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Abstract: The burden of severe fungal infections (FIs) is not well addressed in Ethiopia. We have
estimated the burden of FIs from multiple demographic sources and by searching articles from
PubMed. Opportunistic FIs were estimated using modelling and 2017 national HIV data. The burdens
of chronic pulmonary aspergillosis (CPA) and allergic bronchopulmonary aspergillosis (ABPA) were
estimated by using the prevalence of asthma, chronic obstructive pulmonary disease, and annual the
incidence of tuberculosis. Of the 105,000,000 estimated Ethiopian population, 610,000 are thought
to have HIV infection. Our estimation of HIV-related FIs were: 9900 cryptococcal meningitis (CM),
12,700 Pneumocystis jirovecii pneumonia (PCP), 76,300 oral and 56,000 oesophageal candidiasis cases.
A remarkable 7,051,700 4–14-year-olds probably have tinea capitis and 1,469,000 women probably
have recurrent Candida vaginitis. There were 15,200 estimated CPA cases (prevalence) and 11,500
invasive aspergillosis (IA) cases (incidence). Data are scant, but we estimated 5300 candidaemia and
800 Candida peritonitis cases. In conclusion, approximately 8% of Ethiopians suffer from FIs annually,
mostly schoolchildren with tinea capitis. IA, CM and PCP are the major causes of fungal deaths. The
absence of CD4 count is challenging the identification of HIV patients at risk of opportunistic FIs.
There is a pressing need to improve FI diagnosis, probably including national surveillance.
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1. Introduction

Pathogenic, opportunistic and allergenic fungi cause a very wide range of diseases from simple
superficial mycosis to complex disseminated endemic or opportunistic mycosis [1]. Unlike superficial
or cutaneous mycosis, disseminated fungal infections (FIs) are life threatening if not appropriately
treated. In resource-limited settings (RLSs), invasive FIs remain understudied and underdiagnosed
despite their high mortality rates when compared with other infectious diseases [1,2].

The number of immunosuppressed individuals who are at risk of developing opportunistic mycosis
is increasing due to HIV/AIDS even though the rate is reduced because of antiretroviral therapy
(ART), the expansion of intensive care units (ICUs), chronic diseases, malignancies and sophisticated
procedures such as stem cell or organ transplantation [3]. The most common opportunistic FIs are
cryptococcal meningitis (CM), Pneumocystis jirovecii pneumonia (PCP), invasive candidiasis and
disseminated aspergillosis [4]. Diagnosis and management of these opportunistic mycosis in RLSs is
challenging as standard diagnostic methods and essential antifungal medicines are often absent [5].

Many populations are sensitive (allergic) to fungi and develop severe asthma or exacerbation of
pre-existing respiratory diseases [6]. Anyone in the general population may develop dermatophytoses
and vaginal candidiasis is common in women [1]. Although less attention is given to the management
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of dermatophytoses, the prevalence of atypical dermatophytoses is increasing and has become an
emerging public health problem, with the new development of extensive terbinafine resistance [7].
Antifungal resistance in Trichophyton spp. is due to two amino acid substitutions or point mutations [8].
As studies from India indicate, the predominant causative organism of dermatophytoses has shifted
from T. rubrum to T. mentagrophytes [9–11]. The two main causative agents of dermatophytoses
survive on towels for <12 weeks for T. rubrum but >25 weeks for T. mentagrophytes [12]. This change
may be responsible for the widespread and inflammatory lesions associated with T. mentagrophytes
and transmitted by sharing fomites.

Across the world, over one billion people of all ages suffer from FIs annually [13], accounting for
over 1.6 million deaths and contributing to the poor and fatal outcome of many more diseases [14].
This figure is three-fold higher than the annual deaths from malaria and comparable to the number of
tuberculosis deaths per year [2].

Even though invasive FIs are life threatening, they do not receive sufficient attention from
many global health organizations or governments. Particularly in sub-Saharan African countries,
data on the incidence and prevalence of these infections are lacking and limited diagnostic facilities,
few evidence-based case management protocols and the unavailability of appropriate antifungal
medications and specialists in the field amplify the problems [1,2]. This situation results in high and
preventable case mortality and morbidity.

Robust estimates of fungal disease incidence and prevalence are lacking in Ethiopia [2]. In the
absence of either population- or hospital-based surveys as source epidemiological data, we sought to
provide estimates by modelling using available data on FIs in Ethiopia and assumptions drawn from
published literature. This estimation of FIs in Ethiopia will allow a baseline estimate for future studies
and serve as a reference for policy makers.

2. Materials and Methods

Data Sources

For the estimation of the serious FI burden in Ethiopia, we used the 2017 estimated Ethiopian total
population for the general healthy population. We used different risk groups including people living
with HIV/AIDS (PLWHA), patients with asthma, chronic obstructive pulmonary disease (COPD),
cancer, pulmonary tuberculosis and postsurgical patients, and those admitted to ICUs to estimate
specific infections. To estimate tinea capitis prevalence, we determined the number of children in the
high-risk age group (3–14 years old) from the Ethiopia National Education [15] and Education for All
National Review Report [16]. Data on PLWHA numbers were obtained from the HIV/AIDS [17] 2017
Global report [18]. Data about tuberculosis annual incidence in Ethiopia were obtained from the 2017
World Health Organization (WHO) tuberculosis report [19]. We also used data from published reports
to identify the most accurate numerators and denominators for each FI as described below.

We searched published articles from PubMed related to FIs in Ethiopia and used the prevalence
and/or incidence rates of FIs for our estimations. Where published data was missing, we used
unpublished data from government institutions of regional or national reports. In the absence of local
data from the country, published data were used from neighbouring countries. In our modelling,
different populations are included as risk groups for particular FIs as risks vary. Therefore, systematic
reviews and meta-analysis were not applicable to compare the heterogeneity. A narrative approach
was taken to report the findings of the studies included. Our estimates are based only on well-defined
risk populations, which might be the lowest incidence rates of FIs and rounded to the nearest 100 to be
less precise.
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3. Results

3.1. Country Profile

In 2017, the Ethiopian total population was estimated to be 105 million, with 51.3% being female
(Table 1). Of the general population, 41% were younger than 15 years and only 5% of Ethiopians are over
age 60 years [20]. The gross domestic product per capita was USD 768 in 2017. According to the WHO
2017 report, 610,000 Ethiopians were estimated to be HIV-infected, with 170,000 of them not receiving
antiretroviral (ARVs), and of those on ARVs, less than 50% had HIV viral load suppression [17,21].
New AIDS cases and AIDS-related deaths have been decreasing sharply since 2011, with a fall from
32,000 to 15,000 deaths in 2017 [17,21]. Of all PLWHA in 2017, 50% were receiving ART. Approximately
184,500 adult HIV-positive patients had CD4 counts <200 cells/µL and we estimated that 50% of them
were severely immunosuppressed and therefore at a higher risk of opportunistic FIs (Table 1).

Table 1. Country’s profile, populations and rates required to calculate the burden of fungal infections.

Demographic data

Total population = 105,000,000
of children (<15 years) = 41%
Total number of adults = 60,180,000
Adult women = 31,293,600
% women over 60 = 5%
% women 15–50 = 24,482,600

Source: WHO Tuberculosis (TB) stats 2011
[21]; http://aidsinfo.unaids.org/

Children age 4–14 years = 21,832,000 Source: Education for All 2015 national
review report [16]

HIV/AIDS

Current total HIV/AIDS in 2017 = 610,000
Proportion of diagnosed cases on ARVs =
440,000
Annual new AIDS cases (at risk of OIs) =
169.5

Source:
https://www.unaids.org/en/resources/

documents/2018/unaids-data-2018

Proportion of AIDS patients presenting
with Pneumocystis jirovecii pneumonia (PCP)
= 30%

Source: Aderaye, G. et al. (2008)

Proportion of AIDS patients presenting with
cryptococcal meningitis = 12% = 44,400 Source: Awoke D. et al. (2018)

AIDS-related deaths in 2017 = 15,000 http://www.who.int/hiv/pub/
progressreport2011

Tuberculosis Pulmonary tuberculosis annual incidence
Total = 105,200

Source: WHO Global Tuberculosis report
2016 [22]

Adults with asthma Prevalence of asthma in adults = 2.0%
Asthma prevalence in adults = 1,239,000 Source: To et al. [23]

COPD COPD prevalence (all GOLD stages) = 7.8%
and 10% admitted to hospital annually Source: Musafiri et al. [24]

Patients with leukaemia AML population = 3000 Source: Globocan (2018)

Lung cancer Estimation of lung cancer = 2000 Source: Globocan (2018)

All cancer sites otal cancer incidence = 67,600 Source: Globocan (2018)

Number of critical care patients

Estimated number of critical care beds =
1500
(5% of hospital beds in Ethiopian)
Hospital beds (per 1000 people) in Ethiopia
= 0.7

Source: World Bank, country Indicator:
Number of hospital beds

COPD, chronic obstructive pulmonary disease; GOLD, Global initiative for Obstructive Lung Disease; ARV,
antiretroviral; AML, acute myeloid leukaemia.

http://aidsinfo.unaids.org/
https://www.unaids.org/en/resources/documents/2018/unaids-data-2018
https://www.unaids.org/en/resources/documents/2018/unaids-data-2018
http://www.who.int/hiv/pub/progressreport2011
http://www.who.int/hiv/pub/progressreport2011
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Table 2. Incidence and prevalence rates previously reported used to estimate the burden of
fungal infections.

Diseases Population Prevalence Reference

Cryptococcal Infection

Cryptococcal antigen (CrAg)–positive
HIV-infected persons <150 CD4 cells/µL 6.2% Beyene et al. [25]

Cryptococcal antigenemia among
HIV-infected patients receiving

antiretroviral therapy in Ethiopia
8.4% Alemu et al. [26]

Cryptococcal disease among hospitalized
HIV–infected adults in Ethiopia 9.1% Mamuye et al. [27]

Cryptococcal antigenemia ART-naïve and
experienced HIV-infected persons 10.2% Beyene et al. [28]

Cryptococcal antigenemia among
HIV-infected patients at a referral hospital 11.7% Derbie et al. [29]

PCP

Pulmonary infections in TB smear-negative
HIV-positive patients with atypical chest

X-ray in Ethiopia
29.7% Aderaye et al. [30]

HIV-positive patients with suspected
pulmonary tuberculosis in Ethiopia 10.9% Aderaye et al. [31]

Oral candidiasis PLWHA ART-naive with CD4 <200 cells
per µL 90% Fabian et al. [32]

Oesophageal
candidiasis

AIDS patients in Denmark. In total, 20% of
patients with HIV not on ARVs and 5% of

those on ARVs

20% ART-naive and 5%
of those on ART Smith and Orholm [33]

ABPA Adult asthmatics 2.5% Denning et al. [34]

CPA
Chronic pulmonary aspergillosis commonly
complicates treated pulmonary tuberculosis

with residual cavitation

6.5% annually in those
with tuberculosis cavity

and 0.2% with no
cavities, assumed to be
67% of all TB-related

CPA

Page et al. [35]

SAFS Severe asthmatics (adults). In total, 10% of
asthmatics have severe asthma 33% Denning et al. [34]

rVVC Adult women 6% Sobel et al. [36]
Foxman et al. [37]

Tinea capitis

School-age children 32.3% Hibstu et al. [38]

Children 29% Figueroa et al. [39]

Children from grade 1 to grade 4 27.4% Murgia et al. [40]

Primary school children in rural areas 24.6% Leiva-Salinas et al. [41]

CrAg, cryptococcal antigen; PLWHA, people living with HIV/AIDS; ART, antiretroviral therapy; ABPA, allergic
bronchopulmonary aspergillosis; CPA, chronic pulmonary aspergillosis; SAFS, severe asthma with fungal
sensitisation; rVVC, recurrent vulvovaginal candidiasis; IQR, interquartile range; TB, Tuberculosis; PCP, Pneumocystis
jirovecii pneumonia.

3.2. Cryptococcal Meningitis

CM is among the leading causes of mortality among adult HIV/AIDS patients in sub-Saharan
Africa [42,43]. Early screening with cryptococcal antigen (CrAg) among the target population or
advanced HIV-infected patients and giving pre-emptive treatment can prevent the development of
CM and associated mortality. The prevalence of cryptococcal antigenaemia ranges from 6% to 11.7%
among low CD4 T-cell count or among HIV/AIDS patients [25–29] (Table 2). We estimated the annual
burden of CM by applying the 11.7% rate of cryptococcal antigenaemia among the 169,500 HIV patients
thought to be at risk and calculated 9900 cases of cryptococcosis (9.4 cases per 100,000 person-years)
(Table 3). If left untreated, all cryptococcal antigenaemia patients will develop CM [44]. We have not
attempted to estimate non-HIV-related cases of CM.
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Table 3. The estimated annual case load of serious fungal infections in Ethiopia.

Fungal Infection Predominant Groups at Risk Rate Per 100,000 Estimated Number of Cases

Cryptococcosis AIDS 9.4 9900

PCP AIDS 12.1 12,700

IA

Haematological
Malignancy, lung cancer, 4% of

AIDS deaths and 1.3% of COPD
admissions to hospital

10.9 11,500

CPA Tuberculosis patients and other
respiratory disorders 14.5 15,200

ABPA Adult asthma patients 28.6 30,100 *

SAFS Adult asthma patients 38.9 40,900 *

Candidaemia Hospitalised
patients 5.0 5300

Candida peritonitis Post-surgical
patients 0.8 800

Oral candidiasis HIV patients 72.7 76,300

Oesophageal candidiasis HIV infection 53.2 55,900

Recurrent vaginal
candidiasis Adult women 1399 1,469,100

Tinea capitis 4–14-year-old children with poor
hygiene 6716.0 7,051,700

Total burden estimated 8,738,300

ABPA, allergic bronchopulmonary aspergillosis; IA, invasive aspergillosis; SAFS, severe asthma with fungal
sensitisation; CPA, chronic pulmonary aspergillosis; COPD, chronic obstructive pulmonary disease. * Duplication
between ABPA and SAFS is likely as both are sensitised to Aspergillus.

3.3. Pneumocystis jirovecii Pneumonia

PCP is among the more common life-threatening opportunistic mycoses and may be mistaken
as bacterial pneumonia due to a lack of standard diagnosis and management (including high-dose
corticosteroids) in RLSs [45]. Early rapid diagnosis and treatment drive survival has outcomes of >70%
in Africa and up to 90% in developed countries [45].

In Ethiopia, all patients with advanced immunosuppression (CD4 count less than 200 cells/µL) due
to HIV are recommended to receive co-trimoxazole prophylaxis for prevention of PCP. The maximum
prevalence of PCP diagnosed by nested PCR was 30% irrespective of ART status or co-trimoxazole
prophylaxis [46] (Table 2). We used 7.5% as the minimum prevalence (or 1

4 of the maximum prevalence)
to avoid over the estimation of PCP cases due to oversensitive nested PCR or Pneumocystis jirovecii
colonization (Table 2).

We therefore estimated an incidence of 12,700 cases of PCP in 2017 (12.1 cases per 100,000
person-years) assuming that 15% of all 169,500 adults are at risk over 2 years (Table 3). Due to lack of
data, we could not make a reliable estimate of the incidence of PCP in children among those infected
with HIV, or infections in non-HIV-infected adults.

3.4. Oral Candidiasis

Approximately 50% newly HIV diagnosed patients with low CD4 T-cell count commonly show
oral candidiasis as an initial presentation of symptomatic HIV-infected patients [47,48]. Over the
course of a year, this rate rises to ~90% of PLWHA not taking ART [32,49] (Table 2).

We estimated oral candidiasis to affect 76,300 Ethiopian at a rate of 72.6 per 100,000 person-years
(Table 3). This burden was estimated by assuming that 90% of the patients at risk with advanced HIV
(169,500 cases) will develop oral candidiasis over 2 years (Table 1).
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3.5. Oesophageal Candidiasis

Oesophageal candidiasis is a common AIDS-defining illness occurring in those with advanced
HIV, thus commonly among ART-naïve patients or ART-defaulters.

Oesophageal candidiasis cases were estimated to be 55,900 at a rate of 53.3 per 100,000 person-years
(Table 3) under the assumptions that 20% of AIDS patients at risk, and 0.5% of those on ART develop
oesophageal candidiasis [33] (Table 2).

3.6. Allergic Fungal Respiratory Diseases

Allergic bronchopulmonary aspergillosis (ABPA) is an occasional complication of asthma and
cystic fibrosis (CF). Chronic Aspergillus fumigatus airways infection is a feature of chronic pulmonary
aspergillosis (CPA) [50,51]. One study from South Africa reported a 2.5% prevalence of ABPA among
adults with asthma presenting to secondary care [34] (Table 2).

We used data collected as part of the World Heath Survey (2002–2003) for Ethiopia on the
prevalence of adult asthma (2.0%) to estimate the prevalence of fungal asthma in adults in Ethiopia (23)
(Table 1). There are no reliable published data for CF prevalence.

Assuming a 2% adult asthma prevalence [23] (1,203,600 adults) (Table 1) and the estimated 2.5%
ABPA prevalence among asthmatic adults (Table 2) [34], 30,100 adults were estimated to have ABPA in
2011 (Table 3). We only used asthma prevalence among adults, as asthma is more common in children
and ABPA is less common. [34,52]. CPA is exclusively an adult disease.

We also estimated the burden of severe asthma with fungal sensitisation (SAFS) in Ethiopia from
the adult asthmatic population. Among these adult asthmatics, approximately 10% will suffer from
severe asthma. Of these, 33% have been reported to be sensitized to Aspergillus or another mould [34]
(Table 2). We calculated from these assumptions that SAFS affects 40,900 Ethiopians—a prevalence of
38.9 cases per 100,000 person-years (Table 3).

3.7. Chronic Pulmonary Aspergillosis (CPA)

CPA is a long-term sequel of several lung conditions, often following treated pulmonary
tuberculosis [51,53]. In RLSs and in tuberculosis-endemic areas such as Ethiopia, a lack of diagnosis
of A. fumigatus causing CPA probably leads to underdiagnoses and mismanagement. Such patients
are mostly treated as cases of sputum smear-negative (and Xpert®negative) tuberculosis [54]. CPA
presents with several different radiological features including simple aspergilloma, chronic cavitary
pulmonary aspergillosis and chronic fibrosing pulmonary aspergillosis [53].

We calculated the annual incidence and prevalence of CPA using tuberculosis annual incidence
and by applying the model described by Denning et al. from 2011 [53] (Table 2). In 2016, tuberculosis
was reported in 182,000 individuals—of which, it is assumed that 68% are pulmonary and 85% survived,
leaving 105,200 [22] (Table 1). According to Page et al. in a prospective study in Uganda, the annual rate
of CPA was 6.5% among those with a cavity in the 2–7 years after completing therapy for pulmonary
tuberculosis and 0.2% in those without visible cavities [35] (Table 2). This translates to 2200 cases
annually and, assuming 10% mortality, the CPA prevalence after TB is estimated at 8100 cases. This
estimate omits two other elements: those who were misdiagnosed as having TB and in fact had CPA
and did not survive long enough to be assessed in the Uganda study and those with other underlying
diseases such as COPD, pneumothorax and other pulmonary disorders. We have assumed that post-TB
CPA is 67% of the total and that pulmonary tuberculosis is responsible for 80% of all CPA cases in
Ethiopia. Overall, we estimated 15,200 cases of CPA at a rate of 14.5 cases per 100,000 persons per
years (Table 3).

3.8. Invasive Aspergillosis (IA)

We estimated 700 cases of IA in 2011—an annual incidence of 0.65 per 100,000 person-years. We
calculated this from the most immunosuppressed patients with leukaemia, assuming that 10% of
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patients with acute myeloid leukaemia will develop IA [53,55], and that there is an equal number of
people with IA complicating all other leukaemias and lymphoma patients. We also assumed that 2.6%
of lung cancer patients will develop IA [56] and that 4% of AIDS deaths are attributable to IA [44].
There are an estimated 7.8 people over 40 years of age with COPD and approximately 10% are admitted
to hospital each year. Assuming 1.3% develop IA [57], we anticipate an annual IA incidence of 10,200 in
COPD patients. Overall, we estimated 11,500 IA cases at a rate of 10.92 cases per 100,000 person-years
(Table 3).

3.9. Candida Infections

Recurrent vulvovaginal candidiasis (rVVC) is defined as four or more episodes per year [36].
rVVC is usually caused by Candida albicans. Candida glabrata, which is fluconazole resistant, and other
species are implicated less often. The absence of rapid, simple, and inexpensive diagnostic tests
continues to result in both over- and underdiagnoses of vulvovaginal candidiasis at the same time. It
is thought that approximately 70% of women suffer from vulvovaginal candidiasis at least once in
their lives, more often during pregnancy [36].

Recurrent attacks of vulvovaginal candidiasis have been estimated to affect 5–10% of women
annually [58,59], primarily based on data from Foxman et al [36,37] (Table 2). Estimates of rVVC are
intrinsically difficult to conduct to reliably estimate the incidence and prevalence of rVVC among
women [59].There are no reports of rVVC from East Africa, but a study in Tunisia found a similar
prevalence of 6.1% [60].

We estimated rVVC among adult women aged 15–50 years, assuming that 6% are affected.
Recurrent VVC is not common in post-menopausal women in the absence of hormone replacement
therapy. Out of a total of 24,482,600 women aged 15–50 years, approximately 1,469,100 women could
be affected by rVVC in 2017 at a rate of 1399 women per 100,000 person-years (Table 3). We made no
allowance for HIV infection.

The incidence of candidaemia and candida peritonitis were estimated by considering cancer
patients, postsurgical patients and patients admitted to ICU wards as high risk for candidaemia case
development (Table 1). We estimated that candidaemia affects 5300 women, with an annual incidence
of 5 per 100,000 person-year, and that there are 800 episodes of Candida peritonitis (intra-abdominal
candidiasis), with 0.75 per 100,000 person-years, respectively (Table 3). We calculated the annual
incidence of Candida peritonitis using the assumption that if candidaemia occurs at a population rate
of 5 cases/100,000, one-third are in ICU wards or an equivalent ward and so there will be one patient
with Candida peritonitis for every two patients with candidaemia in ICUs [53]. It is not easy to confirm
this estimate of candidaemia in Ethiopia, as blood cultures are infrequently performed even though we
have been observing cases during daily clinical practice.

3.10. Other Fungal Infections

A recent publication indicates that tinea capitis affects 32.3% of primary school children in
Ethiopia [38] (Table 2). According to the Education for All 2015 report, there are 21,832,000 nursery
school- and primary school-aged children in Ethiopia [16] (Table 1). We estimated from these reports
that 7,051,700 school children suffer from tinea capitis each year at a rate of 6716 per 100,000 person-years
(Table 3).

There was only one African histoplasmosis case reported from Ethiopia [61].

3.11. Estimate of Fungal Infections-Associated Mortality in Ethiopia

Opportunistic invasive FIs such as cryptococcosis, IA and PCP are the principal cause of mortality
among people living with HIV in Ethiopia. According to our estimations, they contribute to 20,500 to
34,600 Ethiopian deaths annually. In Ethiopia, CM has been reported to have a 100% fatality rate within
a year if not treated with an appropriate antifungal and up to a 68% case fatality rate when treated
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with high-dose fluconazole monotherapy [25,43]. In 2017, we estimated that out of the total 9900 CM
cases, the minimum and maximum CM case mortality would be between 6700 and 9900 (Figure 1).
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Figure 1. Annual estimates of the number of cases and deaths associated with the most relevant fungal
infections in Ethiopia. IA, Invasive aspergillosis; CM, cryptococcal meningitis; PCP, Pneumocystis
jirovecii pneumonia; CPA, chronic pulmonary aspergillosis.

Available evidence data demonstrate that IA has a case fatality of 90% in leukaemia patients if
diagnosed late [62] and if left untreated, it has a case fatality of 100% [63]. We estimated AI could
contribute to 10,300 to 11,500 deaths annually in the country.

The case fatality rate of PCP ranges from 16% to 68% in Africa [45]. We used this case fatality to
estimate PCP-related annual death in Ethiopia. Out of the total 12,700 PCP cases estimated in Ethiopia,
between 2000 and 8600 deaths could occur annually in the country. Denning et al. (2013) reported that
the annual CPA fatality rate ranges from 10% to 30% [34] and we calculated that CPA is responsible for
1500 to 4600 deaths annually. In Ethiopia, AIDS remains the leading cause of premature death and
years of life lost. Both CM and PCP make major contributions to these many early deaths.

We estimated that over 3600 candidaemia [64] and Candida peritonitis patients probability died in
the country by using a 60% candidaemia case fatality rate from a report in South Africa [61]. Tinea
capitis, ABPA, and recurrent vaginitis are not common causes of death. According to the report in 2013,
approximately half a million people died due to severe asthma in the world [65]. However, according
to the recent estimated data, the prevalence of fungal asthma was estimated to be 4% and could
contribute to 62,544 deaths in Africa alone [66], but it is unclear how many deaths occur in Ethiopia.

4. Discussion

This is the first attempt to estimate the burden of FIs in Ethiopia. Overall, approximately 8%
of Ethiopians suffer from serious FIs yearly, including the non-lethal but highly problematic tinea
capitis and rVVC. More data are available on the HIV population and tinea capitis than on other
groups of patients in Ethiopia. HIV fungal opportunistic infections contribute to 2% of the total FIs
and significantly to the number of deaths due to FIs in the country.

IA, CM, PCP, and CPA are the major causes of mycoses-related deaths, though to contribute 33%,
29%, 25%, and 13% of FI deaths, respectively. This is similar to mycoses-related mortality in East
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African countries [67,68]. Our estimates indicate that most FIs in the country affect PLWHA. This could
be because of a host immunity defect due to HIV infections and more data are available on the HIV
population in Ethiopia than on other groups of patients with immunosuppressive conditions.

The current Ethiopian national guidelines recommend ART initiation irrespective of CD4 T-cell
count following the latest WHO “treat all” guidelines [69]. Currently in the country, there are no
CD4 T-cell count test services available in governmental hospitals. Thus, the identification of target
populations at greatest risk for opportunistic infections in need of co-trimoxazole and fluconazole
prophylaxis is often not possible. The other big problem is the absence of CD4 T-cell testing services
in the country, and so screening for cryptococcal infection among HIV advanced patients is not
performed. The WHO recommends CrAg screening in HIV-infected patients with a low CD4 T-cell
count (<100 cells/µL) prior to ART initiation to prevent CM development and cryptococcal infections
associated with immune reconstitution inflammatory syndrome [51]. Delayed ART initiation by 4–6
weeks for CM patients has survival benefits [70]. In a country such as Ethiopia, where CM and PCP
are highly prevalent, the viral load alone is not enough to monitor HIV advanced patients.

We estimated 12,700 annual cases of PCP from a study which diagnosed PCP using bronchoalveolar
lavage and the nested PCR method among HIV-positive patients with suspected pulmonary tuberculosis.
In our study, almost half of the patients were on ART and co-trimoxazole. So, our estimation may be
higher than expected as our denominator did not include patients on co-trimoxazole prophylaxis.

In Ethiopian HIV clinics, PCP is diagnosed clinically as the presence of cough and low oxygen
saturation. Even though Toluidine Blue O and Giemsa staining have an acceptable sensitivity and high
specificity both in expectorated sputum and bronchoalveolar lavage (BAL) samples for the diagnosis
of PCP, these recommended diagnostic methods using induced sputum and BAL are not technically
feasible and affordable in Ethiopia [35].

The updated HIV treatment guidelines in Ethiopia recommend co-trimoxazole prophylaxis
initiation among all HIV patients who had CD4 <200 cells per µL [71]. Patients with advanced
HIV-disease receive drugs such as co-trimoxazole and fluconazole free of charge unless there is a
drug stock out. Co-trimoxazole is a broad-spectrum antibiotic used as a prophylaxis for severe
immunocompromised patients in order to prevent PCP, toxoplasmosis, malaria and respiratory and
enteric infections.

Ethiopia is not an endemic area for systemic mycosis infections such as histoplasmosis,
paracoccidioidomycosis or blastomycosis and non-tuberculous mycobacterial infections may be
indistinguishable from pulmonary tuberculosis. This is especially the case in a tuberculosis-endemic
area such as Ethiopia. The proportion of smear-positive pulmonary, smear-negative pulmonary
and extra pulmonary tuberculosis were 20%, 34% and 46%, respectively [72]. Some of the above
described fungal respiratory infections may have been misdiagnosed and treated as smear-negative
tuberculosis cases.

We estimated 15,200 cases of CPA in 2017 among patients who recovered from TB. This large
case load of affected people should be incorporated into national tuberculosis treatment guidelines
in Ethiopia. To diagnose CPA, an ELISA for Aspergillus IgG antibodies or a lateral flow assay is
needed [73]. Although widely available in developed countries, in RLSs, they are not usually available,
as in Ethiopia. As a result, patients are typically treated with months of anti-tuberculosis medication
even with no acid-fast bacillus seen [54]. A new rapid point of care, the Aspergillus IgG antibody test
may facilitate a change in practice [74].

Our estimate of asthma prevalence in adults (2%) is likely to be a significant underestimate as a
systematic review found that 16.3% of Ethiopians had had asthma at some point [75] and these higher
prevalence rates are consistent with many other African countries [23]. Clearly, epidemiological data
on asthma prevalence and fungal sensitization rates in Ethiopia are required.

We estimated 7,051,700 tinea capitis cases (6716 per 100,000) among children aged between 3
and 15 years in Ethiopia annually. Tinea capitis accounted for the highest prevalence of FIs in the
country. This could be due to poor individual and environmental sanitation, limited health facilities,
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the shortage of water supply at school or home for children, poor handwashing behaviour, strong
and close contact with animals, highly populated one-room schools and the tropical region with high
humidity [76–78].

Candidaemia is a leading cause of nosocomial bloodstream infection across the world [79]. The
annual mortality of invasive candidiasis in Ethiopia could be over 3600 due to the unavailability
of appropriate diagnosis and antifungals. Immunocompromised patients such as those with
haematological malignancy and those in ICUs are at high risk of developing candidaemia and
Candida peritonitis. Data to support our estimate of the number of invasive candidiasis cases are
lacking in Ethiopia. For instance, it is difficult to obtain the exact number of ICU beds in Ethiopia.
Therefore, we assumed that up to 5% of all hospital beds in Ethiopia serve as ICU beds. From personal
communications, we found that only teaching and referral hospitals have ICU services in Ethiopia. In
general, we may underestimate the invasive candidiasis, since we did not consider other risk factors
such as prolonged antibiotic therapy and low infection prevention practices in the country.

Our study has several limitations. Despite an exhaustive search, we could not obtain enough
data, particularly for the incidence of invasive FIs and associated mortality in the country. So, we used
data from other neighbouring countries. We also could not obtain data on how many people from
Ethiopia used immunosuppresses agents due to organ transplantations and autoimmune diseases. To
our knowledge, there is no official or unofficial registry of patients who have had an organ transplant
or those who have had surgeryin the country. We assumed that the lack of data about the risk groups
for specific FIs might have resulted in the overestimation or underestimation of the number of some
invasive FIs.

In general, our estimates probably have wide confidence limits, due to the modelling style we
used and the lack of evidence data for some invasive FI risk groups from Ethiopia. Despite these
shortcomings, the burden of FIs in Ethiopia was addressed for the first time. Policy makers and
stockholders may use these results for programmes and interventions in order to improve the diagnosis
and management of FIs in the country.

5. Conclusions

To our knowledge, this is the first review report on the burden of FIs in Ethiopia. We estimated
that fungi could infect approximately 8% of people in Ethiopia every year. However, the actual
number of FIs in the country may be higher than our estimates, since we only used HIV infection
to determine the immunosuppressed population and some other immunocompromised populations
were not considered. Our estimates could be used as basis for future epidemiological studies and
national FI surveillance for Ethiopia. In this study, we addressed the neglected fungal diseases in the
country, which was a major public concern. Our estimates clearly point to the need for national FI
surveillance, improving the mycology laboratory and point-of-care diagnostics, and accessibility to
optimum antifungal drugs. The CD4 T-cell count test services should be available for opportunistic
FI management and prevention for HIV late presenters. We recommend creating awareness for FIs
and supporting mycosis research in the country. Upgrading the diagnosis and management of FIs is
urgently needed to reduce their high mortality and morbidity in Ethiopia.

Author Contributions: Conceptualization, D.W.D. and T.B.T. methodology, D.W.D. and T.B.T.; software D.W.D.
and T.B.T.; validation D.W.D. and T.B.T.; formal analysis, D.W.D. and T.B.T.; investigation, D.W.D., and T.B.T.;
resources, D.W.D.; data curation, D.W.D. and T.B.T.; writing—original draft preparation, D.W.D. and T.B.T.;
writing—review and editing, D.W.D. and T.B.T.; visualization, D.W.D. and T.B.T.; supervision, D.W.D.

Funding: This research received no external funding.

Acknowledgments: The authors are grateful to all authors and institutes who provided raw and unpublished
data on their previous works necessary for estimating the burden of fungal infections in Ethiopia.

Conflicts of Interest: All TBT and DD have no conflict of interest to declare.



J. Fungi 2019, 5, 109 11 of 14

References

1. Brown, G.D.; Denning, D.W.; Levitz, S.M. Tackling Human Fungal Infections. Science 2012, 336, 647.
[CrossRef] [PubMed]

2. Bongomin, F.; Gago, S.; Oladele, R.O.; Denning, D.W. Global and Multi-National Prevalence of Fungal
Diseases-Estimate Precision. J. Fungi 2017, 3, 57. [CrossRef] [PubMed]

3. Visentin, A.; Gurrieri, C.; Imbergamo, S.; Lessi, F.; Di Maggio, S.A.; Frezzato, F.; Adami, F.; Zambello, R.;
Raumer, F.; Piazza, F.; et al. Epidemiology and Risk Factors of Invasive Fungal Infections Among 795 Patients
with Chronic Lymphocytic Leukemia from the Padua University. Blood 2016, 128, 2527. [CrossRef]

4. Badiee, P.; Hashemizadeh, Z. Opportunistic invasive fungal infections: Diagnosis & clinical management.
Indian J. Med. Res. 2014, 139, 195–204.

5. Loyse, A.; Burry, J.; Cohn, J.; Ford, N.; Chiller, T.; Ribeiro, I.; Koulla-Shiro, S.; Mghamba, J.; Ramadhani, A.;
Nyirenda, R.; et al. Leave no one behind: Response to new evidence and guidelines for the management of
cryptococcal meningitis in low-income and middle-income countries. Lancet Infect. Dis. 2018. [CrossRef]

6. Baxi, S.N.; Portnoy, J.M.; Larenas-Linnemann, D.; Phipatanakul, W. Exposure and Health Effects of Fungi on
Humans. J. Allergy Clin. Immunol. Pract. 2016, 4, 396–404. [CrossRef]

7. Dogra, S.; Narang, T. Emerging atypical and unusual presentations of dermatophytosis in India. Clin.
Dermatol. Rev. 2017, 1, 12–18. [CrossRef]

8. Singh, A.; Masih, A.; Monroy-Nieto, J.; Singh, P.K.; Bowers, J.; Travis, J.; Khurana, A.; Engelthaler, D.M.;
Meis, J.F.; Chowdhary, A. A unique multidrug-resistant clonal Trichophyton population distinct
from Trichophyton mentagrophytes/Trichophyton interdigitale complex causing an ongoing alarming
dermatophytosis outbreak in India: Genomic insights and resistance profile. Fungal Genet. Biol. 2019, 133,
103266. [CrossRef]

9. Verma, S.; Madhu, R. The Great Indian Epidemic of Superficial Dermatophytosis: An Appraisal. Indian J.
Dermatol. 2017, 62, 227–236.

10. Agarwal, U.S.; Saran, J.; Agarwal, P. Clinico-mycological study of dermatophytes in a tertiary care centre in
Northwest India. Indian J. Dermatol. Venereol. Leprol. 2014, 80, 194. [CrossRef]

11. Noronha, T.M.; Tophakhane, R.S.; Nadiger, S. Clinico-microbiological study of dermatophytosis in a
tertiary-care hospital in North Karnataka. Indian Dermatol. Online J. 2016, 7, 264–271. [CrossRef] [PubMed]

12. Khanjanasthiti, P. Germination and survival of dermatophyte spores in various environmental conditions.
Chiang Mai Med. 1984, 23, 83–98.

13. Vos, T.; Flaxman, A.D.; Naghavi, M.; Lozano, R.; Michaud, C.; Ezzati, M.; Shibuya, K.; Salomon, J.A.;
Abdalla, S.; Aboyans, V.; et al. Years lived with disability (YLDs) for 1160 sequelae of 289 diseases and
injuries 1990–2010: A systematic analysis for the Global Burden of Disease Study 2010. Lancet 2012, 380,
2163–2196. [CrossRef]

14. Denning, D.W. The ambitious ‘95–95 by 2025’ roadmap for the diagnosis and management of fungal diseases.
Thorax 2015, 70, 613–614. [CrossRef] [PubMed]

15. Ethiopian Ministry of Education. Ethiopia National Education Profile 2014 Update; Ethiopian Ministry of
Education: Addis Ababa, Ethiopia, 2014.

16. Ethiopian Ministry of Education. Education for All 2015 National Review Report: Ethiopia; Ethiopian Ministry
of Education: Addis Ababa, Ethiopia, 2015.

17. UNAIDS. DATA 2018. Available online: https://wwwunaidsorg/en/resources/documents/2018/unaids-data-
2018 (accessed on 10 June 2019).

18. Global HIV/AIDS Response: Epidemic Update and Health Sector Progress Towards Universal Access WHO, UNICEF,
UNAIDS; Progress Report; WHO: Geneva, Switzerland, 2011.

19. Estimates of TB and MDR-TB Burden in Ethiopia; WHO: Geneva, Switzerland, 2017.
20. Ethiopia Demographic and Health Surve; WHO: Addis Ababa, Ethiopia, 2011.
21. Progress Report 2011: Global HIV/AIDS Response; WHO: Geneva, Switzerland, 2011.
22. Tuberculosis Country Profiles. 2017. Available online: https://wwwwhoint/tb/country/data/profiles/en/

(accessed on 8 June 2019).
23. To, T.; Stanojevic, S.; Moores, G.; Gershon, A.S.; Bateman, E.D.; Cruz, A.A.; Boulet, L.P. Global asthma

prevalence in adults: Findings from the cross-sectional world health survey. BMC Public Health 2012, 12, 204.
[CrossRef]

http://dx.doi.org/10.1126/science.1222236
http://www.ncbi.nlm.nih.gov/pubmed/22582229
http://dx.doi.org/10.3390/jof3040057
http://www.ncbi.nlm.nih.gov/pubmed/29371573
http://dx.doi.org/10.1182/blood.V128.22.2527.2527
http://dx.doi.org/10.1016/S1473-3099(18)30493-6
http://dx.doi.org/10.1016/j.jaip.2016.01.008
http://dx.doi.org/10.4103/CDR.CDR_39_17
http://dx.doi.org/10.1016/j.fgb.2019.103266
http://dx.doi.org/10.4103/0378-6323.129434
http://dx.doi.org/10.4103/2229-5178.185488
http://www.ncbi.nlm.nih.gov/pubmed/27559499
http://dx.doi.org/10.1016/S0140-6736(12)61729-2
http://dx.doi.org/10.1136/thoraxjnl-2015-207305
http://www.ncbi.nlm.nih.gov/pubmed/26024686
https://wwwunaidsorg/en/resources/documents/2018/unaids-data-2018
https://wwwunaidsorg/en/resources/documents/2018/unaids-data-2018
https://wwwwhoint/tb/country/data/profiles/en/
http://dx.doi.org/10.1186/1471-2458-12-204


J. Fungi 2019, 5, 109 12 of 14

24. Musafiri, S.; van Meerbeeck, J.; Musango, L.; Brusselle, G.; Joos, G.; Seminega, B.; Rutayisire, C. Prevalence
of atopy, asthma and COPD in an urban and a rural area of an African country. Respir. Med. 2011, 105,
1596–1605. [CrossRef]

25. Beyene, T.; Zewde, A.G.; Balcha, A.; Hirpo, B.; Yitbarik, T.; Gebissa, T.; Rajasingham, R.; Boulware, D.R.
Inadequacy of High-Dose Fluconazole Monotherapy Among Cerebrospinal Fluid Cryptococcal Antigen
(CrAg)-Positive Human Immunodeficiency Virus-Infected Persons in an Ethiopian CrAg Screening Program.
Clin. Infect. Dis. 2017, 65, 2126–2129. [CrossRef]

26. Alemu, A.S.; Kempker, R.R.; Tenna, A.; Smitson, C.; Berhe, N.; Fekade, D.; Blumberg, H.M.; Aseffa, A. High
prevalence of Cryptococcal antigenemia among HIV-infected patients receiving antiretroviral therapy in
Ethiopia. PLoS ONE 2013, 8, e58377. [CrossRef]

27. Mamuye, A.T.; Bornstein, E.; Temesgen, O.; Blumberg, H.M.; Kempker, R.R. Point-of-Care Testing for
Cryptococcal Disease Among Hospitalized Human Immunodeficiency Virus-Infected Adults in Ethiopia.
Am. J. Trop. Med. Hyg. 2016, 95, 786–792. [CrossRef]

28. Beyene, T.; Woldeamanuel, Y.; Asrat, D.; Ayana, G.; Boulware, D.R. Comparison of cryptococcal antigenemia
between antiretroviral naïve and antiretroviral experienced HIV positive patients at two hospitals in Ethiopia.
PLoS ONE 2013, 8, e75585. [CrossRef]

29. Derbie, A.; Ayalew, W.; Mekonnen, D.; Alemu, M.; Mulugeta, Y. Magnitude of Cryptococcal Antigenemia
among HIV Infected Patients at a Referral Hospital, Northwest Ethiopia. Ethiop. J. Health Sci. 2018, 28,
369–374. [PubMed]

30. Aderaye, G.; Bruchfeld, J.; Aseffa, G.; Nigussie, Y.; Melaku, K.; Woldeamanuel, Y.; Asrat, D.; Worku, A.;
Gaegziabher, H.; Lebaad, M.; et al. Pneumocystis jiroveci pneumonia and other pulmonary infections in TB
smear-negative HIV-positive patients with atypical chest X-ray in Ethiopia. Scand. J. Infect. Dis. 2007, 39,
1045–1053. [CrossRef] [PubMed]

31. Aderaye, G.; Bruchfeld, J.; Olsson, M.; Lindquist, L. Occurrence of Pneumocystis carinii in HIV-positive
patients with suspected pulmonary tuberculosis in Ethiopia. Aids 2003, 17, 435–440. [CrossRef] [PubMed]

32. Fabian, F.M.; Kahabuka, F.K.; Petersen, P.E.; Shubi, F.M.; Jurgensen, N. Oral manifestations among people
living with HIV/AIDS in Tanzania. Int. Dent. J. 2009, 59, 187–191. [PubMed]

33. Smith, E.; Orholm, M. Trends and patterns of opportunistic diseases in Danish AIDS patients 1980–1990.
Scand. J. Infect. Dis. 1990, 22, 665–672. [CrossRef] [PubMed]

34. Denning, D.W.; Pleuvry, A.; Cole, D.C. Global burden of allergic bronchopulmonary aspergillosis with
asthma and its complication chronic pulmonary aspergillosis in adults. Med. Mycol. 2013, 51, 361–370.
[CrossRef] [PubMed]

35. Page, I.D.; Richardson, M.D.; Denning, D.W. Comparison of six Aspergillus-specific IgG assays for the
diagnosis of chronic pulmonary aspergillosis (CPA). J. Infect. 2016, 72, 240–249. [CrossRef]

36. Sobel, J.D. Vulvovaginal candidosis. Lancet 2007, 369, 1961–1971. [CrossRef]
37. Foxman, B.; Muraglia, R.; Dietz, J.P.; Sobel, J.D.; Wagner, J. Prevalence of recurrent vulvovaginal candidiasis

in 5 European countries and the United States: Results from an internet panel survey. J. Low Genit. Tract. Dis.
2013, 17, 340–345. [CrossRef]

38. Hibstu, D.T.; Kebede, D.L. Epidemiology of Tinea Capitis and Associated Factors among School Age Children
in Hawassa Zuria District, Southern Ethiopia, 2016. J. Bacteriol. Parasitol. 2017, 8, 2. [CrossRef]

39. Figueroa, J.I.; Hawranek, T.; Abraha, A.; Hay, R.J. Tinea capitis in south-western Ethiopia: A study of risk
factors for infection and carriage. Int. J. Dermatol. 1997, 36, 661–666. [CrossRef] [PubMed]

40. Murgia, V.; Bilcha, K.D.; Shibeshi, D. Community dermatology in Debre Markos: An attempt to define
children’s dermatological needs in a rural area of Ethiopia. Int. J. Dermatol. 2010, 49, 666–671. [CrossRef]
[PubMed]

41. Leiva-Salinas, M.; Marin-Cabanas, I.; Betlloch, I.; Tesfasmariam, A.; Reyes, F.; Belinchon, I.; Ramos, J.M. Tinea
capitis in schoolchildren in a rural area in southern Ethiopia. Int. J. Dermatol. 2015, 54, 800–805. [CrossRef]
[PubMed]

42. Kitonsa, J.; Mayanja, Y.; Aling, E.; Kiwanuka, J.; Namutundu, J.; Anywaine, Z.; Ggayi, A.-B.; Kibengo, F.;
Kiwanuka, N.; Kaleebu, P. Factors affecting mortality among HIV positive patients two years after completing
recommended therapy for Cryptococcal meningitis in Uganda. PLoS ONE 2019, 14, e0210287. [CrossRef]
[PubMed]

http://dx.doi.org/10.1016/j.rmed.2011.06.013
http://dx.doi.org/10.1093/cid/cix613
http://dx.doi.org/10.1371/journal.pone.0058377
http://dx.doi.org/10.4269/ajtmh.15-0857
http://dx.doi.org/10.1371/journal.pone.0075585
http://www.ncbi.nlm.nih.gov/pubmed/30607049
http://dx.doi.org/10.1080/00365540701474508
http://www.ncbi.nlm.nih.gov/pubmed/17852928
http://dx.doi.org/10.1097/00002030-200302140-00018
http://www.ncbi.nlm.nih.gov/pubmed/12556698
http://www.ncbi.nlm.nih.gov/pubmed/19774801
http://dx.doi.org/10.3109/00365549009027119
http://www.ncbi.nlm.nih.gov/pubmed/2135639
http://dx.doi.org/10.3109/13693786.2012.738312
http://www.ncbi.nlm.nih.gov/pubmed/23210682
http://dx.doi.org/10.1016/j.jinf.2015.11.003
http://dx.doi.org/10.1016/S0140-6736(07)60917-9
http://dx.doi.org/10.1097/LGT.0b013e318273e8cf
http://dx.doi.org/10.4172/2155-9597.1000309
http://dx.doi.org/10.1046/j.1365-4362.1997.00236.x
http://www.ncbi.nlm.nih.gov/pubmed/9352406
http://dx.doi.org/10.1111/j.1365-4632.2009.04284.x
http://www.ncbi.nlm.nih.gov/pubmed/20618472
http://dx.doi.org/10.1111/ijd.12691
http://www.ncbi.nlm.nih.gov/pubmed/25557908
http://dx.doi.org/10.1371/journal.pone.0210287
http://www.ncbi.nlm.nih.gov/pubmed/30699151


J. Fungi 2019, 5, 109 13 of 14

43. Rajasingham, R.; Smith, R.M.; Park, B.J.; Jarvis, J.N.; Govender, N.P.; Chiller, T.M.; Denning, D.W.; Loyse, A.;
Boulware, D.R. Global burden of disease of HIV-associated cryptococcal meningitis: An updated analysis.
Lancet Infect. Dis. 2017, 17, 873–881. [CrossRef]

44. Denning, D.W. Minimizing fungal disease deaths will allow the UNAIDS target of reducing annual AIDS
deaths below 500 000 by 2020 to be realized. Philos. Trans. R. Soc. Lond. B Biol. Sci. 2016, 371, 20150468.
[CrossRef] [PubMed]

45. De Armas Rodríguez, Y.; Wissmann, G.; Müller, A.L.; Pederiva, M.A.; Brum, M.C.; Brackmann, R.L.; Capó de
Paz, V.; Calderón, E.J. Pneumocystis jirovecii pneumonia in developing countries. Parasite 2011, 18, 219–228.
[CrossRef]

46. Aderaye, G.; Woldeamanuel, Y.; Asrat, D.; Lebbad, M.; Beser, J.; Worku, A.; Fernandez, V.; Lindquist, L.
Evaluation of Toluidine Blue O staining for the diagnosis of Pneumocystis jiroveci in expectorated sputum
sample and bronchoalveolar lavage from HIV-infected patients in a tertiary care referral center in Ethiopia.
Infection 2008, 36, 237–243. [CrossRef]

47. Mulu, A.; Kassu, A.; Anagaw, B.; Moges, B.; Gelaw, A.; Alemayehu, M.; Belyhun, Y.; Biadglegne, F.; Hurissa, Z.;
Moges, F.; et al. Frequent detection of ’azole’ resistant Candida species among late presenting AIDS patients
in northwest Ethiopia. BMC Infect. Dis. 2013, 13, 82. [CrossRef]

48. Xiao, J.; Gao, G.; Li, Y.; Zhang, W.; Tian, Y.; Huang, Y.; Su, W.; Han, N.; Yang, D.; Zhao, H. Correction:
Spectrums of Opportunistic Infections and Malignancies in HIV-Infected Patients in Tertiary Care Hospital,
China. PLoS ONE 2014, 9. [CrossRef]

49. Matee, M.I.; Scheutz, F.; Moshy, J. Occurrence of oral lesions in relation to clinical and immunological status
among HIV-infected adult Tanzanians. Oral Dis. 2000, 6, 106–111. [CrossRef] [PubMed]

50. Amin, R.; Dupuis, A.; Aaron, S.D.; Ratjen, F. The effect of chronic infection with Aspergillus fumigatus
on lung function and hospitalization in patients with cystic fibrosis. Chest 2010, 137, 171–176. [CrossRef]
[PubMed]

51. Schweer, K.E.; Bangard, C.; Hekmat, K.; Cornely, O.A. Chronic pulmonary aspergillosis. Mycoses 2014, 57,
257–270. [CrossRef] [PubMed]

52. Singh, M.; Das, S.; Chauhan, A.; Paul, N.; Sodhi, K.S.; Mathew, J.; Chakrabarti, A. The diagnostic criteria for
allergic bronchopulmonary aspergillosis in children with poorly controlled asthma need to be re-evaluated.
Acta Paediatr. 2015, 104, e206–e209. [CrossRef]

53. Denning, D. How Common are Fungal Diseases? 2016. Available online: http://wwwfungalinfectiontrustorg/

How%20Common%20are%20Fungal%20Diseases5pdf (accessed on 18 March 2019).
54. Pohl, C.; Jugheli, L.; Haraka, F.; Mfinanga, E.; Said, K.; Reither, K. Pulmonary aspergilloma: A treatment

challenge in sub-Saharan Africa. PLoS Negl. Trop. Dis. 2013, 7, e2352. [CrossRef]
55. Lortholary, O.; Gangneux, J.P.; Sitbon, K.; Lebeau, B.; de Monbrison, F.; Le Strat, Y.; Coignard, B.; Dromer, F.;

Bretagne, S. Epidemiological trends in invasive aspergillosis in France: The SAIF network (2005–2007). Clin.
Microbiol. Infect. 2011, 17, 1882–1889. [CrossRef]

56. Yan, X.; Li, M.; Jiang, M.; Zou, L.Q.; Luo, F.; Jiang, Y. Clinical characteristics of 45 patients with invasive
pulmonary aspergillosis: Retrospective analysis of 1711 lung cancer cases. Cancer 2009, 115, 5018–5025.
[CrossRef]

57. Guinea, J.; Torres-Narbona, M.; Gijon, P.; Munoz, P.; Pozo, F.; Pelaez, T.; de Miguel, J.; Bouza, E. Pulmonary
aspergillosis in patients with chronic obstructive pulmonary disease: Incidence, risk factors, and outcome.
Clin. Microbiol. Infect. 2010, 16, 870–877. [CrossRef]

58. Denning, D.W.; Kneale, M.; Sobel, J.D.; Rautemaa-Richardson, R. Global burden of recurrent vulvovaginal
candidiasis: A systematic review. Lancet Infect. Dis. 2018, 18, e339–e347. [CrossRef]

59. Rathod, S.D.; Buffler, P.A. Highly-cited estimates of the cumulative incidence and recurrence of vulvovaginal
candidiasis are inadequately documented. BMC Womens Health 2014, 14, 43. [CrossRef]

60. Amouri, I.; Sellami, H.; Borji, N.; Abbes, S.; Sellami, A.; Cheikhrouhou, F.; Maazoun, L.; Khaled, S.; Khrouf, S.;
Boujelben, Y.; et al. Epidemiological survey of vulvovaginal candidosis in Sfax, Tunisia. Mycoses 2011, 54,
e499–e505. [CrossRef] [PubMed]

61. Aderaye, G.; Seifu, D. African histoplasmosis in Ethiopia: A case report. East Afr. Med. J. 1987, 64, 428–430.
[PubMed]

62. Von Eiff, M.; Roos, N.; Schulten, R.; Hesse, M.; Zuhlsdorf, M.; van de Loo, J. Pulmonary aspergillosis: Early
diagnosis improves survival. Respiration 1995, 62, 341–347. [CrossRef] [PubMed]

http://dx.doi.org/10.1016/S1473-3099(17)30243-8
http://dx.doi.org/10.1098/rstb.2015.0468
http://www.ncbi.nlm.nih.gov/pubmed/28080991
http://dx.doi.org/10.1051/parasite/2011183219
http://dx.doi.org/10.1007/s15010-007-7191-8
http://dx.doi.org/10.1186/1471-2334-13-82
http://dx.doi.org/10.1371/annotation/bbbcd86d-200e-49d6-a3e3-aef3e083fab2
http://dx.doi.org/10.1111/j.1601-0825.2000.tb00110.x
http://www.ncbi.nlm.nih.gov/pubmed/10702788
http://dx.doi.org/10.1378/chest.09-1103
http://www.ncbi.nlm.nih.gov/pubmed/19567494
http://dx.doi.org/10.1111/myc.12152
http://www.ncbi.nlm.nih.gov/pubmed/24299422
http://dx.doi.org/10.1111/apa.12930
http://wwwfungalinfectiontrustorg/How%20Common%20are%20Fungal%20Diseases5pdf
http://wwwfungalinfectiontrustorg/How%20Common%20are%20Fungal%20Diseases5pdf
http://dx.doi.org/10.1371/journal.pntd.0002352
http://dx.doi.org/10.1111/j.1469-0691.2011.03548.x
http://dx.doi.org/10.1002/cncr.24559
http://dx.doi.org/10.1111/j.1469-0691.2009.03015.x
http://dx.doi.org/10.1016/S1473-3099(18)30103-8
http://dx.doi.org/10.1186/1472-6874-14-43
http://dx.doi.org/10.1111/j.1439-0507.2010.01965.x
http://www.ncbi.nlm.nih.gov/pubmed/21039942
http://www.ncbi.nlm.nih.gov/pubmed/3691358
http://dx.doi.org/10.1159/000196477
http://www.ncbi.nlm.nih.gov/pubmed/8552866


J. Fungi 2019, 5, 109 14 of 14

63. Vandewoude, K.H.; Blot, S.I.; Depuydt, P.; Benoit, D.; Temmerman, W.; Colardyn, F.; Vogelaers, D. Clinical
relevance of Aspergillus isolation from respiratory tract samples in critically ill patients. Crit. Care 2006,
10, R31. [CrossRef] [PubMed]

64. Kreusch, A.; Karstaedt, A.S. Candidemia among adults in Soweto, South Africa, 1990–2007. Int. J. Infect. Dis.
2013, 17, e621–e623. [CrossRef] [PubMed]

65. Anonymous. Global, regional, and national age-sex specific all-cause and cause-specific mortality for 240
causes of death, 1990–2013: A systematic analysis for the Global Burden of Disease Study 2013. Lancet 2015,
385, 117–171. [CrossRef]

66. Kwizera, R.; Musaazi, J.; Meya, D.B.; Worodria, W.; Bwanga, F.; Kajumbula, H.; Fowler, S.J.; Kirenga, B.J.;
Gore, R.; Denning, D.W. Burden of fungal asthma in Africa: A systematic review and meta-analysis.
PLoS ONE 2019, 14, e0216568. [CrossRef]

67. Faini, D.; Maokola, W.; Furrer, H.; Hatz, C.; Battegay, M.; Tanner, M.; Denning, D.W.; Letang, E. Burden of
serious fungal infections in Tanzania. Mycoses 2015, 58, 70–79. [CrossRef]

68. Guto, J.A.; Bii, C.C.; Denning, D.W. Estimated burden of fungal infections in Kenya. J. Infect. Dev. Ctries.
2016, 10, 777–784. [CrossRef]

69. Guidelines for Managing Advanced HIV Disease and Rapid Initiation of Antiretroviral Therapy. 2017.
Available online: https://wwwwhoint/hiv/pub/guidelines/advanced-HIV-disease/en/ (accessed on 25
October 2019).

70. Boulware, D.R.; Meya, D.B.; Muzoora, C.; Rolfes, M.A.; Huppler Hullsiek, K.; Musubire, A.; Taseera, K.;
Nabeta, H.W.; Schutz, C.; Williams, D.A.; et al. Timing of antiretroviral therapy after diagnosis of cryptococcal
meningitis. N. Engl. J. Med. 2014, 370, 2487–2498. [CrossRef]

71. Federal Ministry of Health. National Guidelines for Comprehensive HIV Prevention, Care and Treatment; Federal
Ministry of Health: Addis Ababa, Ethiopia, 2018.

72. Mekonnen, D.; Derbie, A.; Mekonnen, H.; Zenebe, Y. Profile and treatment outcomes of patients with
tuberculosis in Northeastern Ethiopia: A cross sectional study. Afr. Health Sci. 2016, 16, 663–670. [CrossRef]
[PubMed]

73. Denning, D.W.; Page, I.D.; Chakaya, J.; Jabeen, K.; Jude, C.M.; Cornet, M.; Alastruey-Izquierdo, A.;
Bongomin, F.; Bowyer, P.; Chakrabarti, A.; et al. Case Definition of Chronic Pulmonary Aspergillosis in
Resource-Constrained Settings. Emerg. Infect. Dis. 2018, 24, e171312. [CrossRef] [PubMed]

74. Stucky Hunter, E.; Richardson, M.D.; Denning, D.W. Evaluation of LDBio Aspergillus ICT Lateral Flow
Assay for IgG and IgM Antibody Detection in Chronic Pulmonary Aspergillosis. J. Clin. Microbiol. 2019,
57, e00538. [CrossRef] [PubMed]

75. Adeloye, D.; Chan, K.Y.; Rudan, I.; Campbell, H. An estimate of asthma prevalence in Africa: A systematic
analysis. Croat. Med. J. 2013, 54, 519–531. [CrossRef] [PubMed]

76. Woldeamanuel, Y.; Leekassa, R.; Chryssanthou, E.; Menghistu, Y.; Petrini, B. Prevalence of tinea capitis in
Ethiopian schoolchildren. Mycoses 2005, 48, 137–141. [CrossRef] [PubMed]

77. Coulibaly, O.; L’Ollivier, C.; Piarroux, R.; Ranque, S. Epidemiology of human dermatophytoses in Africa.
Med. Mycol. 2018, 56, 145–161. [CrossRef] [PubMed]

78. Adesiji, Y.O.; Omolade, F.B.; Aderibigbe, I.A.; Ogungbe, O.; Adefioye, O.A.; Adedokun, S.A.; Adekanle, M.A.;
Ojedele, R. Prevalence of Tinea Capitis among Children in Osogbo, Nigeria, and the Associated Risk Factors.
Diseases 2019, 7, 13. [CrossRef]

79. Wisplinghoff, H.; Ebbers, J.; Geurtz, L.; Stefanik, D.; Major, Y.; Edmond, M.B.; Wenzel, R.P.; Seifert, H.
Nosocomial bloodstream infections due to Candida spp. in the USA: Species distribution, clinical features
and antifungal susceptibilities. Int. J. Antimicrob. Agents 2014, 43, 78–81. [CrossRef]

© 2019 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1186/cc4823
http://www.ncbi.nlm.nih.gov/pubmed/16507158
http://dx.doi.org/10.1016/j.ijid.2013.02.010
http://www.ncbi.nlm.nih.gov/pubmed/23535300
http://dx.doi.org/10.1016/S0140-6736(14)61682-2
http://dx.doi.org/10.1371/journal.pone.0216568
http://dx.doi.org/10.1111/myc.12390
http://dx.doi.org/10.3855/jidc.7614
https://wwwwhoint/hiv/pub/guidelines/advanced-HIV-disease/en/
http://dx.doi.org/10.1056/NEJMoa1312884
http://dx.doi.org/10.4314/ahs.v16i3.4
http://www.ncbi.nlm.nih.gov/pubmed/27917197
http://dx.doi.org/10.3201/eid2408.171312
http://www.ncbi.nlm.nih.gov/pubmed/30016256
http://dx.doi.org/10.1128/JCM.00538-19
http://www.ncbi.nlm.nih.gov/pubmed/31217272
http://dx.doi.org/10.3325/cmj.2013.54.519
http://www.ncbi.nlm.nih.gov/pubmed/24382846
http://dx.doi.org/10.1111/j.1439-0507.2004.01081.x
http://www.ncbi.nlm.nih.gov/pubmed/15743433
http://dx.doi.org/10.1093/mmy/myx048
http://www.ncbi.nlm.nih.gov/pubmed/28992062
http://dx.doi.org/10.3390/diseases7010013
http://dx.doi.org/10.1016/j.ijantimicag.2013.09.005
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Results 
	Country Profile 
	Cryptococcal Meningitis 
	Pneumocystis jirovecii Pneumonia 
	Oral Candidiasis 
	Oesophageal Candidiasis 
	Allergic Fungal Respiratory Diseases 
	Chronic Pulmonary Aspergillosis (CPA) 
	Invasive Aspergillosis (IA) 
	Candida Infections 
	Other Fungal Infections 
	Estimate of Fungal Infections-Associated Mortality in Ethiopia 

	Discussion 
	Conclusions 
	References

