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Evidence Table 4.  Efficacy of Anti-Fungal Agents Used to Prevent Oral Candidiasis 



	Study Description

	
	Author, Year
	Design Blinding
	Sample, Setting, Study Period
	Drug Use Compli. Monitor.
	Duration 
of Tx
	F/U Points: Duration of Evaluation
	Total Sample Size
	Examiner Standard-ization
	Dx Criteria Used

	1
	Just-Nubling, Gent-schew, Meissner, 
et al., 1991
	RCT, open label
(no blinding)
	specific criteria: advanced HIV with CD4 count <100; at least 1 oral candidiasis episode in past 3 mos; 1 outpatient clinic, University Hospital, Frankfort, Germany  

study period: 5/89–8/90 
	NR
	137–215 days, 6 mos minimum
	every
2 weeks, more than 137–215 days, 6 mos minimum
	65 recruited, 7 dropped out, 58 evaluable
	NR
	new clinical sign (thrush, enanthema) and additional cfu of >1,000/mL in oral washings

	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	

	2
	Stevens, Greene, Lang, 1991
	RCT, double blind (examiners and patients)
	specific criteria: AIDS or ARC; at least 1 oral candidiasis episode  

1 medical center, San Jose, CA  

study period:  NR 
	NR
	12 weeks
	4 times a week, then twice or more monthly, then when symptomatic or when at hospital for scheduled visits
	25
	NR
	clinical signs, confirmed with blastospores and pseudo-hyphae on KOH and/or culture pos for Candidiasis albicans

	
	
	
	
	
	
	
	
	
	


	
	Study Group Characteristics

	
	Drug Tx Group
	Regimen
	Number Enrolled (Evaluable)
	Age Mean/ Median (Range)
	% Male
	Race
	Exposure   Category
	CD4 Cell Count Mean (Range)
	% ART (HAART)

	1
	group 1 (   control
	NA
	NR (21)
	NR
	NR
	NR
	NR
	<100
	NR

	
	group 2 ( fluconazole
	50 mg/day fluconzaole cups
	NR (18)
	
	
	
	
	<100
	NR

	
	group 3 ( fluconazole
	 100 mg/day fluconzaole cups
	NR (19)
	
	
	
	
	<100
	NR

	2
	group 1 ( fluconazole
	100 mg/once daily
	12 (12)
	mn = 34.5 
(26–70)
	100%
	76% white 
24% Hispanic
	MSM: 76% 
MSM & IDU: 8%
IDU: 8% heterosexual: 8%
	7/11 available <200
	75%

	
	group 2 ( placebo
	 
	13 (13)
	
	
	
	
	
	77%


	
	Study Group Characteristics (cont.)
	Treatment Outcomes

	
	% Prior Oral Candidiasis Infection
	% Infected at 
Enrollment
	Test of Differences in Infected at Enrollment
	% Reinfected 
Patients
	Test of Differences 
in Reinfected Patients

	1
	100%
	0%
	NR
	95.2%
	50 mg or 100 mg fluconazole resulted in significantly less frequent relapse than placebo (p < 0.01); 50 mg dose compared with 100 mg dose had no significant difference in relapse frequency (p = 0.66) (Fisher exact test)

	
	100%
	0%
	
	11.1%
	

	
	100%
	0%
	
	21.1%
	

	2
	100%
	0%
	NR
	0.0%
	p = 0.002 (Fisher exact test)

	
	100%
	0%
	
	61.5%
	


	
	Adverse Effects Experienced

	
	Number Dropped Due to Adverse Effects
	% Overall
	% Gastro-intestinal
	% Fever
	% Rash
	% 
Neuro-logical
	% Other
	% Resistant
	Quality 
Score 
Rating 
100

	1
	1
	5%
	0%
	NR
	5%
	0%
	NR
	NR
	64

	
	0
	0%
	0%
	NR
	0%
	0%
	NR
	NR
	

	
	0
	0%
	0%
	NR
	0%
	0%
	NR
	NR
	

	2
	17%
(2 subjects)
	83%
	67%
	8%
	8%
	42%
	67%
	NR
	76

	
	15% 
(2 subjects)
	69%
	38%
	8%
	0%
	23%
	62%
	NR
	


	Study Description

	
	Author, Year
	Design Blinding
	Sample, Setting, and Study Period
	Drug Use Compli. Monitor.
	Duration of Tx
	F/U Points: Duration of Evaluation
	Total Sample Size
	Examiner Standard-ization
	Dx Criteria Used

	3
	Marriott, Jones, Hoy, et al., 1993 
	RCT, double blind (examiners and patients)
	specific criteria: moderate to  severe HIV; past fluconazole tx

multicenter (3) hospitals in Australia

study period: 1/89–9/90
	yes
	6 mos
	every month for 6 mos
	84
	NR
	new sign or symptom confirmed with pos culture or Gram stain

	
	
	
	
	
	
	
	
	
	

	4
	MacPhail, Hilton, Dodd, et al., 1996 
	RCT, double blind (examiners and patients)
	specific criteria: HIV/AIDS and CD4 <650; exclude esocand. 
1 outpatient clinic: Oral AIDS Clinic at University of California at San Francisco, CA

study period: 11/87–3/90


	NR
	20 weeks
	every 2 weeks for 20 weeks or until first recurrence
	128
	NR
	clinical signs confirmed with KOH pos for hyphae and culture pos for fungal species

	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	


	Study Group Characteristics

	
	Drug Tx Group
	Regimen
	Number Enrolled (Evaluable)
	Age Mean/ Median (Range)
	% Male
	Race
	Exposure
Category
	CD4 Cell Count Mean (Range)
	% ART (HAART)

	3
	group 1 (  fluconazole
	150 mg/week
	44

(31 clin effic; 25 mycol effic) 
	mn = 38 yrs 

(23–61)
	100%
	NR
	NR
	mn = 18 
(0–299)
	57%   
AZT

	
	group 2 ( placebo
	 
	40

(26 clin effic; 18 for mycol effic)
	
	
	
	
	mn = 38 
(0–200)
	45%   
AZT

	4
	group 1 ( 
2 Nystatin pastilles
	400,000 
U/day
	41 (41)
	mn = 38 yrs 

(27–60)
	100%
	NR
	NR
	>500: 17% 
200–499: 44% 
<200: 39%
	NR

	
	group 2 ( 
1 nystatin pastille and 1 placebo pastille
	200,000 U/day
	44 (44)
	
	
	
	
	>500: 5%
200–499: 66% 
<200: 30%
	NR

	
	group 3 ( 
2  placebo pastilles
	 
	43 (43)
	
	
	
	
	>500: 12%
200–499: 49% 
<200: 44%
	NR


	
	Study Group Characteristics (cont.)
	Treatment Outcomes

	
	% Prior Oral Candidiasis Infection
	% Infected at Enrollment
	Test of Differences in Infected Patients at Enrollment
	% Reinfected Patients
	Test of Differences 
in Reinfected Patients

	3
	100%
	44% culture pos
	NR
	41.9%
(13/31 evaluable)
	NR; but chi-square p < 0.001 for analysis of those completing 6 mos tx without clinical relapse (18/31 fluconazole tx group vs. 1/26 placebo)

	
	100%
	58% culture pos
	
	96.2%
(25/26 evaluable)
	

	4
	56%
	0%
	NR
	49%
reinfect or dropout
	MvProportHazard model: after control for CD4 cell count, Candida carriage, h/o oral candidiasis, nystatin effective in delaying time to oral candidiasis, p<0.001. 1 nystatin reduced hazard to 60% placebo. 2 nystatin reduced hazard to 35% placebo

	
	55%
	0%
	
	73%
reinfect or dropout
	

	
	53%
	0%
	
	70%
reinfect or dropout
	


	
	Adverse Effects Experienced

	
	Number Dropped Due to Adverse Effects
	% Overall
	% Gastro-intestinal
	% Fever
	% Rash
	% Neuro-logical
	% Other
	% Resistant
	Quality Score Rating 
100

	3
	1 due to maculopapular rash
	57%
	NR
	NR
	NR
	NR
	NR
	NR
	80

	
	0
	13%
	NR
	NR
	NR
	NR
	NR
	NR
	

	4
	0
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	80

	
	0
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	

	
	0
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	


	Study Description

	
	Author, Year
	Design Blinding
	Sample, Setting, Study Period
	Drug Use Compli. Monitor.
	Duration 
of Tx
	F/U Points: Duration of Evaluation
	Total Sample Size
	Examiner Standard-ization
	Dx Criteria Used

	5
	Schuman, Capps, Peng, et al., 1997 
	RCT, double blind (examiners and patients)
	specific criteria: CD4 <300; exclude eso. cand. 
14 community clinics in U.S.

study period: 5/92–11/95
	NR
	median 17 mos fluconazole/ 10 mos placebo
	every 3 mos, median F/U = 29 mos
	323
	NR
	pos candida culture and 2+ signs and symptoms

	
	
	
	
	
	
	
	
	
	

	6
	Leen, Dunbar, Ellis, et al., 1990 
	RCT, double blind (examiners and patients)
	specific criteria: AIDS/ARC dx; severe Oralmuc cand
1 center

study period: 
NR
	NR
	24 weeks
	every month for up to 6 mos
	14
	NR
	"clinically unsuccessful and infection recurred"

	
	
	
	
	
	
	
	
	
	


	
	Study Group Characteristics

	
	Drug Tx Group
	Regimen
	Number Enrolled (Evaluable)
	Age Mean/ Median (Range)
	% Male
	Race
	Exposure   Category
	CD4 Cell Count Mean (Range)
	% ART (HAART)

	5
	group 1 (  fluconazole
	200 mg/week
	162 (162)
	mn = 
37 yrs
	0%
	65% black 
20% Hispanic  15% NR
	IDU: 45%    NR:  55%
	mn = 172
	85%

	
	group 2 ( placebo
	 
	161 (161)
	
	
	
	
	mn = 186
	75%

	6
	group 1 ( fluconazole
	150 mg/week
	9 (9)
	NR
	100%
	NR
	NR
	NR
	NR

	
	group 2 ( placebo
	 
	5 (5)
	
	
	
	
	
	NR


	Study Group Characteristics (cont.)
	Treatment Outcomes

	
	% Prior Oral Candidiasis Infection
	% Infected at Enrollment
	Test of Differences in Infected Patients at Enrollment
	% Reinfected Patients
	Test of Differences in Reinfected Patients

	5
	48%
	0%
	NR
	25.9%
	RR = 0.50 (0.33(0.74);
p < 0.001

	
	47%
	0%
	
	42.2%
	

	6
	100%
	0%
	NR
	22.2%
	p = 0.02 (Fisher exact test)

	
	100%
	0%
	
	100%
	


	Adverse Effects Experienced

	
	Number Dropped Due to Adverse Effects
	% Over-all
	% Gastro-intestinal
	% Fever
	% Rash
	% Neuro-logical
	% Other
	% Resistant
	Quality 
Score 
Rating 
100

	5
	NR
	25%
	NR
	NR
	NR
	NR
	NR
	3.70%
	84

	
	NR
	14%
	NR
	NR
	NR
	NR
	NR
	4.30%
	

	6
	0
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	44

	
	0
	NR
	NR
	NR
	NR
	NR
	NR
	NR
	



