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Introduction
= Chromoblastomycosis (CBM) -> Neglected Tropical
Disease

= Brazil: Genus Fonsecaea

= Fonsecaea spp. are phenotypically very similar, differing
only by means of genotypic analyzes
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Macro and micromorphology of Fonsecaea spp.



Ministério da Saude
FIOCRUZ
Fundacdo O Ido Cruz

E ¥
7 Iy AL LRI
= =, — B
), CONIENAR 0 A

1918-2018

Rationale

Low cure rates
The treatment APPEETENES G Antifungal

of CBM is long High relapse resistant susceptibility
rates chronic forms

Different
fungal species

= In recent years, new species related to the species traditionally known as
CBM agents have been described. For this reason, it is important the
genotypic identification of the strains, in order to evidence the prevalence
of the species isolated in the study period in our region, as well as to
verify if there is variation in the susceptibility profile according to the

Isolated species.
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Patients and Methods

e 12 included patients

* Molecular identification: ITS sequencing
* Antifungal susceptibility: CLSI M38-A2

* Clinical and laboratorial correlation
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Patients’ Data

* 9 male; 3 female

e Evolution time: 2 months — 32 years
e Severity: 8 moderate; 4 severe

* Lesions: 7 verrucous; 5 plagues
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Fungal identification

19571 @

19880 @
. AY366907.1 F. pedrosoi ISHAM-ITS ID MITS1805
AY366908.1 F. pedrosoi ISHAM-ITS ID MITS1808
AY366909.1 £ pedrosoi ISHAM-ITS ID MITS1807
AY366910.1 F. pedrosoi ISHAM-ITS ID MITS1806
AY386911.1 F. pedrosoi ISHAM-ITS ID MITS1804

AY366913.1 F. pedrosoi ISHAM-ITS ID MITS1798
AY366918.2 F pedrosoi ISHAM-ITS ID MITS1797

g AY366919.1 F. pedrosoi ISHAM-ITS ID MITS1802

. AY366920.1 F. pedrosoi ISHAM-ITS ID MITS1803
AY366922.1 F. pedrosoi ISHAM-ITS ID MITS1818

6 EUQ38586.1 F pedrosoi ISHAM-ITS ID MITS1811
FJ545230.1 F. pedrosoi ISHAM-ITS ID MITS1817
KP132200.1 F. pedrosoi ISHAM-ITS ID MITS1796
KP132201.1 F. pedrosoj ISHAM-ITS ID MITS1793

KP132202.1 F. pedrosoi ISHAM-ITS ID MITS1794

e KP132203.1 F. pedrosoi ISHAM-ITS ID MITS1795
. KP132204.1 F. pedrosoi ISHAM-ITS ID MITS1792
KP132205.1 F. pedrosoi ISHAM-ITS ID MITS1788
KP132209.1 F. pedrosoi ISHAM-ITS ID MITS1801
38714 @
- AY366912.1 F. pedrosoi ISHAM-ITS ID MITS1799
| [KP132210.1 F. pedrosoi ISHAM-ITS 1D MITS1787
AY366915.1 F. pedrosoi ISHAM-ITS ID MITS1800
KP132208.1 F. pedrosoi ISHAM-ITS ID MITS1816
'KP132207.1 F. pedrosoi ISHAM-ITS 1D MITS1790
63KP132206.1 F pedrosoi ISHAM-ITS ID MITS1789
KF155218.1 F. pedrosoi ISHAM-ITS ID MITS1791
95KP132197.1 £, monophora ISHAM-ITS ID MITS1783
'EU285272.1 F. monophora ISHAM-ITS ID MITS1782
KP132193.1 F. monophora ISHAM-ITS ID MITS1762
7——AY366925.1 F. monophora ISHAM-ITS ID MITS1769
AY366923.1 F. monophora ISHAM-ITS ID MITS1781
50 368833 ®
-35962 ®
—41080 ®
KP132196.1 F. monophora ISHAM-ITS ID MITS1778
84 \KP132195.1 F monophora ISHAM-ITS ID MITS1777
KP132194.1 F. monophora ISHAM-ITS ID MITS1773
72 KC814700.1 F. monophora ISHAM-ITS ID MITS1767
[ EU938584.1 £ monophora ISHAM-ITS ID MITS1776
EU938581.1 F. monophora ISHAM-ITS ID MITS1772
EU938580.1 F. monophora ISHAM-ITS ID MITS1764
EU938579.1 F. monaphora ISHAM-ITS ID MITS1766
AY857512.1 F. monophora ISHAM-ITS ID MITS1765
AY366928.1 F. monophora ISHAM-ITS ID MITS1771
AY366927.1 F monophora ISHAM-ITS ID MITS1768
AY366926.1 F. monophora ISHAM-ITS ID MITS1770
36831 @
| 36134 ®
| 33420 @
100 25543 ®
| 25811 @
32909 ¢
34904 @
KP132198.1 F. nubica ISHAM-ITS ID MITS1785
KP132199.1 F. nubica ISHAM-ITS ID MITS1786
AY366031.1 F. nubica ISHAM-ITS ID MITS1784
6 34242 @
34113 @
16451 @
7548262 ®
28479 @
KR706553.1 F. pugnacius CBS139214
KP132192.1 F. erecta ISHAM-ITS ID MITS1761
— NR111612.1 F. multimorphesa CBS980.96
KP132191.1 F. brasiliensis ISHAM-ITS ID MITS1758
100‘KP132190.1 F. brasiliensis ISHAM-ITS ID MITS1759
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Clinical / Laboratorial correlation

* Severity * Lesions
— Moderate CBM — Verrucous
* 1 F. pedrosoi * 1 F. pedrosoi
* 5 F. monophora * 4 F. monophora
* 2 F. nubica * 2 F. nubica
— Severe CBM — Plaques
* 3 F£. monophora * 4 F. monophora

1 F. nubica 1 F nubica



Clinical / Laboratorial correlation

* 11 patients: localized lesions

— 3 using immunosuppressive drugs
* F. monophora, using tacrolimus
e F. nubica, using tacrolimus
* . monophora, using prednisone

e 1 patient: disseminated lesions

— F. monophora, using thalidomide
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Treatment

* 4 patients: surgical approaches
e 8 patients: itraconazole

— 5 associated with cryosurgery / surgery /
terbinafine / fluconazole
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IVIIC / treatment response correlation

* Fast clinical * Slow clinical
iImprovement improvement
— ITC MIC 0.5 mg/L — ITC MIC 0.5 mg/L
* 3 patients * 1 patient
— ITC MIC 1.0 mg/L — ITC MIC 1.0 mg/L

* 1 patient * 3 patients
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F. monophora infected patient, 58
years, 2 months of CBM evolution
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F. monophora ifeted patient, 72
vears, 32 years of CBM evolution



* High rate of . monophora infected patients
— All raised and born in RJ are infected with this
species

e Absence of cerebral involvementin F.
monophora infected patients

* Fast diagnosis leading to mild cases, even in
immunosuppressed patients
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Diagnosis

* |solation of the CBM agents in culture from
clinical specimens is strongly recommended to
allow clinical and laboratorial correlation
studies in this mycosis.
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Miéromorphological aspect of
F. pedrosoi strain observed by
the slide culture.

PDA plate after 7
days of incubation
at 30 °C.
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Abstract

Background

Chromoblastomycosis (CBM) is a difficult-lo-ireat chronic subcutaneous mycosis. In Brazil,
the main agent of this dissasa is Fansecasa pedrosal, which is phenotypically very similar o
other Fonsecasa species, differing anly genetically. The correct species identification is rel-
evant since different species may diller in their epidemiclogic aspecs, clinical presentation,
and treatment response.

Methedology/Principal findings

Parfial sequencing of the internal transcribed spacer (ITS) was used to identify twenty clini-
cal isolates of Fonsecasa spp. Their in vitro antifungal susceptibility was detarmined using
the brath microdilution method, according to the M38-A2 protocol. Amphotericin B (AMB),
flucytosine (5FC), terbinafine (TRE), fluconazeale (FLC), itraconazole (ITC), keloconazole
[KTC), posaconazaole (POS), voriconazole (VRC), ravuconazale (RVC), caspofungin
(CAS), and micafungin (MFG) were lested. The association between ITC/TRE, AMB/SFC,
and ITC/CAS was studied by the checkerboard method to check synergism. The available
patients' data were correlated with the cbtained laboratory resulls. Fonsecasa monophora
(f=10), F. pedrasoi(n = 5), and F. nubica (n = 5) were identified as CBM' agants in the
study. TRB and YRC were the drugs with the best in witro activity with minimal inhibitory con-
centrations (MIC) lower than 0.25 mg/L. On the other hand, FLC, 5FC, AMB, and MFG
showed high MICs. The AMB/SFC combination was synargistic for three F. monophora
strains while the others were indifferent. Patients had moderate or severa CBM, and ITC
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