treatment. In general, 19 of 24 subjects (79%) endure contamination. Survival was 

additionally connected with careful resection of influenced tissue and adjustment or 

enhancement of the subjects' basic ailments. Disappointments either had compounding of 

hidden sicknesses or asked for all treatment pulled back; none of the disappointments got 

over 31 days of Fluconazole . Fluconazole oral arrangement was all around endured and 

was stopped in just a single subject because of a medication rash. Fluconazole seems 

promising as an oral treatment in patients who get required medical procedure and control 

their fundamental disease. 

Keywords: Fluconazole, ICU, Acute Respiratory Distress Syndrome (ARDS)

Introduion 

Acute Respiratory Distress Syndrome  (ARDS) is sort of respiratory disappointment 

portrayed by fast beginning of across the board irritation in the lungs. Symptoms incorporate 

shortness of breath, quick breathing, and somewhat blue skin coloration. Among the 

individuals who endure, a diminished personal satisfaction is generally normal. 
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Fungi, which are primarily opportunists that invade immuno compromised hosts and produce 

angioinvasive disease . Transmission is mainly through inhalation of small airborne spores, 

by traumatic skin implantation, or by ingestion and translocation of the organism through the 

gut. Patients at highest risk are those with (i) immunosuppression related to neutropenia, 

corticosteroid use, hematologic malignancies, and solid-organ transplants, (ii) diabetes 

mellitus, especially those with ketoacidosis, (iii) conditions of iron overload with associated 

desferoxamine use, and (iv) skin disruption by trauma or other serious conditions, such as 

burns or heatstroke. In recipients of a hematopoietic stem cell transplant (HSCT), infection 

often occurs during periods of graft-versus-host disease due to escalation of 

immunosuppressant regimens (1,2,3,4). Common sites of infection include pulmonary, 

rhinocerebral, or disseminated disease . The outcome is closely related to the overall health of 

the patients and the control of their underlying diseases. 

Roden and associates analyzed 929 cases of  reported since 1885. Survival was reported in 

65% of patients with no underlying condition, 56% with diabetes, and 34% with malignancy. 

Survival varied with infection site: localized skin, 90%; rhinocerebral, 38%; lung, 24%; 

gastrointestinal, 15%; and disseminated, 4%. Survival was only 3% without any therapy and 

70% in those patients with both required surgery and antifungal therapy. Recognized factors 

important in determining outcome are rapidity of diagnosis, immunocompetence, surgical 

debridement of devitalized tissue, and expeditious initiation of effective antifungal therapy. 

Results of several recent studies suggest that the incidence is increasing, especially among 

recipients of HSCTs. The prognosis in neutropenic patients is especially poor, with a fatality 

rate of 56% to 100%. To date, the antifungal of choice has been amphotericin B at the highest 

tolerable doses. Because morbidity and mortality remain high, especially in 

immunocompromised patients, new and better treatments are needed to reduce death and 

disfigurements. 

Fluconazole  is a new extended-spectrum azole antifungal that has demonstrated more in 

vitro and in vivo activity than itraconazole. Like other azoles, Fluconazole  inhibits sterol 

14α-demethylation, resulting in faulty cell membrane synthesis; however, its sterol inhibitory 

activity in zygomycetes is better than that of itraconazole . Fluconazole  is highly lipophilic, 

orally absorbed, and extensively distributed in tissues. Two clinical trials have evaluated oral 

Fluconazole  treatment as salvage therapy for invasive fungal infection (IFI) in patients who 

either were intolerant of standard therapy or had disease refractory to standard antifungal 

therapies . This paper reports the first 24 cases of entered into these trials that were 

considered to have active infection at the time of enrollment. 
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Materials And Methods 

Study design 

This report presents data collected from subjects included in two open-label, nonrandomized, 

multicentered compassionate trials to evaluate fluconazole in individuals with IFIs who were 

intolerant of or refractory to currently available antifungal therapy. The first trial began 

enrollment in February 2017, and the second trial remains open in 2018 at Qilu hospital, 

China and Chittagong medical college, Bangladesh . The 24 subjects presented in this report 

were enrolled between . All 24 patients either had a positive culture, obtained by a sterile 

technique from a normally sterile site, that was clinically or radiologically consistent with 

infection or had histopathology from a biopsy showing presence of predominantly aseptate 

(pauciseptate) wide, ribbon-like hyphae and the presence of tissue necrosis and 

angioinvasion. 

Patient selection 

To be eligible for treatment with Fluconazole , adult and pediatric subjects had to be 

diagnosed with proven, probable, or possible IFIs, as defined by an international consensus 

committee , that were refractory to standard antifungal therapy during appropriate antifungal 

therapy for at least 7 days, for which there were no effective antifungal agents, or that were 

intolerant to standard therapies because of toxicities. Exclusion criteria included significantly 

abnormal liver function tests or prolonged QTc intervals, concurrent or recent (within 1 week 

of enrollment) administration of drugs known to interact with azoles (including vinca 

alkaloids and astemizole), and a history of serious hypersensitivity or idiosyncratic reactions 

to azoles. All sites were required to have Institutional Review Board approval to conduct the 

trials, and all subjects were required to provide informed consent before their enrollment. 

 

Treatment 

Fluconazole  therapy was 800 mg/day in divided doses, either 400 mg twice daily or 200 mg 

four times per day, with food whenever possible; one exception was a pediatric patient who 

received a reduced dose of 200 mg three times per day (subject 18). The duration of treatment 

was based on response and on risk of relapsing due to continuing immunosuppression. 

 

Data analysis 

Data for this report were gathered from study case report forms and from follow-up 

information provided by investigating physicians. A data review committee (R.N.G., K.M., 
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and J.-A.H.V.) assessed all cases for inclusion and response to Fluconazole . Complete 

response was defined as resolution of signs of infection with available microbiology data to 

support this observation and no relapse observed for at least 30 days after discontinuing 

Fluconazole  therapy. Partial response was defined as clinical and radiologic (if available) 

improvement during Fluconazole  treatment, with either no further evidence of active 

zygomycosis while on Fluconazole  or no follow-up information after discontinuing 

Fluconazole . Failure was defined as the presence at the time Fluconazole  treatment was 

discontinued or at the time of death. These definitions did not require any particular amount 

of improvement or specify a time limit for improvement. Adverse event information was 

acquired from case report forms and physicians' follow-up reports. 

 

Statistical methods 

Survival was determined using the Kaplan-Meier method for three time-dependent events: 

survival from underlying disease, and actuarial survival (death from any cause). The 

association between a given time-dependent event and a given risk factor was determined by 

fitting a Cox proportional-hazards model to the data. Due to the small sample size (n = 24), 

each risk factor was considered separately for each survival endpoint. The risk factors 

considered were age, gender, reason for enrollment (intolerant to therapy versus refractory), 

surgery (no versus yes), the presence of diabetes mellitus, allogeneic HSCT, rhinocerebral 

infection, disseminated infection, and prophylaxis before infection. The association between 

each of these risk factors and outcome, recorded as success (complete cure or partial 

response) versus failure, was determined by Fisher's exact test and/or logistic regression 

analysis. Statistical significance was determined at the 0.05 level throughout. 

 

Results 

Patients 

Nineteen patients were refractory to their therapy, and five were intolerant (all related to 

worsening renal function). Patient ages ranged from 7 years to 74 years, with a mean age of 

46.8 years. Nineteen of 24 subjects were males (79%). The most common site of infection 

was rhinocerebral, documented in 11 cases (46%). There were four subjects with 

disseminated infections (rhinocerebral and lung; rhinocerebral, brain, lung, and skeletal 

muscle; brain and lung; and endocarditis with septic emboli.). Others had infection of the 

skin, bone, lung, trachea, or abdomen. 
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Prior antifungal drug exposure 

Nine of 24 (38%) subjects received antifungal prophylaxis before the diagnosis, including 

Posaconazole, voriconazole (VRC), and itraconazole (ITC). Antifungal treatment that was 

administered before fluconazole was started included amphotericin B (AMB) in standard or 

lipid formulations (liposomal AMB [LAM] or AMB lipid complex [ABLC]), VRC, ITC, and 

caspofungin (CAS). At time of enrollment, patients were receiving LAM (12 patients); AMB 

(5 patients); ABLC (2 patients); ABLC and CAS (2 patients); LAM, CAS, and ITC (1 

patient); ITC (1 patient); and VRC (1 patient). 

 

Duration of fluconazole treatment 

Fluconazole was administered for an average of 292 days (range of 8 to 1,004 days) 

in this series of 24 subjects. The median duration of treatment was 182 days. Sixteen subjects 

(66%) continued fluconazole treatment for over 100 days, and one patient took the drug for 

random serum troughs from seven subjects enrolled in the protocols were assayed for their 

concentrations of posaconazole after more than 14 days of 800 mg/day posaconazole, and 

levels ranged from 0.309 g/ml to 2.990 g/ml. The mean  standard error of the mean for the 

trough levels was 1.139  0.341 g/ml. 
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Adverse events 

One subject (patient 5) with a brain lesion at enrollment gradually lost visual acuity after 1 

month of treatment. No definitive cause was identified, and the investigator rated the event as 

probably not related to the fluconazole. The individual continued to improve otherwise and 

remained on therapy with fluconazole for a total of 148 days. One subject, who was treated 

with fluconazole for 157 days, developed a non-life-threatening purpuric rash over the face 

and shoulders. The rash was first noticed towards the end of therapy and resolved shortly 

after fluconazole was discontinued (subject 17). In general, the oral suspension was well 

tolerated and no subject discontinued therapy due to the taste of the medication. 

Conclusion and Discussion 

Twenty-four subjects with received salvage treatment with fluconazole. Nineteen of the 24 

subjects (79%) who were treated with fluconazole, 17 of 19 (89%) as monotherapy, survived 

infection. Our data compare favorably with those reported for salvage treatments with lipid 

formulations of amphotericin B. Five phase I and phase II studies demonstrated successful 

outcomes (cure or improvement) in 12 of 20 (60%) subjects treated with amphotericin B 

colloidal dispersion for invasive (14). In an openlabel study of 556 subjects with IFIs who 

had refractory infections or were intolerant of conventional therapies, ABLC treatment 

resulted in complete or partial responses in 17 of 24 (71%) subjects (5). 

Limitations to uncontrolled compassionate-use protocols such as these include lack of a 

complete set of pharmacologic data for these patients (collection of these data was not 

required by the protocols), lack of species identification and sensitivity data, and lack of 

some information on dosing of initial antifungal therapy. The small numbers of study patients 

limit the power of the statistical analyses. However, our case series suggests that oral 

fluconazole, given at 800 mg/day in divided doses, is an option for individuals who have 

failed amphotericin B therapy or who have dose-limiting toxicity. Further investigations are 

warranted to evaluate the role of fluconazole therapy. 
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