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Candidemia de brecha con equinocandinas

¢’ existe? § /7
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Candida parapsilosig equinocandinas?




Candida parapsilosis Equinocandinas

~
Distribucion bimodal- actividad - especies de Candida

C. parapsilosisC. guilliermondii y C. famata(CMI90, 0.25 a 2 g/ml)
C. albicansC. glabratg C. tropicalis C. krusejy C. kefyr(CMI90, 0.015 a 0.25
g/ml)

Mutaciones y sustituciones de aminoacidos
En dos regiones (FKS1y 2) del cFks1(glucancsintetasa)
Resistencia a las tres equinocandinas
Se asocian a
Fracasos terapeéuticos
Infecciones de brecha

C. parapsilosis
Polimorfismo natural en el géfks1(alanina por prolina — P660A)
Parece responsable de la menor susceptibilidad a equinocandinas/
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Breakthrough candidemia — Candidemia “de brecha”

Definiciones

-

<

Candidemia que aparece después de 3 - 7 dias amigato
antifingico sistémico
Candidemia que aparece mientras esta recibien@doniento
antifungico o durante el seguimiento establecidelastudi
Candidemia que persiste despues de 3 — 5 dias @aniento
antifungico?

Candidemia de brecha

Candidemia persistente

\




Infection 2006; 34: 345-348

Development of Candidemia on Caspofungin
Therapy: a Case Report

C.Cheung,Y. Guo, P. Gialanella, M. Feldmesser

Barchiesi F, Spreghini E, Tomassetti S, Della VA, Arzeni D,
Manso E, et al. Effects of caspofungin against Candida guillier-
mondii and Candida parapsilosis. Antimicrob Agents Chemo-
ther 2006 Aug;50(8):2719-27.

ANTIMICROBIAL AGENTS AND CHEMOTHERAFY, Nov. 2008, p. 4181-4183 Vol. 52, No. 11
0066-4804/08/508.00+0  doi:10.1128/AACO0802-08
Copyright @ 2008, American Society for Microbiology. All Rights Reserved.

Caspofungin-Resistant Candida tropicalis Strains Causing Breakthrough
Fungemia in Patients at High Risk for Hematologic Malignancies"

Guillermo Garcia-Effron,' Dimitrios P. Kontoyiannis,”* Russell E. Lewis,” and David S. Perlin'*

Pasquale, T., J. R. Tomada, M. Ghannoun, J. Dipersio, and H. Bonilla, 20085,
Emergence of Candida fmpu‘uh.? resistant to caspofungin. J. Antimicrob.
Chemother. 61:219,
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Increasing incidence of Candida parapsilosis
candidemia with caspofungin usage

Graeme N. Forrest **, Elizabeth Weekes”, Jennifer K. Johnson ©



Increasing incidence of Candida parapsilosis
candidemia with caspofungin usage

Graeme N. Forrest®*, Elizabeth Weekes °, Jennifer K. Johnson ©
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» Objetivo: Determinar el impacto del uso de la cdispgina sobre el
cambio en la epidemiologia de las especieSatalidaimplicadas en
candidemia

» Revision retrospectiva de los 469 episodios deidanda 200-200¢

(& J

( N

 Incremento d€andida parapsilosigR? = 0.90, p = 0.02)
 Incremento en el uso de caspofundiRfa= 0.80, p < 0.01)

 Correlacion entre
* elincremento del uso de caspofungiRa = 0.94, p = 0.0017%)
» elincremento d€. parapsilosisy la reduccion d€ tropicalis(R2=0.92, p < 0.05)
J




Journal of Infection (2008) 56, 126—129

= BRITISH
INFECTION

ﬂ SOCIETY
)

3

ELSEVIER www.elsevierhealth.com/ journals/finf

Increasing incidence of Candida parapsilosis
candidemia with caspofungin usage

Graeme N. Forrest >*, Elizabeth Weekes®, Jennifer K. Johnson ©
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Candidemia in Patients With
Hematologic Malignancies
in the Era of New Antifungal

Agents (2001-2007)

Stable Incidence But Changing Epidemiology of a Still Frequently

Lethal Infection
Cancer 2009;115:4745-52

Nikolaos V. Sipsas, MD; Russell E. Lewis, MD; Jeffrey Tarrand, MD; Ray Hachem, MD;
Kenneth V. Rolston, MD; Issam |. Raad, MD; and Dimitrios P. Kontoyiannis, MD



Candidemia in Patients With .

Hematologic Malignancies . i
in the Era of New Antifungal Retrospectivo

Agents (2001-2007) » Pacientes hematologicos

Stable Incidence But Changing Epidemiology of a Still Frequently e 2001 - 2007

Lethal Infection

Nikolaos V. Sipsas, MD; Russell E. Lewis, MD; Jeffrey Tarrand, MD; Ray Hachem, MD;
Kenneth V. Rolston, MD; Issam |. Raad, MD; and Dimitrios P. Kontoyiannis, MD \

Cancer 2009;115:4745-52 ° 173 ep|SOd|OS de Candldemla

Ve

 La incidencia de candidemia permanece relativamesiabl
« Cambios en la epidemiologia
o C. glabratay C. kruseidisminuye
o C. parapsilosiy C. tropicalisaumenta ;




Candidemia in Patients With
Hematologic Malignancies
in the Era of New Antifungal

Agents (2001-2007)

Stable Incidence But Changing Epidemiology of a Still Frequently

Lethal Infection
Cancer 2009;115:4745-52

Nikolaos V. Sipsas, MD; Russell E. Lewis, MD; Jeffrey Tarrand, MD; Ray Hachem, MD;
Kenneth V. Rolston, MD; Issam |. Raad, MD; and Dimitrios P. Kontoyiannis, MD

Species
No. of Patients (%)
1988-1992,'" 1993-2002,'® 2001-2007,
n=230 n=281 n=173
C. albicans 79 (34) 38 (13) 41 (24)
Non-albicans 139 (60) 227 (81) 129 (75)
species
C. glabrata 28 (12) 86 (31) 8 (5)
C. krusei 17 (7) 68 (24) 30 (17)
C. parapsilosis 33 (14) 39 (14) 42 (24)
C. tropicalis 53 (23) 27 (10) 37 (21)
C. guilliermondii 2 (1) 4 (1) 4 (2
C. lusitaniae 3 (1) 3(1) 2 (1)
Other* — — 6 (3)

Mixed Candida spp. 12 (5) 16 (6) 3 (2)




Candidemia in Patients With

Hemha“’logicf Mahgnamfies 1 « Incremento d€. parapsilosis

in the Era of New Antitunga ., : " : —

Agents (2001-2007) * Presion selectiva — “Resistencia” inherentg

Stable Incidence But Changing Epidemiology of a Still Frequently e Cateteres — TendenCIa a “pegarse”

Lethal Infection . J
-

\
e 72% candidemias de brecfiespués del uso previo de antifiingicos)
e 22% Fluconazol
» 20% caspofungina (25 casos)
e 13C. parapsilosig53%)
» C. tropicalis — C. albicans — C. krusei

( )

» La candidemia poC. parapsilosiestaba asociada con el uso
previo de caspofungina (p <.001)

* Fue mas frecuente en pacientes recibiendo equidotss que
\otros tratamientos (p = .0016)

* Alta proporcion de candidemias asociadas a catedén)
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Review

Characterisation of breakthrough invasive mycoses in echinocandin recipients:
an evidence-based review

Hsin-Yun Sun®P", Nina Singh®¢*



/- Hasta mayo de 2009

» Casos o series de casos
* Ensayos clinicos de uso de equinocandinas
« Como profilaxis
e Como tratamient
e Infeccion fungica de brecha
e Mientras estaba recibiendo equinocandinas 6

« Durante el seguimiento
* Nueva especie
» Misma especie con demostracion de susceptibiliieminuida
* No incluir micosis recurrente

 Estudio de resistencia
 Misma especie con demostracion de susceptibitiitEdinuida
N » Especie “sensible” gue aparece resistente o cohgliMada

)




/-Casos 0 series de casos (mientras estaban recibiendo) \
* 9 candidiasis (N@&lbicans100%)
e 7 candidemias
« C. tropicalis(4), C. parapsilosig3), C. guilliermondii(1)
*Profilaxis:
* Mientras recibe tto.: Mediana de incidencia 0.4% (ra5.3%
« Durante el seguimiento: Mediana de incidencia 1.2% (range 0-5.3%).
e 10 candidiasis (N@lbicans75%)
« 8 candidemias
« C. glabrata(4), C. albicang3), C. parapsilosig2), C. lipolytica(1), C.
lusitaniae(1), C. tropicalis(1)
*Tratamiento:
« Mediana de incidencia 0% (-7.7%)
e 26 candidiasis (N@albicans75%)
« 8 candidemias
K « C. albicang(1) C. parapsilosig1) C. lusitaniag(1) C. glabrata(1) /
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e Estudio de resistencia

~

» 17 casos d€andidaresistente o con susceptibilidad disminuid

 7/9 pacientes (77.8%) con candidemia por estas

* Episodios recurrentes
» Multiples cursos de equinocandinas

* En todos los gue se estudia:

-

e Mutaciones - Sustituciones de aminoacidos

a







/- Incidencia: 0,4-1,2%
* C. tropicalisy C. glabrataal menos tan frecuentes coi@oparapsilosis
« Gran mayoria de pacientes onco-hematologicos

e TPH
* Neutropénicos

* Resistencia

-

e Inmunodeprimidos (CD4, TPH, Neutropenia)

« Candidemia o enf invasiva con alta masa fungica
» Episodios recurrentes

» Exposicion prolongada a caspofungina







Primeros 28 meses de uso de micafungina

N

12 candidiasis invasiva (10 candidemias) mientras reciben micafund)jB&o—

11/12 en receptores de trasplante
Por especies:
C. parapsilosi (7)
C. glabrata(6)
C. tropicalis(3)
C. albicans, C. dubliniensiy C. krusei(1)
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* Resistencia: 17 cepas no sensibles

e 10 (59%) micafungina
e 7 (41%) caspofungina
* 11 (65%) anidulafungina

* Mutaciones en el gefks:
C. glabrata(5)

C. tropicalis(2)

C. dubliniensig1)
C. krusei(1)

 C. parapsilosis
* 6/6 presentan polimorfismo natural (P660A) — No mutaciones
* 5/6 (83%) no susceptibles a micafungina
* 6/6 sensibles a caspofungina

L 5 cepas sensibles a todas las equinocandinas sin mutaciones




4 . .
 Factores del microorganismo
* Resistencia
« Susceptibilidad disminuidaG. parapsilosis

» Factores del huésped
* Profundamente inmunodeprimidos
* Nicho protegido (catéter)




Las candidemias por Candida con susceptibilidanidisda a
equinocandinas se asocian con la exposicion a ftagpoa en

N

los 30 dias previos (odds ratio [OR] = 5.25; 9%201,68-16,35)




~

» 2618 aislados de candidemia en 7 ainos
» Efecto de la exposicion previa a fluconazol y caspgine
 La pre-exposicion se asocia con prevalencia dgiakndeC. albicans
en favor de especies menos sensibles:

o C. glabratay C. kruseipara el fluconazol

e C. parapsilosig/, en menor grad@. glabratay C. kruseipara

equinocandina

*El riesgo de estar infectado por un aislado c@eesptibilidad
disminuida a caspofungina se asocia de forma indb@ete con una
exposicion reciente a caspofungina (OR 4.79; 9592.@7 to 9.28P <

 0.001) ,




CANDIPOP

/101 episodes were considered breakthrough candidemias occurring WhiD
receiving antifungal agents:

azols in 62 (61.4%),
echinocandins in 26 (25.7%),
and amphotericin B in 13 (12.9%).

C. parapsilosiavas more frequently observed in cases with previous use of
echinocandins (12.4%s4%, p<0.0001)

Resistance to echinocandins were below 4%,
0.5% (2/348) folC. albicans
1% (1/103) forC. glabrata,
3.4% (2/59) foIC. tropicalis
and no resistance was found am@hgrusel

C. parapsilosiexhibited MIC values significantly higher than those of other
Candidaspecies. The clinical relevance of that will be analysed ameiustudies

\are warranted. /




Conclusiéon

-

Existe!
Incidencia variable: 0 —2,9% - 7,7%
C. glabrata- C. tropicalis- C. parapsilosis
Factores del microorganismo
Resistencia: Mutaciones en el géts
Susceptibilidad disminuida natu- C. parapsilosi
Factores del huésped
Inmunodeprimidos
Neutropénicos — TPH
TOS
VIH
Nicho protegido (catéter)
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Candidemia in Nonneutropenic Patients

— For infection due t«Candida parapsilosistreatment with fluconazole
recommendedB-IIl). For patients who have initially received achinocandin,
are clinically improved, and whose follow-up cuduesults are negative,
continuing use of an echinocandin is reasonablil}B-

Candidemia in Neutropenic Patients

— For infections due t€. parapsilosisfluconazole or LFAMB is preferred as initic
therapy(B-IIl). If the patient is receiving an echinocangis clinically stable, and
follow-up culture results are negative, continuihg echinocandin until
completion of therapy is reasonable.

!

/




En pacientes neutropénicsi se aisl«C. parapsilosi, fluconazol es el tratamiento
eleccion (B-IIl) y anfotericina B liposomal su attativa (B-IIl).

En TOS En caso de aislarge. parapsilosisse recomienda una candina (B-IIl) o
fluconazol (B-1ll), y como alternativa anfotericifaen formulacion lipidica.

En pacientes critico&n los pacientes con infeccion [gor parapsilosida tasa de
curacion de los tratados con una candina, en dgeharaido inferior a la tasa de curacign
observada con el resto de especie€aedidae inferior asimismo a la observada con &
comparador. Sin embargo, en ningun caso la difeadoe significativaSi se trata d€.

kparapsilosis la candina ha de sustituirse por fluconazol (B-II y




/-There IS an ongoing debate on whether echinocaradmappropriate for treatii N
parapsilosis because minimal inhibitory concentrations arenfbto be higher than those of
otherCandidaspecies.

» Overall, that is, clinical and microbiologicaksponse rates @. parapsilosisnfection

were not statistically significantly differetliroughout the echinocandin trials:
» for caspofungin/amphotericin B, the success rate 70% and 65%,
» for micafungin/liposomal amphotericin B 89.2% &8617%,
» for caspofungin/micafungin 100/150 rates were %#.35.9% and 71.4%
* For anidulafungin/ fluconazole, they were 64% 8866
» However,there were numerically higher numbers of persistemgjaemiadue toC.
parapsilosis
» during caspofungin as compared to amphotericieé&xgcholate treatment
» during standard dose caspofungin as comparedjtodase, that is, 150 mg/day
* Theeradication rate I€. parapsilosisungaemia was lowawith anidulafungin than with
fluconazole
\- It is important to note thatone of these trials were poweteddetect such differences Y.







Candidemi A

The extensive usage of echinocandins could trigger resistance agaictithiof
antifungal agents in the future because some areas in the world hawestiated
an increase i€. parapsilosisvhich usually has higher MICs compared with other
Candidaspecieg98,99].

Despite good sensitivity results, first reports demonstratearaat the usage of
echinocandinsThese are some of the reasons for species discrimination and

ksusc:eptibility testing which are highly recommended in these settings y







CANDIPOP - Candida parapsilosis

Obijective
To assess the impact of early treatment approache(ar echinocandin
based) on outcomes @ parapsilosidSI in a large, prospective, nation
wide surveillance study.

- J

» Overall: 752 episodes @fandidaBSI in 729 patients
» 182 episodes df. parapsilosiBSI (24.2%)

Cortesia del Dr. Fernandez Ruiz



CANDIPOP - Candida parapsilosis

Cortesia del Dr. Fernandez Ruiz



CANDIPOP - Candida parapsilosis

Cortesia del Dr. Fernandez Ruiz



CANDIPOP - Candida parapsilosis

Cortesia del Dr. Fernandez Ruiz



CANDIPOP - Candida parapsilosis

Conclusion:
As compared to azole-based regimensugeof echinocandinn the
early management @. parapsilosid8SI did not seem to negatively affect
| microbiological (persistent BSI) or clinical outcem(all-cause mortality). )

Cortesia del Dr. Fernandez Ruiz
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