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Symptomatic inflammation of  vagina, also involving vulval 
tissue instigated by candida, is conventionally defined as 
vulvovaginal candidiasis (VVC). Vaginal discharge (curdy 
white/cheesy discharge is peculiar) and itching are the prime 
manifestations of  VVC.[2] Pregnancy, diabetes mellitus, use 
of  systemic antibiotics, and poor intimate hygiene are some 
of  its risk factors.[3,4]

The pursuit of  starting empirical therapy in vulvovaginitis 
is arduous due to diagnostic challenge owing to intersecting 
symptoms of  VVC, bacterial, and mixed vaginal infections. 
This situation is more complicated by escalating emergence 
of  resistant strains of  pathogens which has compelled 
the use of  intricate therapy regimes for longer duration.[5] 
Mixed infections are difficult to treat with monotherapy, 

INTRODUCTION

In recent decade, fungal infections have escalated due 
to mushrooming of  immunocompromised patients like 
elderly and other patients receiving immunosuppressants 
for comaleficent diseases diabetes mellitus, etc. This 
holds true for infections of  vulvovaginal tissues as well.[1] 
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Abstract
Introduction: In recent decade, fungal infections have escalated due to mushrooming of immunocompromised patients like 
elderly and other patients receiving immunosuppressants for comaleficent diseases diabetes mellitus, etc. This holds true for 
infections of vulvovaginal tissues as well. Skin and vulvovaginal infections can be effectively treated by azole class of antifungals 
such as clotrimazole and miconazole. Fenticonazole belongs to same class of antifungals, which has been extensively studied 
against fungi and some Gram-positive bacterial cocci.

Aims and Objectives: We aimed to review etiological pattern of vulvovaginitis, drug use and/prescribing patterns using the 
World Health Organization - Drug Utilization indicators, and effects of fenticonazole (both beneficial and adverse).

Materials and Methods: A survey was conducted through pre-validated questionnaire, designed to assess the effectiveness 
and safety of fenticonazole 600 mg ovule in the treatment of vulvovaginitis.

Results: Among all variants of vaginitis, the most common variant was bacterial vaginosis (42.2%), followed by mixed vaginitis 
(33.2%), vulvovaginitis (14.9%), and trichomonas vaginitis (9.4%). Of 2037 prescriptions, 404 (19.8%) patients were prescribed 
single dose of fenticonazole, 1211 (59.4%) patients were given two doses, i.e., one ovule each, at day 1 and day 3 (D1/D3), 
and 419 (20.5%) patients were prescribed with two doses of fenticonazole on day 1 and day 7 (D1/D7). Prescribed daily dose 
of fenticonazole was more than defined daily dose. No serious adverse events were reported and it was well tolerated.

Conclusion: Most of the prescriptions in the real-world setting were in D1/D3 group implying that vulvovaginitis needs to be 
treated adequately with two-dose regime, in contrast to single dose recommendation of standard guidelines.
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and hence, they are treated with combination of  antifungal, 
antibacterial, and corticosteroid.[6] Quandary of  resistance 
and increased incidence of  local and systemic adverse 
effects have overshadowed the success of  this tactic.

Imidazole antifungals are commonly used to combat fungal 
infections which act by inhibition of  ergosterol synthesis 
through blocking of  P450 isozyme. Ergosterol is building 
block of  fungal cell membrane.[6] Skin and vulvovaginal 
infections can be effectively treated with variety of  azole 
antifungal drugs such as fluconazole, clotrimazole, and 
miconazole. Fenticonazole belongs to same class of  
antifungals, which is well endured and has extensive 
gamut of  activity against fungi and some Gram-positive 
bacterial cocci.[7-9] Especially in VVC, it has been found 
to be more efficacious as compared to other orthodox 
therapies.[10,11] Findings of  in vitro retrospective analysis 
prompt us to consider the active role of  fenticonazole in 
treating mixed infections of  vulvovaginal tissue with Gram-
positive bacteria and fungi.[12] Moreover, it has shown high 
efficacy against three major sources of  dermatophytosis-
epidermophyton, trichophyton, and microsporum.[13] 
In vitro studies have also revealed that fenticonazole is active 
against most of  the pathogens causing bacterial vaginosis 
such as mobiluncus, gardnerella, and bacteroides species.[12]

There are many ways by which pattern of  drug use can be 
studied, like Drug Utilization (DU) retrospective analysis 
and prescription analysis. Whenever a DU retrospective 
analysis is planned, it is preferably done using anatomic 
and therapeutic classification (ATC)/defined daily dose 
(DDD) system laid down by the World Health Organization 
(WHO) since it is universally accepted and allows for better 
comparison of  retrospective analysis findings. Each drug is 
classified in ATC in four levels with highest level being the 
organ system involved by the drug and subsequent levels 
being the drug identifiers. DDD is assumed average dose 
per day for that drug for the given indication in adult.[14] To 
the best of  our knowledge, the present retrospective analysis 
is first of  its kind to retrospective analysis prescriptions on 
fenticonazole in India and its analysis using the WHO - DU 
indicators; hence, it will have a value addition.

Aims and Objectives
Objectives of  the present retrospective analysis were 
to describe DU patterns of  fenticonazole using the 
WHO - DU indicators, to get an insight into etiologies 
of  vaginitis. Furthermore, we aimed to review drug use 
and/prescribing patterns, effects of  fenticonazole (both 
beneficial and adverse), promotion of  appropriate drug use 
through patient counseling, and other interventions. Final 
and the most important objective of  present retrospective 
analysis were to provide results for the clinicians, to aid 
them in selecting appropriate antifungal drug.

MATERIALS AND METHODS

A survey was conducted through pre-validated questionnaire. 
The questionnaire was designed to assess the efficacy 
and safety of  fenticonazole 600 mg in the treatment of  
vulvovaginitis. 6-month survey was carried out from April 
2017 to October 2017. “Scrip intelligence database” was 
used to recognize gynecologists engaged in the treatment 
of  vulvovaginitis. Only those gynecologists were included 
for final analysis who maintained complete patient record 
and Sobel’s score. Of  95 gynecologists, 60 were selected 
from four directional zones of  country by simple random 
sampling. Care was taken to select gynecologists uniformly 
over these four geographies. Pregnant patients were 
excluded from the retrospective analysis. “Patients suffering 
from vulvovaginitis treated with fenticonazole were analyzed 
in 3 groups viz., patients treated on day 1/D1, patients 
treated on day 1 and 3 (D1/3) and patient treated on day 1 
and 7 (D1/D7)”. Relevant data were entered in Excel sheet 
in predesigned format.

We used mean Sobel’s score to assess the efficacy of  
fenticonazole in vulvovaginitis, where each symptom 
was graded on a scale from 0 (absent) to maximum of  
3 (severe). Higher the score more severe was the disease 
presentation.[15] Optimal improvement was defined 
by reduction in mean Sobel’s score by 1.5–2.0 points. 
Safety evaluation was done by evaluating occurrence of  
adverse events. The methodology adopted for the present 
retrospective analysis is depicted in Figure 1.

RESULTS

Of 2567 prescriptions screened, 2037 were included for our 
analysis. Mean age of  patients in this retrospective analysis was 
31.95 years. Among all variants of  vaginitis, the most common 
variant was bacterial vaginosis found in 860 patients (42.2%) 
followed by mixed vaginitis in 677 (33.2%), vulvovaginitis in 
304 (14.9%) patients, and trichomonas vaginitis in 193 (9.4%) 
patients [Table  1]. Of  2037 prescriptions, 404  (19.8%) 
patients were prescribed single dose of  fenticonazole, 
1211 (59.4%) patients were given two doses, i.e., one ovule 
each, at day 1 and day 3 (D1/D3), and 419 (20.5%) patients 
were prescribed with two doses of  fenticonazole on day 1 
and day 7 (D1/D7) [Figure 2]. Prescribed daily dose (PDD) 
of  fenticonazole was more than DDD [Table 2].

Figure  3 shows symptom-wise effect of  fenticonazole 
on mean of  Sobel’s score in patients of  D1 group. Mean 
improvement in Sobel’s score was found to be 1.47 in all 
symptoms with highest improvement in erythema and least 
in excoriation. In D1/D3 group, overall improvement in 
mean Sobel score was by 1.76 with highest positive effect on 
vaginal discharge and least in case of  excoriation [Figure 4]. 
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vaginosis was the most common cause of  vaginitis in 
the present study followed by mixed vaginitis. This in 
corroboration with findings of  other study.[18] However, 
some authors cited VVC as the 2nd most common cause 
of  vaginitis.[19] Maximum prescriptions were in D1/D3 
group, i.e., two doses were given on day 1 and day 3. Mean 
Sobel’s score was highest in D1/D3 group followed by 
D1/D7 group and least in D1 group. In recent editorial 
research paper by Verma and Madhu, authors opine that 
drastically changed clinical pattern of  fungal infections 
has enabled dermatologists to use antifungal drugs for a 
longer period than that specified in standard guidelines to 
obtain optimal benefit.[20] The same is reflected in PDD 
and DDD findings wherein PDD was greater than DDD. 
PDD reflects average of  per diem dose of  drug which is 
actually prescribed. When there is discrepancy in findings 
of  PDD and DDD for anti-infective the diagnosis, optimal 
duration of  therapy and national therapeutic guidelines 
should also be taken into account.[14]

As per our knowledge, the present retrospective analysis 
is first of  its kind to analyze the prescription pattern of  
fenticonazole using DU indicators laid down by the WHO. 

Figure 1: Methodology adopted for current retrospective 
analysis

Figure 2: Number of prescriptions in day 1, day 1/3, and day 1/7 
regimen

In D1/D7 prescription group, overall reduction in mean 
Sobel’s score was 1.45 with highest improvement in vaginal 
discharge and least in excoriation [Figure 5]. On scrutiny, it 
was found that the most common adverse effect was vaginal 
burning sensation followed by itching/irritation, erythema, 
and desquamation. Incidence of  these adverse effects was 
most in D1/D3 group (mean 1.6%) followed by D1/D7 
group (mean 1.2%) and least in D1 group [Table 3].

DISCUSSION

The finding of  mean age in the present study was slightly 
different from findings of  other comparative studies of  
fenticonazole with other antifungal drugs which showed 
mean age of  patients to be around 27 years.[16,17] Bacterial 

Table 1: Prescription details and diagnosis in 
patients of present study
Item Sub item Number of 

patients
Total number of 
prescriptions screened

2567

Prescriptions included 
for analysis

2037

Mean age 31.95
Diagnosis VVC 304

Bacterial vaginosis 860
Trichomonas 
vaginitis

193

Mixed vaginitis 677
VVC: Vulvovaginal candidiasis
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In all the three groups, there was clinically significant 
improvement in vaginal discharge as indicated by changes 
in mean Sobel’s score. This finding is corroborated with 

findings of  other such studies in western part of  the 
world [16,21-23] Usually, if  the symptoms persist, then patients 
are called up for the 2nd dose at 7th day.[24] However, in the 
present study, maximum patients were given the 2nd dose 
on day 3. This may be because fenticonazole forms its 
“vaginal reservoir” for 72 h during which drug is released 
slowly.[25] Hence, in light of  this finding, 2nd dosing at day 3 
is in complete corroboration. This is supported by findings 
of  other studies wherein optimal improvement in Sobel’s 
score was obtained by giving fenticonazole on day 1 and 
day 3.[24,26,27] Single dose efficacy was found to be less in 
some studies.[17,28] The efficacy of  fenticonazole given on 
day 1 and day 7 was more or less same as on day 1 and day 
3 in other studies.[17,21,29,30] The United Kingdom Guidelines 
recommend topical therapy of  fenticonazole 600  mg 
stat or 200  mg for 3  days.[31] Furthermore, it has been 
found that systemic absorption of  fenticonazole is very 
minimal; therefore, repeated dosing poses no significant 
threat of  exposing other tissues to the drug.[32,33] It is well-
known fact that successful treatment of  mixed infections 
is a challenging issue, which may be endorsed to sundry 
comportment of  pathogenic flora in vagina.

Currently, vulvovaginitis is treated with combination of  
antifungal, steroid, and antibiotics, which augments the 
prospect of  exterminating the culprit pathogens and 
provides expeditious relief  of  symptoms. However, it has 
been found that adverse events and resistant strains are 
more with use of  such approach.[34] One unique advantage 
of  fenticonazole is that it is the only imidazole antifungal 
which inhibits Candida proteinase, which is responsible 
for its adherence to epithelial cells, even in single dose.[35] 
From findings of  the present study, we recommend that 
fenticonazole be used as the first-line drug in the treatment 

Figure 3: Effect of fenticonazole (day 1) on various symptoms 
of vulvovaginitis

Figure 4: Effect of fenticonazole (given on day 1 and day 3) on 
various symptoms of vulvovaginitis

Figure 5: Effects of fenticonazole (given on day 1 and day 7) on 
various symptoms of vulvovaginitis

Table 2: ATC/DDD evaluation of DU of 
fenticonazole
Item Value
ATC code G01AF12
DDD 0.1 g
PDD 0.6 mg
ATC: Anatomic and therapeutic classification, DDD: Defined daily dose,  
PDD: Prescribed daily dose, DU: Drug utilization

Table 3: Adverse effects seen with fenticonazole

Adverse 
effect/s

Number of patients facing the AE n (%) Total
D1 (n=404) D1/D3 (n=1211) D1/D7 (n=419)

Burning 
sensation

4 (0.9) 30 (2.4) 8 (1.9) 42

Vaginal itching 3 (0.7) 26 (2.1) 6 (1.4) 35
Erythema 4 (0.9) 24 (1.98) 5 (1.1) 33
Desquamation 2 (0.4) 7 (0.5) 3 (0.7) 12
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of  VVC. This is in line with findings of  other such 
study wherein authors concluded that fenticonazole is 
economically feasible, the first-line therapy for the treatment 
of  VVC.[10,36] These efficacious effects of  fenticonazole in 
VVC may be attributed to its multifaceted action such as 
inhibition of  fungal secretory aspartate proteinase (SAP), 
blocking of  cytochrome oxidase and peroxidase, and 
disruption of  fungal cytoplasmic membrane by inhibiting 
fungal P450 isoenzyme which is usually required for fungal 
cell wall sterol synthesis.[35] Inhibition of  SAP is unique 
to fenticonazole since it is the only imidazole antifungal 
to do so, even in single dose. Inhibition of  SAP leads to 
following three effects:
1.	 Reduction in number of  hyphae and pseudohyphae 

- prevents growth of  fungus
2.	 Prevents adhesion to vaginal mucosa
3.	 Prevents penetration of  candida into the vaginal 

mucosa.[35]

Moreover, efficacy of  fenticonazole has been studied in 
various head-to-head trials with conventional antifungal 
therapies like clotrimazole where fenticonazole had shown 
a favorable response in VVC.[1,37] Emergence of  resistant 
strains is the foremost quandary with conventional 
antifungal therapies. Currently, the concept of  stewardship 
is globally inculcating into daily clinical practice to curb the 
menace of  resistance.

The present analysis had certain limitations. Due to its 
analysis design, chances of  selection bias cannot be ruled 
out. Treatment with other drugs was not considered for 
the present analysis, which would have impacted the final 
outcome. The findings of  the present analysis should be 
compared with that of  other such studies so that results 
can be generalized.

CONCLUSION
Most of  the prescriptions in the real-world setting were 
in D1/D3 group implying that vulvovaginitis needs to be 
treated adequately with two-dose regime, in contrast to 
single dose recommendation of  standard guidelines.

ACKNOWLEDGMENTS

We would like to acknowledge the contribution of  the 
gynecologists across India who provided data for this 
analysis.

REFERENCES

1.	 Garber G. An overview of fungal infections. Drugs 2001;61:1-12.
2.	 Anderson M, Klink K, Cohrssen A. Evaluation of vaginal complaints. 

JAMA 2004;291:1368-79.
3.	 Foxman B. The epidemiology of vulvovaginal candidiasis: Risk factors. 

Am J Public Health 1990;80:329-31.
4.	 Carr P, Felsenstein D, Friedman R. Evaluation and management of vaginitis. 

J Gen Intern Med 1998;13:335-46.
5.	 Kalia N, Singh J, Sharma S, Kamboj SS, Arora H. Prevalence of 

vulvovaginal infections and species specific distribution of vulvovaginal 
candidiasis in married women of North India. Int J Curr Microbiol Appl Sci 
2015;4:253-66.

6.	 Fromtling R. Overview of medically important antifungal azole derivatives. 
Clin Microbiol Rev 1988;1:187-217.

7.	 Spence D. Candidiasis (Vulvovaginal). Clin Evid 2010;1:815-54.
8.	 Veraldi S, Cuka E, Nazzaro G. Fenticonazole for the treatment of 

Candida albicans infection. Clin Dermatol 2014;2:161-5.
9.	 Nardi D, Cappelletti R, Catto A, Leonardi A, Tajana A, Veronese M. New 

alpha-Aril-beta, N-imidazolylethyl benzyl and naphthylmethyl ethers with 
antimycotic and antibacterial activity. Arzneimittelforschung Drug Res 
1981;31:2123-29.

10.	 Veraldi S, Milani R. Topical fenticonazole in dermatology and gynaecology: 
Current role in therapy. Drugs 2008;68:2183-94.

11.	 Halbe H, Hegg R, Fernandes C, Gonçalves N, Rossi MC, Cury TQ. Estudo 
da eficacia e tolerabilidade do fenticonazol no tratamento da vulvovaginete 
por Candida albicans. Rev Bras Med 2000;57:1306-11.

12.	 Mendling W, Friese K, Mylonas I, Weissenbacher ER, Brasch J, Schaller M, 
et al. Vulvovaginal candidosis (excluding chronic mucocutaneous 
candidosis). Guideline of the German society of gynecology and obstetrics 
(AWMF registry no  015/072, S2k level, december 2013). Geburtshilfe 
Frauenheilkd 2015;75:342-54.

13.	 Costa A. In vitro antimycotic activity of fenticonazole (Rec 15/1476). 
Mykosen 1982;25:47-51.

14.	 WHO Collaborating Centre for Drug Statistics Methodology, Guidelines 
for ATC Classification and DDD Assignment 2013. Oslo; 2012. Available 
from: https://www.whocc.no/filearchive/publications/1_2013guidelines.
pdf. [Last accessed on 2018 Jan 10].

15.	 Donders G, Bellen G, Byttebier G, Verguts L, Hinoul P, Walckiers R, 
et al. Individualized decreasing-dose maintenance fluconazole regimen for 
recurrent vulvovaginal candidiasis (ReCiDiF trial). Am J Obstet Gynecol 
2008;199:613.e1-9.

16.	 Brewster E, Preti PM, Ruffmann R, Studd J. Effect of fenticonazole in 
vaginal candidiasis: A double-blind clinical trial versus clotrimazole. J Int 
Med Res 1986;14:306-10.

17.	 Lawrence AG, Houang ET, Hiscock E, Wells MB, Colli E, Scatigna M, 
et al. Single dose therapy of vaginal candidiasis: A  comparative trial of 
fenticonazole vaginal ovules versus clotrimazole vaginal tablets. Curr Med 
Res Opin 1990;12:114-20.

18.	 Thulkar J, Kriplani A, Agarwal N, Vishnubhatla S. Aetiology & risk factors 
of recurrent vaginitis &amp; its association with various contraceptive 
methods. Indian J Med Res 2010;131:83-7.

19.	 Vulval and Vaginal Candidiasis. Available from: https://patient.info/doctor/
vaginal-and-vulval-candidiasis. [Last accessed on 2018 jan 21].

20.	 Verma S, Madhu R. The great Indian epidemic of superficial 
dermatophytosis: An appraisal. Indian J Dermatol 2017;62:227-36.

21.	 Studd JW, Dooley MM, Welch CC, Vijayakanthan K, Mowat JM, Wade A, 
et al. Comparative clinical trial of fenticonazole ovule (600  mg) versus 
clotrimazole vaginal tablet (500  mg) in the treatment of symptomatic 
vaginal candidiasis. Curr Med Res Opin 1989;11:477-84.

22.	 De Cecco L, Gorlero F, Marre Brunenghi M, Ven-turini PL. Studio 
multicentrico sull’efficacia e tollerabilita del fenticonazole nel trattamento 
delle vulvovaginiti da candida. Int J Drug Ther 1988;5:296-301.

23.	 Schneider D, Caspi E, Arieli S, Bukovski I. Fenticonazole in the treatment 
of vaginal candidiasis. Adv Ther 1990;7:355-61.

24.	 Wiest W, Ruffmann R. Short-term treatment of vaginal candidiasis with 
fenticonazole ovules: A  three dose schedule comparative trial. J  Int Med 
Res 1987;15:319-25.

25.	 Vaginal and Vulval Candidiasis. Available from: https://patient.info/doctor/
vaginal-and-vulval-candidiasis. [Last accessed on 2017 Dec 24].

26.	 Fernández-Alba J, Valle-Gay A, Dibildox M, Vargas JA, González J, 
García  M, et al. Fenticonazole nitrate for treatment of vulvovaginitis: 
Efficacy, safety, and tolerability of 1-gram ovules, administered as ultra-
short 2-day regimen. J Chemother 2004;16:179-86.

27.	 Bukovsky I, Schneider D, Arieli S, Caspi E. Fenticonazole in the treatment 
of vaginal trichomoniasis and vaginal mixed infections. Adv Ther 



Dhoot, et al.: Fenticonazole in Vulvovaginitis, FORCE India

9898International Journal of Scientific Study | April 2018 | Vol 6 | Issue 1

1991;8:166-71.
28.	 Gorlero F, Bosco P, Barbieri M, Bertulessi C, Pulici L, Polvani F, et al. 

Fenticonazole ovules in the treatment of vaginal trichomonas infections: 
A  double blind randomized pilot clinical trial. Curr Ther Res Clin Exp 
1992;51:367-76.

29.	 Belaisch J. Evaluation of the time response of a single dose administration 
of fenticonazole nitrate [in French]. Contracept Fertil Sex 1996;24:417-22.

30.	 Muñoz Reyes JR, Villanueva Reynoso C, Ramos CJ, Menéndez Vázquez J, 
Bailón Uriza R, Vargas AJ, et al. Efficacy and tolerance of 200  mg of 
fenticonazole versus 400 mg of miconazole in the intravaginal treatment of 
mycotic vulvovaginitis. Ginecol Obstet Mex 2002;70:59-65.

31.	 United Kingdom National Guidelines on the Management of Vulvovaginal 
Candidiasis; 2007. Available from: https://www.bashhguidelines.org/
media/1155/united-kingdom-national-guideline-on-the-management-of-
vulvovaginal-candidiasis.pdf. [Last accessed on 2017 Dec 21].

32.	 Faculty of Sexual and Reproductive Healthcare. Clinical Effectiveness 
Unit. Management of Vaginal Discharge in. Non-Genitourinary Medicine 
Settings, February; 2012. Available from: https://www.bashh.org/
documents/4264.pdf. [Last accessed on 2017 Aug 24].

33.	 Fioroni A, Terragni L, Vannini P, Colli E, Scatigna M, Tajana A, et al. 
Fenticonazole plasma levels during treatment with fenticonazole 2% cream 
and spray in patients with dermatomycoses. Curr Ther Res 1990;47:99‑1003.

34.	 Novelli A, Periti E, Massi GB, Masi R, Mazzei T, Periti P, et al. Systemic 
absorption of 3H-fenticonazole after vaginal administration of 1 gram in 
patients. J Chemother 1991;3:23-7.

35.	 Angiolella L, De Bernardis F, Bromuro C, Mondello F, Ceddia T, Cassone A, 
et al. The effect of antimycotics on secretory acid proteinase of Candida 
albicans. J Chemother 1990;2:55-61.

36.	 Periti P, Cohen J, Giannotti B, Periti E, Orlandini L. Fenticonazole as 
antimicrobial chemotherapy of superficial fungal infections. J Chemother 
1999;11:3-42.

37.	 Murina F, Graziottin A, Felice R, Di Francesco S, Mantegazza V. 
Short-course treatment of vulvovaginal candidiasis: Comparative 
study of fluconazole and intra-vaginal fenticonazole. Minerva Ginecol 
2012;64:89‑94.

How to cite this article: Dhoot D, Mahajan H, Barkate H. Fenticonazole in Vulvovaginal Infections: A Real-world Clinical Experience in 
India - Force India Study. Int J Sci Stud 2018;6(1):93-98.

Source of Support: Nil, Conflict of Interest: None declared.


