Communication

Implantation Mycoses and Invasive Fungal Infections with
Cutaneous Involvement in Tropical Taiwan: An 11-Year
Retrospective Study of a Medical Center

Ting-Jung Hsu !

check for
updates

Citation: Hsu, T.-].; Lee, C.-H.
Implantation Mycoses and Invasive
Fungal Infections with Cutaneous
Involvement in Tropical Taiwan: An
11-Year Retrospective Study of a
Medical Center. . Fungi 2023, 9, 322.
https://doi.org/10.3390/j0f9030322

Academic Editor: Wen-Liang Yu

Received: 6 January 2023
Revised: 25 February 2023
Accepted: 28 February 2023
Published: 5 March 2023

Copyright: © 2023 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 (https://
creativecommons.org/licenses /by /
4.0/).

and Chih-Hung Lee 1,2,%

Department of Dermatology, Kaohsiung Chang Gung Memorial Hospital, Chang Gung University College of
Medicine, Kaohsiung 833, Taiwan

Institute of Translational Research in Biomedicine, Kaohsiung Chang Gung Memorial Hospital,

Kaohsiung 833, Taiwan

Correspondence: dermlee@gmail.com

Abstract: Background: The rising incidence of implantation mycoses and invasive fungal infections
prompts the need for studies describing the latest trends of these diseases; however, the literature
remains scarce from tropical Asia in recent years. We shared our 11-year clinical experience at a
tertiary center in Southern Taiwan to improve physicians’ understanding of the diseases, which
could help them assume appropriate management strategies. Patients and methods: Forty cases
of pathology-proven cases of implantation mycoses and invasive fungal infections with cutaneous
involvement were retrospectively reviewed. The epidemiology, patients’ characteristics, initial
clinical impressions, fungal species, management, and outcomes were compared and reported.
Results: Fonsecaea sp. was the most commonly (14%) involved species in implantation mycoses.
The percentages of immunocompromised patients with implantation mycoses and invasive fungal
infections were 26% and 60%, respectively. Additionally, 46% of patients with implantation mycoses
had type 2 diabetes mellitus. The lesions were commonly mistaken for skin appendage tumors, skin
cancers, and hyperkeratotic dermatoses. The prognosis was favorable for the implantation mycoses
(83% showed clinical improvement) but bleak for the invasive fungal infections (100% mortality).
Conclusions: Presentations of implantation mycoses and invasive fungal infections vary widely, and
immunocompromised status and diabetes mellitus are important associated factors.

Keywords: implantation mycoses; invasive fungal infections; deep fungal infections

1. Introduction

Fungal infections are some of the most common diseases in dermatology, affecting
a billion patients globally [1]. Fungal infections can be broadly classified by the depth
of involvement. Superficial fungal infections, such as dermatophytosis and cutaneous
candidiasis, affect the epidermis and adnexal structures, whereas implantation mycoses,
also known as subcutaneous fungal infections, involve the dermis and subcutaneous tissues.
Invasive fungal infections refer to systemic conditions that involve internal organs, yet
these diseases can also manifest as cutaneous lesions when the skin is affected.

While superficial fungal infections can be easily treated, the implantation mycoses
and invasive fungal infections can cause significant morbidity and mortality [1,2]. The
cutaneous manifestations of implantation mycoses and invasive fungal infections with
skin involvement are diverse, and a skin biopsy is usually needed to confirm the diagnosis
and identify causative organisms [3,4]. The diagnosis remains a big challenge due to the
non-specific skin findings [5] and the difficulty of a fungal culture [6]. A recent rise in
incidence [7] has revealed a more imminent necessity for both general practitioners and
dermatologists to be familiarized with the clinical manifestations and management of the
diseases. Despite a few studies that have summarized cases from the first decade of the
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21st century [8,9], the literature in recent years remains scarce for better characterizing the
latest increase of deep fungal infections in Asia, particularly in tropical Asia.

This study aimed to broaden the understanding of the increasing implantation mycoses
and invasive fungal infections with cutaneous involvement by summarizing the recent
11-year experience at a tertiary medical referral center in Southern Taiwan.

2. Patients and Methods
2.1. Study Site

This study was conducted at Kaohsiung Chang Gung Memorial Hospital, a tertiary
medical center in tropical Taiwan (geolocalization: 22°39'02” N, 120°21'22" E).

2.2. Study Design and Population

From 2012 to 2022, all the medical records of patients visiting the study site for
the suspicion of fungal infection were considered. Included patients were those with
diagnoses of skin fungal infections that were proven by pathological examination of the
biopsied tissues that did or did not have fungal culture results. The patients with known
superficial fungal infections, fungal colonization in keratin layers, or fungal folliculitis were
not included.

2.3. Case Definition and Studied Variables

The patients were classified as having implantation mycoses if no evidence of systemic
involvement was found, or as having invasive fungal infections otherwise. The clinical
records were manually reviewed by board-certified dermatologists to obtain information
regarding the age, gender, risk factors including gardening habits and immunosuppression
status, clinical presentations, first clinical impressions, pathology findings, culture results,
antigen research, underlying systemic diseases, disease duration, treatment, and outcomes.

2.4. Statistical Analysis

Descriptive statistics were calculated for quantitative variables, including the median
and range of age and the median duration of lesions. Frequencies were calculated for the
following qualitative variables: gender, history of local injury, gardening habits, immuno-
compromised state, type 2 diabetes mellitus, first impression, obtaining fungal culture, and
improvement after treatment.

3. Results

A total of 65 medical records were reviewed, and 40 cases were included. Among
the 40 patients, 35 patients had implantation mycoses, and 5 patients had invasive fungal
infections with a cutaneous involvement. Table 1 summarizes the patient characteristics for
both groups.

Table 1. The demographics and clinical characteristics in implantation mycoses and invasive fungal
infections with skin involvement.

Implantation Invasive Fungal Infections with
Mycoses Skin Involvement (n = 5)
(n=35)
Patient characteristics
Median age (range) 68 years (9-88) 64 years (50-71)
Male/female ratio 25:10 4:1
History of local injury caused by plants 3 (9%) 0 (0%)
Gardening habits 8 (23%) 0 (0%)
Immunocompromised 9 (26%) 3 (60%)
Hematologic malignancy under chemotherapy 2 1
Aplastic anemia 0 2
Acquired immunodeficiency syndrome 1 0
Systemic corticosteroid > 1 month 6 0

Type 2 diabetes mellitus 16 (46%) 2 (40%)
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Table 1. Cont.

Implantation Invasive Fungal Infections with
Mycoses .
Skin Involvement (n = 5)

(n =35)
Clinical characteristics
Median duration of lesions 5 months 3 days
Correct first impression ! 24 (69%) 4 (80%)
Fungal culture performed 22 (63%) 4 (80%)
Improvement after antifungal treatment 2 29 (83%) 0 (0%)

1 Fungal infection was listed as one of the differential diagnoses after the first evaluation. 2 Lesions shrunk in size.

3.1. Patient Characteristics

Male patients were more commonly involved than female patients in both types. The
median age in years was 68 and 64 for implantation mycoses and invasive fungal infections,
respectively. Nine patients (26%) with implantation mycoses were immunocompromised.
Included in these cases, one had acute myeloid leukemia (AML) and was on palliative
chemotherapy, one had lymphoma and was receiving chemotherapy, one had acquired
immune deficiency syndrome with low CD4 cell count, and six patients were receiving
long-term (>1 month) systemic corticosteroid treatment for systemic lupus erythematosus
(one case), polymyositis (one case), rheumatoid arthritis (two cases), chronic obstructive pul-
monary disease (one case), and autoimmune hemolytic anemia (one case). Type 2 diabetes
mellitus (DM) was found in 16 patients (46%). Most patients relied on oral hypoglycemic
agents, whereas one patient required insulin injections for glycemic control. The mean level
of glycosylated hemoglobin (HbA1c) was 8.4% in nine patients with available laboratory
results at the time of diagnosis.

Three patients with invasive fungal infections had compromised immune systems,
including two patients with severe aplastic anemia and one patient with AML for which
palliative chemotherapy was given. The blood counts of these patients showed severe
leukopenia of less than 500 white blood cells/uL. Another patient with systemic infections
had poorly controlled type 2 DM (HbA1lc 10.1% at the time of infection). One patient on
oral hypoglycemic agents had type 2 DM with an HbAlc of 7.1% at the time of diagnosis,
but the patient did not otherwise exhibit evidence of immunosuppression.

3.2. Clinical Presentation and History

Implantation mycoses manifested as papuloplaques (29 cases, 83%), nodules (4 cases,
11%), and ulcerations (2 cases, 6%). The appearance of common skin lesions is shown in
Figure 1. In four cases (11%), the lesions developed bilaterally. The onset was usually slow,
with a median duration of 5 months. There were 21 patients (60%) who were asymptomatic;
other reported accompanying symptoms were mostly mild, including pain in 7 patients,
itchiness in 6 patients, and a burning sensation in 1 patient. Common locations were the
upper limbs, especially the forearms or dorsal hands (26 patients, 74%), with fewer patients
developing lesions on the lower limbs (4 patients, 11%) and posterior thighs (2 patients,
6%). Other patients presented lesions on the upper and lower extremities (one patient, 3%),
abdomen (one patient, 3%), and eyelid (one patient, 3%).

The skin lesions of the invasive fungal infections usually developed acutely with
bilateral involvement within a few days. The most common presentation was multiple
erythematous papules on the bilateral upper and lower limbs with or without tenderness,
seen in three patients (Figure 2a). In the other two patients, necrotic plaques on the noses
were the initial presentation (Figure 2b), and one of them also developed multiple purpuric
patches on bilateral distal limbs.
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(b)

(c) (d)

Figure 1. Common appearances of implantation mycoses: (a) papuloplaques on the dorsal hand
(Mucor sp.); (b) papuloplaque with a verrucous surface (Nigrospora); (c) nodule on the dorsal hand
(unknown pathogen); and (d) ulceration on posterior thigh (unknown pathogen).

(a) (b)

Figure 2. Skin lesions of systemic mycoses: (a) erythematous papules on the ankle and four limbs

(unknown pathogen); and (b) necrotic plaques on the nose tip (Candida albicans).
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The history of contact with plants or crops was more commonly elicited in patients
with implantation mycoses. Eight patients (23%) with local infections reported gardening
habits. Three patients recalled a history of injury or penetrating injury by plants before the
infections ensued. In contrast, none of the patients with invasive fungal infections reported
agricultural injury or a history of gardening work. None of the patients with invasive
fungal infections had prior superficial fungal infections according to medical records.

3.3. First Clinical Impression before Biopsy

The physicians correctly concluded subcutaneous mycoses as the first differential
diagnosis in 24 patients (69%). The common differential diagnoses for cases in which the
subcutaneous mycoses were not suspected were skin cancers (two cases, 6%), epidermal
cysts (two cases, 6%), and ganglion cysts (two cases, 6%), followed by granuloma annulare,
foreign body granuloma, lipoma, impetigo, and porokeratosis (each with one case). Among
cases with correct impressions, fungal culture from biopsied tissues was performed in 75%
of patients, whereas only 36% of patients of incorrect first impressions had fungal cultures.

3.4. Histopathological Examination

Periodic acid-Schiff (PAS) and Grocott’s methenamine silver (GMS) staining showed
positive fungal evidence in 28 (80%) and 3 (60%) patients in implantation mycoses and
invasive fungal infections, respectively. Most pathology findings presented with granulo-
matous inflammation or microabscess. Chromoblastomycosis was found in seven cases
(20%), as evidenced by brownish muriform cells and pseudoepitheliomatous hyperplasia
microscopically. None of the patients had phaeohyphomycosis.

3.5. Microbiology

Out of 35 cases of implantation mycoses, fungal cultures from the skin tissue were
performed in 22 patients (63%). Among these obtained cultures, no fungal growth was
found in eight cases (36%). Among the cultures showing positive fungal growth, the
most commonly identified pathogens were Fonsecaea sp. in five cases (14%), followed
by non-specific molds in three cases, Candida albicans in one case, and one case each for
Prototheca sp., Nigrospora sp., Aspergillus niger, Mucor sp., and Microsphaeropsis arundinis.
Two patients had fungal growth from the aerobic bacterial culture of pus, which showed
mold and Pleosporales.

Four patients with invasive fungal infections underwent fungal cultures from skin
tissue. Candida albicans was identified in one patient, Fusarium sp. was found in another
patient, and no fungal growth was noticed in the other two. One patient underwent an
aerobic bacterial culture, which later showed the growth of molds.

3.6. Treatment

The most commonly prescribed first-line treatment for the implantation mycoses in
the studied patients was oral itraconazole, which was used in 25 patients (71%). Other
antifungal agents of choice included fluconazole (two cases, 6%) and terbinafine (one case,
3%). The median itraconazole treatment duration was 12 weeks. Itraconazole was used as
a single treatment if clinical improvement was observed, or switched to other antifungal
medications if the treatment response was poor, which was noticed in eight patients.
Three patients had mildly elevated liver function (elevation of alanine transaminase within
3 times the normal upper limits) after taking oral itraconazole; however, the medications
were continued unless a poor clinical response was noted. In the 15 patients (43%) using
itraconazole as a single regimen, 10 patients showed an obvious clinical improvement
(the lesions shrunk in size, and the patient discontinued oral medication). Among the
28 patients (80%) that were administered the oral antifungal agents, five patients (18%)
underwent subsequent surgical excisions of skin lesions after the lesions became sufficiently
small for surgery. Seven patients (20%) underwent total excisions of skin lesions directly
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without prior oral medications, and two of them were given 2 weeks and 5 weeks of
itraconazole after the surgery, respectively.

Voriconazole was used as the initial antifungal agent in three patients with systemic infec-
tions. The other two patients received systemic micafungin and amphotericin B, respectively.

3.7. Clinical Outcomes

Twenty-nine patients (83%) with implantation mycoses improved after an antifungal
treatment and/or surgery. No implantation mycoses-related mortality was noticed. Three
cases had a disease recurrence after an initial clinical improvement. All patients with
invasive fungal infections showed no improvement after systemic antifungal treatments
and died from the infections within days to weeks of the diagnosis.

4. Discussion

In this study, we reviewed 40 cases of implantation mycoses and invasive fungal
infections with a cutaneous involvement across an 11-year span at a tertiary medical
center in Southern Taiwan; we summarized the initial clinical presentations, first clinical
impressions from dermatologists, microbiology, pathological findings, treatment, and
the clinical outcomes of these diseases. The characterization of the recent trends in the
increasing incidence of these diseases indicates that physicians should perform necessary
evaluations and administer appropriate treatments.

The findings suggest that Fonsecaea sp. was the most common species involved in
implantation mycoses. The high incidence of Fonsecaea sp. was also discovered in other
previous studies from Taiwan [8] and countries in South Asia, including India [5] and
Sri Lanka [10]. However, the distribution of the pathogen species exhibited a remarkable
geographical variation. For example, in a 12-year retrospective study in South Korea [11],
Candida sp. was the top identified species, and Fonsecaea sp. was not found in any patient.
In another study, which included 33 cases in the United States [12], Blastomyces dermatitidis
was the most common species, and Fonsecaea sp. was again not identified. Therefore, the
difference in climate and the prevalence of the local species must be considered during the
clinical evaluation.

The upper extremities, especially the forearms and dorsal hands, were the most
frequently infected in this study. Interestingly, this contrasts with previous studies in which
the lower extremities were the most common infection sites [5,9,11,13,14]. The cause of
such a difference remains unclear. However, because local infections usually originate from
the direct inoculation of fungi by penetrating trauma, this may be due to the difference
between gardening habits and agricultural work on lower leg protection. In fact, all eight
patients with gardening histories had lesions on their forearms, supporting the hypothesis
that some unnoticed minor injuries had possibly occurred.

The first clinical impression before a biopsy varied greatly due to the non-specific
presentation of the deep fungal infections and the infrequency of a reported trauma history.
The difficulty of making the correct differential diagnoses led to a lower rate of performing
timely and appropriate culture procedures during the evaluation. From the clinical ap-
pearances, the lesions were commonly mistaken as skin appendage tumors, hyperkeratotic
lesions, and skin cancers. It is thus important for clinicians to become aware of other
diagnosis clues, such as gardening or agriculture-related history and the presence of DM or
immunosuppression. Only one out of 11 patients with incorrect diagnoses did not have
any of the abovementioned clues, demonstrating the utility of this approach.

Several limitations exist in this study. First, the incidence of invasive fungal infections
may have been underestimated because critical patients may not receive skin biopsies or
fungal cultures. A prospective study that includes a biopsy or culture for all suspicious
cases will be helpful in accurately estimating the incidence of invasive fungal infections.
Second, species identification was not successful in many cases due to laboratory limitations.
To construct a more detailed profile of species in fungal infections, future collaboration
with advanced fungal laboratories will be beneficial in both clinical and research settings.
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Finally, the results of a single-center study also suffer from the lack of generalizability to
other geographical areas. Careful interpretation must be taken when seeing patients in
other regions.

5. Conclusions

Fonsecaea sp. are commonly identified causative pathogens in implantation mycoses.
Implantation mycoses and invasive fungal infections could present in a variety of ways
and are associated with immunocompromised status and diabetes mellitus.

Author Contributions: Conceptualization, T.-]. H. and C.-H.L.; methodology, T.-].H. and C.-H.L,;
software, T.-].H.; validation, T.-].H.; formal analysis, T.-]. H.; investigation, T.-].H.; resources, T.-].H.;
data curation, T.-J.H.; writing—original draft preparation, T.-].H.; writing—review and editing,
C.-H.L,; visualization, T.-].H.; supervision, C.-H.L.; project administration, C.-H.L. All authors have
read and agreed to the published version of the manuscript.

Funding: This research received funding from Chang Gung Memorial Foundation (CMRPG8K0293
and CORPGSLO0211).

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki and approved by the Institutional Review Board of Kaohsiung Chang Gung Memorial
Hospital (IRB number: 202201693B0).

Informed Consent Statement: Written informed consent was obtained from patients with identifying
information.

Data Availability Statement: The data is unavailable due to patient privacy.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. 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]

2. Brown, G.D.; Denning, D.W.; Gow, N.A_; Levitz, S.M.; Netea, M.G.; White, T.C. Hidden Killers: Human Fungal Infections. Sci.
Transl. Med. 2012, 4, 165rv13. [CrossRef] [PubMed]

3. Ma, Y,; Wang, X.; Li, R. Cutaneous and Subcutaneous Fungal Infections: Recent Developments on Host-Fungus Interactions. Curr.
Opin. Microbiol. 2021, 62, 93-102. [CrossRef] [PubMed]

4. Koga, T.; Matsuda, T.; Matsumoto, T.; Furue, M. Therapeutic Approaches to Subcutaneous Mycoses. Am. J. Clin. Dermatol. 2003, 4,
537-543. [CrossRef] [PubMed]

5. Verma, S.; Thakur, B.K.; Raphael, V.; Thappa, D.M. Epidemiology of Subcutaneous Mycoses in Northeast India: A Retrospective
Study. Indian J. Dermatol. 2018, 63, 496. [PubMed]

6.  Antinori, S.; Corbellino, M.; Parravicini, C. Challenges in the Diagnosis of Invasive Fungal Infections in Immunocompromised
Hosts. Curr. Fungal Infect. Rep. 2018, 12, 12-22. [CrossRef] [PubMed]

7. Agarwal, R;; Singh, G.; Ghosh, A.; Verma, K.K.; Pandey, M.; Xess, I. Chromoblastomycosis in India: Review of 169 Cases. PLoS
Negl. Trop. Dis. 2017, 11, e0005534. [CrossRef]

8.  Tsai, W.C.; Lee, C.H.; Wu, WM,; Lin, S.H.; Yang, Y.C.; Cheng, Y.W.; Ho, ].C,; Liu, K.L. Cutaneous Manifestations of Subcutaneous
and Systemic Fungal Infections in Tropical Regions: A Retrospective Study from a Referral Center in Southern Taiwan. Int. J.
Dermatol. 2017, 56, 623-629. [CrossRef] [PubMed]

9. Bhat, R.M.; Monteiro, R.C.; Bala, N.; Dandakeri, S.; Martis, J.; Kamath, G.H.; Kambil, S.M.; Asha Vadakayil, R. Subcutaneous
Mycoses in Coastal Karnataka in South India. Int. . Dermatol. 2016, 55, 70-78. [CrossRef]

10. Attapattu, M.C. Chromoblastomycosis—A Clinical and Mycological Study of 71 Cases from Sri Lanka. Mycopathologia 1997, 137,
145-151. [CrossRef]

11. Kim, M.S;; Lee, S.M,; Sung, H.S.; Won, C.H.; Chang, S.; Lee, M.W.; Choi, ].H.; Moon, K.C. Clinical Analysis of Deep Cutaneous
Mycoses: A 12-Year Experience at a Single Institution. Mycoses 2012, 55, 501-506. [CrossRef] [PubMed]

12.  Gonzalez Santiago, T.M.; Pritt, B.; Gibson, L.E.; Comfere, N.I. Diagnosis of Deep Cutaneous Fungal Infections: Correlation

between Skin Tissue Culture and Histopathology. J. Am. Acad. Dermatol. 2014, 71, 293-301. [CrossRef] [PubMed]


http://doi.org/10.3390/jof3040057
http://www.ncbi.nlm.nih.gov/pubmed/29371573
http://doi.org/10.1126/scitranslmed.3004404
http://www.ncbi.nlm.nih.gov/pubmed/23253612
http://doi.org/10.1016/j.mib.2021.05.005
http://www.ncbi.nlm.nih.gov/pubmed/34098513
http://doi.org/10.2165/00128071-200304080-00003
http://www.ncbi.nlm.nih.gov/pubmed/12862496
http://www.ncbi.nlm.nih.gov/pubmed/30504979
http://doi.org/10.1007/s12281-018-0306-0
http://www.ncbi.nlm.nih.gov/pubmed/32288934
http://doi.org/10.1371/journal.pntd.0005534
http://doi.org/10.1111/ijd.13497
http://www.ncbi.nlm.nih.gov/pubmed/28295235
http://doi.org/10.1111/ijd.12943
http://doi.org/10.1023/A:1006819530825
http://doi.org/10.1111/j.1439-0507.2012.02191.x
http://www.ncbi.nlm.nih.gov/pubmed/22487296
http://doi.org/10.1016/j.jaad.2014.03.042
http://www.ncbi.nlm.nih.gov/pubmed/24836547

J. Fungi 2023, 9, 322 8of8

13. La Hoz, RM.; Baddley, ].W. Subcutaneous Fungal Infections. Curr. Infect. Dis. Rep. 2012, 14, 530-539. [CrossRef] [PubMed]
14. Kwizera, R.; Bongomin, F.; Lukande, R. Deep Fungal Infections Diagnosed by Histology in Uganda: A 70-Year Retrospective
Study. Med. Mycol. 2020, 58, 1044-1052. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


http://doi.org/10.1007/s11908-012-0275-3
http://www.ncbi.nlm.nih.gov/pubmed/22811027
http://doi.org/10.1093/mmy/myaa018
http://www.ncbi.nlm.nih.gov/pubmed/32242631

	Introduction 
	Patients and Methods 
	Study Site 
	Study Design and Population 
	Case Definition and Studied Variables 
	Statistical Analysis 

	Results 
	Patient Characteristics 
	Clinical Presentation and History 
	First Clinical Impression before Biopsy 
	Histopathological Examination 
	Microbiology 
	Treatment 
	Clinical Outcomes 

	Discussion 
	Conclusions 
	References

