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Results® by IFDs

Fungemia“
arameter (n=5,363)
aaracteristics of the patients
Male sex 3,106/5,056 (61.4)
Median age (years [IQR?]) 63.4(22.8)
Main underlying risk factor
Malignancy 1,908/5,056 (37.7)
alignancy, including ; . 0 r
hematological 100% 3 Cryptococcosis
malignancy Mucormycosis
SOT 162/5,056 (3.2 i o . 1A
I Recent surgery 1,610/5,056 (31.8) b= 80% PJP
AV nfection 1175, . 2 E
Other risk factor 1,351/5,056 (26.7) © = .
No known underlying 14/5,056 (0.3) g' § 60% Fungemia
condition £ 3
iti isnlates .: e
Ilntensive care unit 1,924/5,363 (35.9) I g 8 40%
Type of IFD o g ¢
Proven 5,363/5,363 (100.0) - g
Probable 8_ S
PCR only d o 20%
Means of diagnosis 0.
Positive culture 5,363/5,363 (100.0)
Fungal elements in fluids/ 1,715/5,363 (32.0) 0%
tissues -~ o -
Positive antigen detection 253/5,363 (4.7) v i 3 [ (<)
—Peshie PR e oi2er e e w B A
Initial antifungal treatment =
Caspofungin 2,366/4,592 (51.5)
Fluconazole 1.424/4.592 (31.0)
Voriconazole 100/4,592 (2.2)

Liposomal amphotericinB ~ 150/4,592 (3.3)
Cotrimoxazole

Other drugs or 552/4,592 (12.0) Bretagne et al,

A mBio 2022

fumin ANTY A IN10




Candidemia: frequent deadly BSI

e Brazilian Scope (BSI): e Japan BSI
— 16 hospitals, 2007-2010 — 22 hospitals 2008-2012
— 2563 patients — 2941 patients
— Gram negative = 58.5% — Candida spp.
— Gram positive = 35.4% * N°6 pathogen
—_ Fungl - 61%  N°1 killer
— Candida spp.
 N° 7 pathogen
 N°1 killer

Marra JCM 2011 Nagao, CMI 2013



Fongémies a levures

e 2,4% (n=201) étaient des basidiomycetes (115 Cr.
neoformans, 42 Rhodotorula mucilaginosa, 30
Trichosporon spp. et 15 Malassezia spp.).

* 6878 levures ascomycetes, les principales étaient:
— C. albicans (50,4%)
— C. glabrata (17,3%)
— C. parapsilosis (12,5%)
— C. tropicalis (7.1%)
— C. krusei (3,1%)
— C. kefyr (1,8%)
— Cl. lusitaniae (2.0%)

Rapport CNRMA 2020



Fungemia epidemiology in HM

Fungemia 2003-2014
3417 patients with fungemia in France
586 with HM

HM:

— AL: 33.5%

— Allo HSCT 11% (GVH, 5%)

— Less ICU (34%)

— More surgery in ICU for lymphoma

Lortholary O, ICM 2017



Fungemia epidemiology in HM

* HM:
— Younger
— Preexposed AF

— More C. tropicalis, C.
krusei, C. kefyr

— 29% C. albicans in AL

1.00

0.75

Survival probability
0.50

— C. parapsilosis less o| [T temtaeor-miey
frequent in ICU o Oreclogy - n01CU
eeeeeee Oneogy 100
— More first line — —— ol
echinocandin treatment &5 10 20 30

. . Days after itive blocd cultu
— No influence on Candida A S PO PR

species on mortality

Lortholary O, ICM 2017



Physiopathologie

' Candida colonizing the gut
Al \ "> peritonitis or candidemia
o o\ caused by surgical anastomotic
e 2 leakage or translocation
j -
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Kullberg B, NEJM 2015



Influence of recent FCZ exposure on Candida spp.
distribution during fungemia

Recent<30d

O C.albicans 3% Fluconazole (n=159)

W C.glabrata (P<0.001) 8%
W C.parapsilosis

[ C.tropicalis

O C.krusei

2618 isolats sur 7 ans

Lortholary AAC 2011



Influence of recent CAS exposure on Candida spp.

distribution during fungemia
Recent<30d

@ C.albicans 3%

Caspofungin (n=61)
W C.glabrata

(P<0.001) 13%
W C.parapsilosis

O C.tropicalis

O C.krusei 56%
No preexposure recorded Preexposure recorded
N GMIC" (mg/L) [95% CIT] N GMIC" (mg/L) [95% CI] I
Exposure to caspofungin
Total 1920 0.07 [0.07-0.08] 61 0.16 [0.12-0.22] <0.001
C. albicans 993 0.05 [0.05-0.05] 13 0.09 [0.04-0.22] 0.252
C. glabrata 365 0.07 [0.07-0.08] 21 0.12 [0.08-0.19] 0.418
C. parapsilosis 299 0.28 [0.26-0.31] 19 0.32[0.23-0.45] 0.893
C. tropicalis 199 0.06 [0.05-0.06] 0
Lorth0|ary AAC 2011 C. krusei 64 0.15[0.13-0.17] 8 0.19[0.11-0.33] 0.571
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Traitement curatif:
Candidoses invasives



Candidoses invasives

Colonisation

Candidose
invasive

Candidémie




Prise en charge

Hémoculture positive

Candidemie




Quel antifongique en pre
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Antifongiques et résistance

@ Isolat résistant
() Isolat sensible

| Résistance naturelle ' 1 Résistance acquise '
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@ @
Particularités intrinseques de la  Pression de sélection par les
cible antifongiques
C. krusei [fluconazole C. glabrata / azolés

5FC



Importance du spectre antifongique

Polyénes | Fluconazole Vori Posaconazole | Isavuconazole | Candines

Candida

C. albicans

C. glabrata

C. Krusei (R 5
FC)

C. parapsilosis
(+/- S5 FC)

Basidiomycetes

Cryptococcus
neoformans

Trichosporon

Rhodotorula

Geotrichum




Importance du spectre antifongique

Identification de I'espeéce suffit habituellement a prédire la sensibilité aux antifongiques

Breakpoint de CMI établis par 'EUCAST
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Profils habituels de sensibilité

Rapport du CNRMA
- Valeurs des CMIS0 / CMI® mg/L pour les antifongiques™

Nom d’usage en clinique
(nbre d’isolats testés)

C. albicans (n=2854) 0060012 =01205 02505 =001/=001 003006 003006 003003
C. dubliniensis (n=103) 0.03/006 =012=012 =012/025 =001/=001 003006  0030.03  003/0.03
C. glabrata (n=1103) 0.12/025 =012=0.12  16/64 0.25/1 0.5/2 0.06/0.12  0.03/0.03
C. parapsilosis (n=680) 0.06/0.12  =0.12/0.25 0.572 <0.01/006  0.06/0.12 0.25/1 0.25/0.5
C. orthapsilosis (1=33) 003/006 =012=012 0516 0.03/1 012012 0120235 012025
C. metapsilasis (n=18) 006012 =012=012 172 003/006 006012 006025 012023
C. tropicalis (n=338) 006/012  =012/64 0.5/4 003/025 006025 003006 003003
C. krusei (n=290) P“"""i : ) 0.12/0.25 214 32/64 0.25/0.5 025025 0120025  0.06/0.12
C. inconspicua (n=31) 0.12/0.25 214 16/32 0.12/05 0.12/025 003012  003/003
C. kefir (n=134) Khgveromycss g 0610 25 0.5/8 0251  =001/=001 006012 0015003  0.03/0.06
C. guilliermondii (n=93) ”‘*‘i“"“"’”“!. - 0.03/006 =012/=0.12 8/32 0.06/0.5 0.25/0.5 006025 025025
C formentati (n=32)  ‘l@eooma 75 012025 =012=012 864 0122 0.25/0.5 012/05 02512
C. lusitaniae (1=160) EL‘“""P""‘ 0060025 =011 02505 <=001/=001 003006 003006  0.06/0.06
C. haemulonii (n=38) 0.5/4 012025  32/=64 =8/=8 2/=8 0.03/0.06  0.06/0.12
C_ haemulonii type I Candida
(=36) e ot 2/8 01264  32/=64 =8/=8 8/=8 0.03/0.03 0.03/-
C.palmioleaphila (n=20) 0.12/05  =0.12005 8/64 0.12/025 0120025 006025  003/0.25
Pichia jadinii (w=20) E::_;‘:’““'m 006012 =011 14 006012 012025 00151 0.0151

C pelliculosa (=30) oo 006012 01216 24 o120.RapporteNRNA.unpublistied data



Profils habituels de sensibilité
Rapport du CNRMA

Geotrichum candidum Galactences

33) o 0.25/0.5 0251 16/64 0251 0251 1/-8 0.5/=8
G. capitafum (n=51) Magnusiomyess 95105 0.12/0.25 216 0.12/0.5 02511 =8/=-8 =88
G. clavatum (n=136) ~ ETochaste 0.25/0.5 0.25/1 32/64 0.572 0.5/1 =B/=8 =B/=8
Cr. negformans var.

erubit (r-860) 0.25/0.5 416 A8 006/0.12 012025 =8/ =8 A/=8
e 0.12/0.25 4/16 1/4 <0.015/0.06  0.03/0.25 =8/ =8 1/4

neoformans (n=197)

Cr. negformans hybrides

AD (m72) 0.12/0.25 48 28 003/0.12  0.03/0.12 =8/ =8 A/=8
Cr. gattii (n=2T) 0.12/0.25 28 B/16 0.12/0.5 0.25/0.5 =8/ =8 =8/=-8
e 025/05 02505  =64/=64 28 1n =8/ =8 -8/
mucilaginosa (n=36)

g‘j’j‘;@“’m == I8 32/-64 4116 0120025 02505 ~B/-8 A48

Rapport CNRMA, unpublished data



Candida auris: fungal superbug

W b0 reparted cases

== Sporadic cases*

- outbreaks

= information not avallable
== No response

Premier cas en 2009
A évoquer devant:

- C. auris

- C. haemulonii, C. famata, C. sake
Identification CNRMA en urgence
Résistance: fluconazole, souches multi R
(autres azoles, AmB, echinocandines)
Transmission horizontale avec épidémies
Infections liées aux soins

Table 1. Number of Candida auris cases detected in the EU/EEA, 2013-2017 (n=620)?[16]

Year C. auris
bloodstream
infection
n %

2013 1 33.3
2014 0 0.0

2015 6 26.1
2016 53 18.3
2017 50 16.5

2013-2017 110 17.7

Other type of C.
auris infection
n %

0 0.0

1

11
13
15
40

100.0
47.8
4.5
5.0
6.5

C. auris Cases of unknown Total

.
i

n % n % n

0 0.0 2 66.7 3

0 0.0 0 0.0 1

6 261 0 0.0 23 e

223 76.9 1 0.3 290

237 78.2 1 0.3 303

466 75.2 4 0.6 620

All percentages are row percentages. ° One additional case was detected in Austria in January 2018 and is not included in the

table.

EUROPEAN CENTRE FOR
DISEASE PREVENTION
AND CONTROL

ECDC, 2018



Comment choisir le traitement de premiere
lighe

 Hémoculture positive a levure

* Pensez gu’une levure peut étre Résistante aux
échinocandines (Cryptococcus, Trichosporon, Geotrichum)

* Quel antifongique choisir?
— Gravité clinique: choc
— Gravité liée au terrain: neutropénie
— Risque de Candida R au fluconazole: pré exposition aux azolés

— Porte d’entrée:

* Urines: seuls le fluconazole et 'amphotéricine B deoxycholate
diffusent dans les urines

— Diffusion au site de lI'infection



Facteurs de risque spécifiques aux
especes non albicans?

C. krusei

Tumeurs non digestives
Leucémies aigues/ lymphomes
Préexposition: fluco ou candines

C. parapsilosis
Cathéter veineux central
Préexposition: candines

C. tropicalis Plusieurs espéeces

Hémopathies malignes hors
Toxicomanie IV

lymphomes

Lortholary O et al. Intensive Care Med 2017



Caspofungine dans candidoses
Invasives

Etude randomisée, double-aveugle, multicentrique Caspofungine vs.
Amphotericine B déoxycholate

— Etude de non-infériorité ; évaluation (I) : fin du TT i.v.

Caspofungine Amphotéricine B Différence
70/50 mg 0,6-1,0 mg/kg estimée
Analyse w/m w/m o
(%) (%) (95,6 % CI)
Réponse en fin de 80/109 71/115 12,7 % *
traitement (n = 224) (73.4) (61,7) (-0,7, 26,0)
Caspofungine Amphoteéricine B
o 70/50 mg 0.6-1.0mg/kg *P=0,09
Neutropéniques
(PNN < 500 mL a inclusion) 7114 4/10
(50) (40)
Non-neutropéniques
(PNN > 500 mL & inclusion) 73195 67/105
(77)

64
Mora-DuaS‘re } et al. N Engl J Med 2002.



Micafungin et candidoses invasives

Randomized, multicentre, double-blind, non-inferiority
phase lll trial; non-neutropenic and neutropenic patients

100 |Non-inferiority obtained at EOT

30 74.1 69.6
S 60
)
c
S 40
Q
20
0

MITT 531 pts
[ Micafungin 100mg M |L-AMB Kuse et al. Lancet 2007.



Micafungin vs caspofungin
et candidémie

 Double-blind, randomized trial in
adults with candidemia or invasive
candidiasis (IC) comparing:

: . g 100
— micafungin 100mg/d (N=191) 9 76% 279 799
. . ) 0
— micafungin 150mg/d (N=199) 9 75
— std. dose caspofungin E 50
(N=188) S
: . 25
- Approximately 85% of patients had £
candidemia, 15% had IC. o O
* No significant differences in ~ Mic Mic Caspo
treatment success at EoT, 100mg  [150mg

mortality, relapsing/emergent
infections, or AEs.

Micafungin 100mg/d and 150mg/d equivalent to standard

dose caspofungin for candidemia/IC.
Pappas et al. CID 2007.



Anidulafungine et candidoses invasives

3% de patients non neutropéniques

fluconazole IV 800 mg puis; 400 mg /j
» + fluconazole 400 mg/j PO apres J10

Essai de phase lll, randomized, double-aveugle

anidulafungine IV 200 mg puis 100 mg /j

NEJM 2007

Objectif principal: Réponse globale en fin de traitement

Réponse (MITT) Différence 95% ClI
; (%0)
Anid Flu
N =127 N =118
Succes, n (%) 96 (75.6) 71 (60.2) 15.42 3.85, 26.99

Reboli, NEJM 2007




Anidulafungin vs fluconazole : time to first
negative blood culture: C. albicans

Median: 2 vs 5 days
P=0.02

o

Fluconazole

Anidulafungin

2.5 5.0 7.5 10.0 12.5 15.0

Reboli BMC Infectious Diseases 2011



Anidulafungin compared with fluconazole in
severely ill patients with candidemia and other
forms of invasive candidiasis: Support for the

2009 IDSA treatment guidelines for candidiasis

Daniel H Kett'", Andrew F Shorr®, Annette C Reboli®, Arlene L Reisman® Pinaki Biswas® and Haran T Schlamm?

Moderate to severs illness

APACHE ll=15

Severe sepsis with =1 organ dysfunction

Respiratory dysfunction
Renal dysfunction
Hepatic dysfunction

Cardiovascular dysfunction

Severe sepsis with multiple organ dysfunction

Treatment in ICL

1
-40

Absolute percent difference
betweaen treatments (35% CI)

——
——

-—o_

L

o

£

o

<

ran
e

1
-20 0 20 40

Fluconazole Anidulafungin
better better

b

Proportion of patients surviving (%)

100 ==
80
60 =
40 =
+ Censaored
Logrank P = 0.0717
20 =
Treatment group
mm Anidulafungin Fluconazole
D 1 1 1 1 1
0 2.5 5.0 7.5 10.0 12.6

Time (days)

Crit Care 2011




Multivariate analysis of prognostic factors during

invasive candidiasis (7 randomized trials)

Andes CID 2012

Mortality Success
Organisms® Factor P OR 95% Cl Factor P OR 95% Cl
All organisms (n = 978) Age 02 1.01 1.00-1.02  APACHEII 0001 094 93-96
APACHE |l score L0001 1M 1.08-1.14  Echinocandin 0 233 127435
Immunosuppressive 001 1.69 1.18-244  CVCremoved 001 1.69 1.23-233
therapy
Candida tropicalis .0 1.64 1.11-2.39  Study MS
Echinocandin 02 0.65 A45-94
\_CHC removed 0001 050 35-.72
Study NS
Candida albicans (n = 408) APACHE Il score L0001 109  1.05-1.13  APACHE Il score  .005 0.92 92-99
Immunosuppressive 002 222 130-370 Echinocandin 005 370  1.49-909
therapy
surgery .05 0.58 34-98 Study NS
Malignancy 03 189 1.06-3.45
Echinocandin 03 0.65 32-95
CVC removed 0 0.52 31-90
Study NS
Non-albicans species (n = 570)  APACHE Il score L0001 1.14 1.1-1.17  Age .004 1.02 1.01-103
Echinocandin 04 0.52 36-.78 APACHE Il score 0001 093 91-96
CVC removed 05 0.69 48-98 CVC removed 007 1.74 1.16-261



Impact of echinocandin on prognosis of
proven invasive candidiasis in ICU: A
post-hoc causal inference model using the
AmarCAND2 study

403 candidoses invasives prouvees
Choc septique 45 %

¥

Imitial SAT = echinocandins or
frazoles
N=1397

\

/

[mtial SAT Echinocandin Imitial SAT Tniazole (AZO)
(ECH) N=155(39%)
N=242(61%) FLU: 152; VOR: 3
CAS: 216 : MIC=26
I
Y ¥ ¥ ¥
Dead Alve Dead Alve
X N=182 (34%) N=155 (66%)* N=137(24%) ) N=116(76%)**

T~

Patients plus grave dans
groupe échinocandines

Apres ajustement
sur facteurs confondants

Mortalité a J28 : pas de différence
significative (p = 0,82)

Mortalité a J7 (proche mortalité
attribuable) : pas de différence
significative (p = 0,88)

Si choc septique :

o tendance en faveur, des
échinocandines (HR: 0.46 [0.19;
1.07]; p =0.07)

o méme apres exclusion C. krusei
et glabrata (HR: 0,43 [0,16;
1,13], p=0,09)

Bailly S J Infect 2017 ; 74 : 408
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[savuconazole Versus Caspofungin in the Treatment of
Candidemia and Other Invasive Candida Infections: The
ACTIVE Trial

Eait Jan Knlbeny." Clandio Visosl, ™ Foler & Fappas' Jose Wargear * Lt (sinosioy-Taichnar," Cofom s Aetsisin " Jack 0. Sobal" Faoml Harirecki”
izafla Rakan "' Sammp Jarerslaeasiricol "' Floenchan Chaichpisake, Eric Van W1 jaga enten, ™ Jan Do Weeds. ™ Christoph er La fom ach er ™
Mt Engalnar il " Lanrs Keva il ™ Bed o Croes-Dabreme ™ Chnsine Frad sricis ™ angd Gaags A Thampsan 01V

e}
K] I:l":l
* Etude de Phaseiiii . 0
* Randomisée: = S —
3
* lIsavuconazole B oo s st 3+ 1)
e  Caspofungine HES o T s R
* Relais PO 3 J10 { e 74
\ . . = kol
* Succes en fin de traitement IV i
« 400 patients m ITT 60% isavu il
vs 71% caspo . —
0 p. P .. & III : II-I .'I' :-:I- Il'l -ﬁ:l' -'.'-' I-Ii |I:‘: .'I: |'I| :'I:C ":I I'll-l
* Pas de non infériorité Sruicy duy
Firibar of Bebann wrist
Eam s naesin O s 1INl DK I3 el 16T I T3 1T L3 ] - | A

L 2] ™= E
Gepohms OF XF HOOILE T R IR IR B O1H I OB TR M &



SCYNEXIS

klbrexafungerp
(formerly SCY-078)

Cloudbreak molecule

Nouvel inhibiteur de B-1,3-glucan synthase
Triterpenoides - enfumafungine

Disponible IV et Oral

Fongicide sur Candida

1/2 vie longue (20h)

Distribution tissulaire importante Nikkomycin Z g;‘

.““m
((((@( (¢

Etudes en cours ou finies:
-candidose vulvo vaginale récidivante

-candidose invasive relais )’
-aspergillose invasive adgldrggbgﬁrs
Ibrexafungerp (SCY-078) Triterpenoid - Non-competitive inhibition of 1,3-
x p-D-glucan synthase, depleting 1,3--D-glucan Perfect JR (2017) Nat Rev Drug Discov
“p =4 in cell wall ’ '

(,W (FKS1 and FKS2)

Pl



DONNEES IN VITRO

MIC (pg/ml)
Species and antifungal drug Range”
C. albicans (n = 33)
SCY-078 0.06-0.25
FLC =0.125to 128
ANF =0.015to 1
MCF =0.015to 1
CAS =0.015to 0.5
VRC =0.015 to =16

C. albicans/dubliniensis not
further identified (n = 5)
SCY-078
FLC
ANF
MCF
CAS
VRC

C. glabrata (n = 23)
SCY-078
FLC
ANF
MCF
CAS
VRC

0.12

=0.125 to 0.25
=0.125 to 0.03
=0.015 to 0.03
=0.015to 0.03
=0.015

0.25-1

2to =128
0.03-1
=0.015t0 05
=0.015t0 05
0.03-8

MIC (pg/ml)

Species and antifungal drug Range®
C. krusei (n = 6)

SCY-078 0.5-4

FLC 64-128

ANF 0.03-0.25

MCF 0.03-0.25

CAS 0.06-0.5

VRC 0.5-1
C. parapsilosis (n = 18)

SCY-078 0.25-0.5

FLC 0.25-4

ANF 0.06-2

MCF 0.5-2

CAS 0.06-0.5

VRC =0.015 to 0.12
C. tropicalis (n = 12)

SCY-078 0.03-0.5

FLC 0.25-1

ANF =0.015

MCF =0.015 to 0.06

CAS =0.015 to 0.06

VRC =0.015

90
80
70

60
50
40
30
20
= = |
0

SCY-078 Caspofungin Anidulafungin Micafungin

% of isolates

O0%WT B%NWT

FIG 1 Activity of SCY-078, anidulafungin, caspofungin, and micafungin against strains displaying FKS
mutations. %WT, percent wild type; %NWT, percent non-wild type (for SCY-078, %NWT is the percent
exceeding the wild-type upper-limit value [WT-UL; two 2-fold dilutions higher than the modal MIC value
of each WT population]).

Pfaller, M., Messer, S., Rhomberg, P., Borroto-Esoda, K., Castanheira, M. (2017). Differential Activity of the Oral Glucan Synthase Inhibitor SCY-078 against Wild-Type and Echinocandin-

Resistant Strains of Candida Species Antimicrobial Agents and Chemotherapy 61(8), e€00161-17. https://dx.doi.org/10.1128/aac.00161-17
Schell, W., Jones, A., Borroto-Esoda, K., Alexander, B. (2017). Antifungal Activity of SCY-078 and Standard Antifungal Agents against 178 Clinical Isolates of Resistant and Susceptible Candida

Species. Antimicrobial Agents and Chemotherapy 61(11), e01102-17. https://dx.doi.org/10.1128/aac.01102-17
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EXPERIMENTAL THERAPEUTICS

A wemew  Antimicrobial Agents

maanower and Chemotherapy® n
I Chack for
Updsies

In Vitro Activity of Ibrexafungerp (SCY-078) against Candida
auris lsolates as Determined by EUCAST Methodology and
Comparison with Activity against C. albicans and C. glabrata
and with the Activities of Six Comparator Agents

(2 Maiken Cavling Arendrup,2b.c Karin Meinike Jorgensen,® ( Rasmus Kreger Hare,? (© Anuradha Chowdhary?

TABLE 2 In vitro activity of il p (IBX) and ce
determined by EUCAST E.Def 7.3.17

s against C. auris and selected C. albicans and C. glabrata isolates, as

MIC (mg/liter)

MiCrange  Modal MIC  MICso
mo/inen mafiten _modiiten

C auris n = 122)

MCF* 5 30 70 9 8 0125 025
AMB* 14 108 1
FLU* 1 2 10 109 =64 =64
VOR* 1 1 1 16 13 34 138 13 5 Bimodal 05
I5A* 20 1 1 19 9 19 n 2 6 5 Trimodal 0125
C albicans (n = 16) I
1BX 5 10 1 0.03-0.125 0.06 0.06.
MCF 4 1o 2 0.008-0.03 0016 0016
AMB 1 6 9 0.06-0.25 0.25 025
FLU 10 [3 0.125-0.25 0125 0125
VOR 12 4 =0.004-0008 =0004 =0.004
ISA 14 2 =0004-0008 =0.004 =0.004

C glabrata (n = 16)
1B 106 02505 025 025

- T a "
MCF 8 8 0.016-003 0016/003 0016
AMB 1 1 n 3 0.03-05 025 025
FLU 6 10 24 4 4
VOR 1 13 2 0.03-0125 0.06 006
ISA 1 3 & 6 0.016-0.125 0.06/0.125 006

“aGray-shaded areas indicate concentrations not tested for that particular compound. An underlined value indicates a3 modal MIC for unimodal distributions but the

lowest MIC peak for i i thus il ing the modal MIC of the presumed wild-type distribution. The MIC distril for

antifungals against C. guris indicated by an asterisk (*) are compiled from reference 1 except that isolates above the tested MIC range in that publication were
retested using extended concentration ranges.

70

60

50

40

Count

30

20

10

122 isolats C. auris

0.001

0.002

0.004

=1 Raw Count bar s Raw Count —@— Fitted

|

$ R8sty iy
e o =
MIC (mg/L)

FIG 1 EUCAST MIC distribution for ibrexafungerp against 122 clinical C. auris isolates. Raw counts are
presented as bars and a red curve, whereas the fitted curve was determined by the ECOFF finder program
(v2.0) that iteratively fits each subset of the data from left to right.

March 2020



Phase 2 oral ibrexafungerp following initial
echinocandin therapy in non neutropenic
patients with invasive candidiasis

Meilleure exposition: 1500mg

J1 puis 7750mg/j
Troubles digestifs

Réponse 6/8 C. glabrata et C.

krusei

Table 2. Global response inthe ITT population of 22 patients with invasive candidiasis

Enrolment

hssessed for eligbiity [
edinformed consent)

Exciuded (n=5)

- Not meeting indusion aiteria [7=2)
- Other reasons (n=3) ingbility totake oral medications, no
resalution of fever, clinical instabiity)

Randornized (=22}

i

l

|

[ Allocation )

Alocated to intervention SCY-78 500 mg (n=7)

- Received allocated intervertion (=6)

- Did not recsive allocated intervention (=1,
‘exdusion criteria identified after
randormization ond before 15t dose,
endophthaimitis)

Aliocated to intervention SCY-078 750 mg (n=7)
- Received ollocotedintervention (7=7)
- Didnot received allocoted intervertion (r=0)

Aliocated to interven tion SOC (=8)
- Received allocated intervention (n=g)
- Did not received allocoted intervertion (=0)

l

l

|

( Follow-up )

50C
Tbrexafungerp Threxafungerp
500mg 750 mg fluconazole micafungin
(N=7),n (%) (N=7), n (%) (N=7),n (%) (N=1), n{%)
EOT
global response 5(71) 6(86) 5(71) 1(100)
clinical response 5(71) 6(86) 5(71) 1(100)
microbiological response 6(36) 6 (86) 6(86) 1(100)
missing 1(14) 1(14) 0io o(0)
Week 2 post-treatrment
global response &(57) 4(57) 5(71) 0(0)
clinical response &(57) 4(57) 5(71) 0(0)
microbiological response 4(57) 4(57) 5(71) o(0)
missing 2(29) 3(43) 2(29) 1(100)
Week 6 post-treatment
global response 3(43) 2(29) 4(57) [ (0]
clinical response 3(43) 2(29) 4(57) o(0)
microbiological response 3(43) 2(29) 4(57) o(0)
3(43) 1(100)

missing 3(43) 5(71)

Lost to folow-up for primary timepaint (E0T)
(=0)

Discontinued intervention (=1, due to
unrelated AE, acute tubular necrosis)

Lost to folow-up for primary mepaint (E0T)
=0)

Discantinued intervertion
(=1, withdrew consertt)

Lostto follow-up for primary timepoint (EOT)
(=0}

Discontinued infervention (=2, ane died of
Sepiic shock and one hod anew biood ailture
positive for Candida spp.)

I

I

1

Andlysed for primary efficacy (n=7)
- Excluded from analysis (n= 0}

[Ana\ysws]

Anciysed for primary efficacy (n=7)
- Exciuded from analysis (n=0)

Anaiysed for primary efficacy (m=8]
- Exdiuded fromanaiysis (=0)

Spec A, JAC 2019
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90 +
80 +
70 4
60 o == Vehicle, IV, bid x5
50 =& AmB, 0.3 mg/kg, IP, bid x5
=@ AmB, 3 mg/kg, IP, single dose

- =@= Rezafungin, 0.2 mg/kg, IV, bid x5
301 -8 Rezafungin, 0.2 mg/kg, IP, bid x5
20 - =¥= Rezafungin, 2 mg/kg, IV, single dose
10 4 =#= Rezafungin, 2 mg/kg, IP, single dose

0 T T T T T T 1

0 1 2 3 4 5 6 10

Days post-infection

ORIGINAL ARTICLE EE {ASPET () e

Rezafungin treatment in mouse models of invasive candidiasis
and aspergillosis: Insights on the PK/PD pharmacometrics of
rezafungin efficacy

Lynn Miesel* | Kun-Yuan Lin® | Voon Ong2
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downstream substitutions, correlate
with high ibrexafungerp MICs against
e coCandida glabrata

(n = 28) or only to anidulafungin (n = 6) and
harbouring 10 different FKS2 gengsupstitutions o
Antifungal susceptibility to ibre)ﬁ: IVI d
tested according to European C EIBE e S q u I a
Antimicrobial Susceptibility TestiNg (EOCAST) E.Der

7.3.2 procedure and isolates were considered

ibrexafungerp non-wild type according to the

statistical wtUL (minimum inhibitory concentration

[MIC] 22) or visual wtUL (MIC >4).

Results

Ibrexafungerp MICs against the isolates ranged from
0.06 to 4 mg/L. Four FKS2 gene substitutions
(AF659, F659S, E655A, and W715L) were exclusively
found in isolates showing an ibrexafungerp MIC
above the statistical wtUL (=2 mg/L) whereas
isolates harbouring other substitutions were found
to be ibrexafungerp wild type. The use of the visual
wtUL (MIC 24 mg/L) bisected the population of
isolates harbouring such substitutions
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Ibrexatungerp Versus Placebo for Vulvovaginal Candidiasis
Treatment: A Phase 3, Randomized, Controlled Superiority

Trial (VANISH 303)

Jane R. Schwebke,' Ryan Sobel? Janet K. Gersten,? Steven A. Sussman,’ Samuel N. Lederman,® Mark A. J:
Alired H. Moffett Jr* Nkechi E. Azie,"” David A. Angulo,” Itzel A. Harriott,” Katyna Borroto-Esoda," Mahmo

CVV aigue
2:1 ibrexafungerp (300mg BID J1) vs

nlarehn
A) Efficacy Outcomes at TOG Visit (Day 10)

100%
B0f%
B0%
0%
B0% .

50.5% 49.5%"

50%

40% 36.0%"
0% 28.6%

Percentage of patients

08 19.4%

12.6%
100

Clinical cure Mycalogical eradication Overall success

m Ibrexafungerp = Placebo

Ibrexafungerp Placebo
(n=188) (n=98)
Age, y
Mean + SD 33.5+10.36 36.0 + 12.46
Median (min, max) 32.5(18, 67) 34.0 (17, 66)
Race, n (%)
White 103 (54.8) 53 (54.1)
Black 73(38.8) 43 (43.9)
Asian 4(2.1) 0
American Indian or Alaska Native 2(1.1) 0
Other 6(3.2) 2 (2.0
Ethnicity, n (%)
Hispanic or Latino 54 (28.7) 18 (18.4)
Non-Hispanic or Latino 134 (71.3) 80 (81.6)
BMI (kg/m??, n (%)
<35 144 (76.6) 76 (77.6)
>35 44 (23.4) 22 (22.4)
Diabetes mellitus
Yes 18 (9.6) 81(8.2)
No 170 (20.4) 90 (91.8)
Composite VSS score
Median (min, max) 9.0 (5, 18) 9.04,17)
Candida species
Candida albicans 173 (92.0) 90 (91.8)
Candida glabrata 11 (5.9) 11 (11.2)
Candida tropicalis 412.1) 1(1.0)
Candiida dubliniensis 2(1.1) 0
Candida lusitaniae 110.5) 10100
Candida parapsilosis 1 (0.5) 0
Candida krusei 0 1010
Saccharomyces species 1 (0.5) 0

Table 3. Summary of Related Adverse
Events (TEAEs) Reported in >2% of Patients
Ibrexafungerp Placebo
(n=247) n=124)
Patients with 21 TEAE 8B (38.7) 211168
Mild 78(316) 17037
Moderate 24(87) 4{3.2)
Severa 1104 0
Diarrhea 55 (22.3) 514.0)0
Mild 38(15.4) 4132)
Moderate 17169 1i08)
Nausea 27 (10.9) 5{4.0)
Mild 24(9.7) 514.0)
Maderats 2(08) 0
Severa 104 0
Abdominal pain 12(5.3) 0
Mild 1214.9) 0
Moderate 110.4 0
Abdominal discomfort 1 (4.5 2018
Mild 6i24) 2(18)
Moderate 520 0
Dizziness 9(2.6) 2018
Mild Ti28) 2(18)
Maderats 2(08) 0
Abdominal pain upper 7i28) 1{08)
Mild G(2.4) 110.8)
Modarata 104 0
Flatulence 6i2.4) 1(08)
Mild 5(2.0) 108
Maderate 1100.4) 0
Headache 624 324
Mild 5(2.00 3(24)
Modarata 104 0




[ ]
e Z a u I l I I l TABLE 3 Antimicrobial activity of rezafungin and comparator agents tested against fungal
isolates from the worldwide 2016 to 2018 rezafungin surveillance program?

MIC (pg/ml) cLse ECV®
Antimicrobial agent 50% 0% %S %R %WT % NWT
Candida albicans (n = 835)
Rezafungin 003 006 2.8 02
Anidulafungin 0015 003 1000 00 1000 00
Caspofungin 0015 003 99.9 01
Micafungin 0015 003 99.9 0.1 296 04
Fluconazole =012 025 995 04 981 19
Itraconazole =006 012
Posaconazole 003 006 %.5 35
Voriconazole =0008 0015 999 00 290 10
Amphotericin B 05 1 1000 00
Candida glabrata (n = 374)
. Rezafungin 0.06 012 95.7 43
TABLE 3 (Continued) Anidulafungin 0.06 012 944 32 %38 32
Caspofungin 003 006 97.1 21
MIC (peg/ml) cLsib ECVb Micafungin 0015 003 9.0 24 933 67
. i Fluconazole 2 32 914= 86 856 144
Antimicrobial agent 50% 90% %S %R %WT %NWT traconazole 05 2 987 13
Prr— Posaconazole 025 1 9.0 7.0
Cryp !‘ococcu:s neoformans var. grubii (n = 73) Voriconmzole 0.06 H 872 128
Rezafungin =4 =4 Amphotericin B 1 1 1000 00
Anldulafun'gln =4 =4 Candida parapsilosis (n = 329)
Caspofungin =4 =4 Rezafungin 1 2 1000 00
Micafungin =4 =>4 Anidulafungin 2 2 939 0.0 100.0 0.0
Caspofungin 025 05 1000 00
Fluconazole 2 4 1000 00 Micafungin 1 1 1000 00 1000 00
Itraconazole 0.25 0.25 93.5 6.5 Fluconazole 05 32 86.0 125 836 164
Posaconazole 0.12 025 97.3 27 :)"“Oﬂﬂdel g-(‘)é g-f; w0 oo
Ny osaconazole X . . .
Vorl(onaz:')l'e 0.03 0.12 1000 00 Voriconazole =0008 025 884 09 845 155
Amphotericin B 05 1 52.1 479 Amphotericin B 05 1 100.0 0.0
Aspergillus fumigatus (n = 183) Ca;'gg?u:;ﬁ:mhs (n=1%6) 003 006 1000 00
Rezafungin 0.015 0.03 100.0 0.0 Anidulafungin 0.03 006 99.0 10 98.0 20
Anidulafungin 0.015 0.03 ;?Spé’f““giﬂ 3-8;5 g-x gz-g :-g 064 26
k icafungin I . 1 I y .
Caspofungin 0.015 0.03 1000 00 Fluconazole 025 1 %9 26 949 5.1
Micafungin =0.008 0.015 Itraconazole 012 05 100.0 0.0
ltraconazole 05 1 98.4 16 \"I"Sj”m"al‘?'e g-g?s g-:)é 6o oo zi-g ;:
oriconazole ! Y . X X .
Posaconazole 0.25 0.5 Amphotericin B 05 1 100.0 00
Voriconazole 0.25 0.5 98.9 1.1 Candida keusel (0 = 77)
- andida krusei (n =
Amphotericin B 1 2 1000 0.0 Rezafungin 003 006 1000 00
Anidulafungin 0.06 012 1000 00 1000 00
Aspergillus section Flavi (n = 45) Caspofungin 012 025 98.7 0.0
Rezafungin <0008 0015 mucafunguT g;}s S 2 1000 00 1000 00
. . uconazole
Anidulafungin =0.008 0.015 Itraconazole 05 1 1000 00
Caspofungin 0.015 0.03 1000 0.0 Posaconazole 05 05 100.0 00
Micafungin 0015 003 Amphoreiin B R S Y
Itraconazole 0.5 1 1000 0.0 ’ )
Candida dubliniensis (n = 93)
Pos?cnnazole 0.25 05 1000 0.0 Rezafungin 006 012 1000 00
Voriconazole 0.5 1 1000 00 Anidulafungin 0.03 012 1000 00
Amphotericin B 2 2 1000 00 Caspofungin 0.03 003
- Micafungin 003 003 1000 00
aAbbreviations: S, susceptible; R, resistant; WT, wild type; NWT, non-wild type. Fluconazole =012 025 96.8 3.2
Criteria were published in the CLSI M60 document (40). Epidemiological cutoff value (ECV) criteria were ltraconazole =0.06 025
published in the CLSI M59 document (41). The ECVs for rezafungin and each species were determined from Posaconazole 003 006
: Voriconazole =0008 0015
data in the present study. Amphotericin B 05 05

“Nonresistant is interpreted as susceptible-dose dependent.

Pfaller, AAC, 2020

(Continued on next page)



Rezafungin In Vitro Activity against Contemporary Nordic

Clinical Candida Isolates and Candida auris Determiped

by the

EUCAST Reference Method
Marie Helleberg,a,b Karin Meinike

Mutation® MIC? (mg/liter)

Jrganism Fks1 Fks2 RZF ANF MCF AMB FLU

= albicans 5645P NT 1 025 2 025 025
D648Y NT 05 0.06 0.125 025 0125
P13545 NT 0.5 0.06 0.125 0.5 >64
P13545 NT 0.25 0.016 0.06 0.5 >32
P13545 NT 0.25 0.016 0.06 0.5 64
P13545 NT 0.25 0.016 0.06 05 64
P1354P/5 NT 0.25 0.03 0.06 05 >64
P1354P/S NT 0.25 0.06 0.06 05 >64
R1361R/S NT 0.25 0.06 0.125 0.125 0.125
R1361G NT 0.25 0.06 0.125 0.125 025
R1361G NT 0.25 0.016 0.06 0.5 64

Z. glabrata Le30Q S663F 2 1 0.5 0.5 1
L630Q S663F 2 1 0.5 05 32
wT 5663F 2 1 0.5 05 2
WT S663F 1 0.25 0.125 0.125 2
WT S663F 0.5 0.25 0.125 0.5 2
WT S663F 0.5 0.06 0.06 0.5 2
wT 5663P 2 1 0.5 0125 2
WT S663P 0.5 0.125 0.125 0.25 4
¥1429% Y6SEN/LEG4D 0.5 0125 006 0125 >32
wT F659del 05 0.06 0.06 025 >64

Z. tropicalis F&505 NT 1 0.25 1 0.25 0.5
5654P NT 2 2 2 05 05

Z. dubliniensis 5645P NT 2 0.25 2 0.03 0125
S645P NT 1 0.25 2 0.03 0.125

= krusei 5659F NT 1 025 4 05 32

. auris 5639F NT 16 4 >32 1 >256
S639F NT 16 >32 >32 1 >256
5639F NT 8 >32 >32 1 >256
5639F NT 8 >32 >32 1 >256
S639F NT 8 >32 >32 1 >256
S639F NT 8 >32 >32 1 >256
5639F NT 8 >32 >32 1 >256
5639F NT 8 >32 >32 1 >256
WT NT 2 2 0.25 1 >256
wT NT 2 1 025 1 256
wT NT 2 0.03 003 05 256

CMI C. auris fks1 CMI
moins élevées Reza vs
autres echino

AAC 2020



Rezafungine sous cutanée phase |

P
RS

TABLE 1 Number and percentage of subjects experiencing solicited reactogenicity symptoms by symptom and dose group

Any dose (N=9) 1mg (N=3) 10 mg (N =6) Placebo (N = 3)
Symptom n % 95%CI n % 95%CI n % 95%CI n o 95% CI 200
Any symptom 7 78 45,94 1 33 6,79 6 100 61,100 - - -
Pain 3 33 12, 65 1 33 6,79 2 33 10,70 = = - _ " .
Tenderness 4 44 19,73 - - - 4 67 30,90 - - - T:
Pruritus (itching) 1 11 2,43 = = = 1 17 3,56 = = = gﬂ
[Ecchymosis (bruising), functional grade 2 22 6,55 - - - 2 33 10,70 - - - g 100
Ecchymosis (bruising), measurement 1 11 2,43 - - - 1 17 3,56 - - - E
grade g
Induration (hardness)/swelling, 111 2,43 - - - 1 17 3,56 - - - §
functional grade -
Induration (hardness)/swelling, 1 1 2,43 = = = 1 17 3,56 = = = g* 50
measurement grade =
Erythema (redness), functional grade 6 67 35,88 - - - 6 100 61,100 - - - 3
Erythema (redness), measurement grade 6 67 35,88 = = = 6 100 61,100 - = =
Nodule, functional grade 5 56 27,81 - - - 5 83 44,97 - - -
Nodule, measurement grade 4 4 1973 = = = 4 67 30,90 = = = 25

Ulceration, functional grade - - - - - - - - - - - -

Ulceration, measurement grade - - - - - - - = = = = =

Note: N = Number of subjects in safety population

Abbreviation: CI, confidence interval.

02448 96 144 312 696
Time (Hours)




We report on the successful
ongoing
compassionate use of

rezafungin obtained through
expanded

access for over 1 year in a
patient with a multidrug-
resistant

Candida glabrata
mediastinal infection from a
vascular graft infection

and retained foreign
material




Rezafungin / Cidara

Rezafungin (CD101) Echinocandin - Non-competitive inhibition of
1,3-B-D-glucan synthase, depleting 1,3-p-D-

Ny glucan in cell wall
% e (FKST and FKS2)

* Echinocandine action pruiongee
* 1injection IV par semaine

Detailed Description:
A Phase 3, multicenter, prospective, randomized, double-blind, efficacy and safety study of Rezafungin for Injection versus an active comparator regimen of caspofungin followed by optional oral fluconazole step-down

therapy in subjects with candidemia and/or invasive candidiasis.

tudy Design Goto |~

Interventional (Clinical Trial)
Estimated Enroliment 218 participants
Allocation: Randomized
Intervention Model: Parallel Assignment
Masking: Quadruple (Participant, Care Provider, Investigator, Outcomes Assessor)

Primary Purpose: Treatment
Official Title: A Phase 3, Multicenter, Randomized, Double-blind Study of the Efficacy and Safety of Rezafungin for Injection vs. Intravenous Caspofungin Followed by Oral

Fluconazole Step Down in the Treatment of Subjects With Candidemia and/or Invasive Candidiasis

Actual Study Start Date @ : October 12, 2018

Estimated Primary Completion Date @ : September 2020
Estimated Study Completion Date @ : September 2020
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Table 3. Primary Hficacy Endpaint: Overall Response at Dy 14 (Microbialogical latent-to- Treat [miTT] Papulation)—Part A, Part B, and Combined

Rezafungin Versus Caspofungin in a Phase 2, Randomized,
Double-blind Study for the Treatment of Candidemia and
Invasive Candidiasis: The STRIVE Trial

Geare Rm-;ul|,'mm:n'mmu’mLha?a,‘p:mu.m'nnmpn,‘msum'
Maliee Bassetil.' Luls Ostrosky-Zelchnes,” Anfta E: Das," Rokande M. Vianl," Tuyler Sandison," and Peter 6. Pappas"™. The STRIVE Tral lovestigators:

[verall Respanse, n (%] Rezafungin Once VWeakly 400 mg Ramafungin Once Weetdy 400 mg/200 mg Caspofungn Oroe Daily 70 mg/E0 mg
N=TE N =48 N =E1
[hvesall oure 4 (BD.E] 35 [TE11 41 1E72
i CFS MBETIE E1.2-E74) [B4.0-727]
T T 20 e
Failure 20(26.3) EN7A 17 2781
|rdetemrrninais LI B 3 |EE A0

lable 5. Secondary Efficacy Owtcomes st Day 5 (Microbiological Inteat-to-Treat [miTT] Popelation}—Parts A and B Combimed

* Rezafungin: demivie 133h gy ot o
* Essaide phase 2 randomisé =o == s s
 Candidémie et candidoses
invasives RZF
 RZF 400mg/sem S1 puis ;o Cacn
200mg/sem vs 400mg/sem vs 3 P
Caspo 70mg puis 50mg puis E
fluco 3
. \ . 7 \ L
* Guerison a S2, mortalité a J30 3
207 patients o
* Guerison 60% —

LE 1]
- ]




RESEARCH ARTICLE

Risk factors and outcomes of patients with
ocular involvement of candidemia

Hyo-Ju Son', Min Jae Kim"' =, Suhwan Le€?, Sungim Choi’, Kyung Hwa Jung’,

Jiwon Jung', Yong Pil Chong’, Sung-Han Kim', Sang-Ho Choi’, Yang Soo Kim', Jun
Hee Woo', Joo Yong Lee®, Sang-Oh Lee'

1 Departrment of Infectious Diseases, Asan Medical Center, University of Ulsan Cdlege of Medicine, Seoul,
South Korea, 2 Department of Ophthalmology , Kangwon National University Hospital, Kangwon National

University Graduate School of Medicine, Chuncheon, Korea, 3 Department of Ophthalmology, Asan Medical
Center, University of Ulsan College of Medicine, Seoul, South Korea

e 275 FO candidémie dans les 2 semaines
e 59(21.5%) anomalies:

— 51 choriorétinites, 8 endophtalmies

— 11 symptomatiques
* Candidémie persistante, neutropénie dans les 2

semaines préecédentes associées au risue

d’atteinte ophtalmologiue
e 24 patients neutropéniques:

— 41% atteinte ophtalmo

(positive avant sortie aplasiel/3 des patients)



Quel traitement de premiere ligne? ECIL-6

Table 4. ECIL-6 recommendations for initial first-line treatment of can-

didemia.
Overall Hematologic
population patients
Antifungal therapy
Micafungin® Al All
Anidulafungin Al AlP
Caspofungin Al All
Liposomal amphotericin B Al All
Amphotericin B lipid complex Bl Bl
Amphotericin B colloidal dispersion  BII Bl
Amphotericin B deoxycholate Cl Cll
Fluconazolet Al CHI
Voriconazole* Al Bl
Catheter removal All BII

*See waming box in European label; Pprovisional grading; “close monitoring for
adverse event is required; "not in severely ill unstable patients; "not in patients with
previous azole exposure: 'if the catheter cannot be removed, use of an echinocandin
or a lipid formulation of amphotericin B is recommended.

Tissot F, Haematologica 2016



Quel traitement en fonction de
'espece

Table 5. ECIL-6 recommendations for first-line treatment of candidemia after species identification.

Candida species Overall population Hematologic patients

C. albicans Echinocandins® Al Echinocandins All
Fluconazole® Al Fluconazole cl
Liposomal amphotericin B Al Liposomal amphotericin B Bl
Amphotericin B lipid complex All Amphotericin B lipid complex Bl
Amphotericin B colloidal dispersion All Amphotericin B colloidal dispersion Bl
Amphotericin B deoxycholate Cl Amphotericin B deoxycholate Cll

C. glabrata Echinocandins* Al Echinocandins All
Liposomal amphotericin B Bl Liposomal amphotericin B Bl
Amphotericin B lipid complex BIl Amphotericin B lipid complex Bl
Amphotericin B colloidal dispersion BIl Amphotericin B colloidal dispersion Bl
Amphotericin B deoxycholate Cl Amphotericin B deoxycholate Cll

C. krusei Echinocandins® All Echinocandins® Alll
Liposomal amphotericin B BI Liposomal amphotericin B Bl
Amphotericin B lipid complex Bl Amphotericin B lipid complex Bl
Amphotericin B colloidal dispersion Bl Amphotericin B colloidal dispersion Bl
Amphotericin B deoxycholate Cl Amphotericin B deoxycholate Cll

Oral stepdown Voriconazole Bl Voriconazole Cll

C. parapsilosis Fluconazole All Fluconazole Alll
Echinocandins: BIl Echinocandins Bl

*Same grading for anidulafungin, caspofungin, micafungin; *not in severely ill patients; “if echinocandin-based regimen introduced before species identification and patient

responding clinically and microbiologically (sterile blood cultures at 72 h), continuing use of echinocandin might be considered.



Candidémie et neutropénie: IDSA 2016

Candidemia neutropenic
— Echinocandin (strong recommendation; moderate-quality evidence).

— Lipid formulation of AmB 3-5 mg/kg/d: alternative (strong
recommendation; moderate-quality evidence).

— Fluconazole 400mg: can be used for step down if patient stable, isolate
susceptible and blood culture cleared(weak recommendation; low-
quality

C. krusei
— Echinocandin, lipid formulation AmB or voriconazole

Duration: 2 w after clearance if symptoms and neutropenia
resolved

FO: 1 w after neutrophil recovery
CVC removal

IDSA guidelines ; Pappas PG et al. Clin Infect Dis 2016.



I ASSISTANCE @'~ HOPITAUX
*UBLIQUE DE PARIS

AGEPS
Candidémies: mesures associees

e Ablation du cathéter ou de la chambre implantable

 ETT aJ5-J7, ETO non systématique (si ETT douteuse ou
candidémie persistante a 72 heures); sinon en sortie
d’aplasie

 Doppler veineux non systématique: a réaliser en cas de
thrombose ou candidémie persistante a 72 heures

* Fond d’ceil pour les non neutropéniques dans les 8
jours (sortie aplasie)

* Contrble de la négativation des hémoculture

* Traiter méme si une seul hémoculture positive en
périph ou sur cathéter ou chambre implantable

Recommandations COMAI AP-HP, 2018



4 Traitement de

premiere ligne candidémie

AGEPS
patient non neutropénique
Ligne de Traitement Commentaire Ligne de Traitement Commentaire
traitement traitement
Durée du Pendant 14 jours aprés la Duraee du Pandant 14 jours aprés la
traitement derniére h“_":_”":”:”!mr“" traitement derniére hémeoculture
positiva .
1 - - - positive
17 ligne Echinocandine : T‘EEF?r.Ia Alternative en Amphotéricine B
sensibilité aux li I
Caspofungine echinocandines : ;ff‘ I |pu5::ma e
Adulte : 70 mg puis 50 en cas de intolerance ou 3 mg/kg x1/j
de souche

mg ou 70 mg si poids =
80kg = 1/
Dose de charge de 150
mg puis dose dea 1

Ou

Micafungine
Adulte : 100 mg x 1/j
Dose 150 mg/f a discuter
chez les patiants les +
graves
Enfant : 2-4 ma/kg/jour

traitement
anteérieur par
echinocandine ou
d'infection a

fluconazole (si
fluco 5)

resistante aux
autres
medicaments

mg/kag! a discuter chez Candida glabrata Si I'ablation de Amphotéricine B
le= patisnts les + graves ou parapsilosis cathéter ou de liposomale
(qSOFA>=2) hamb -
Enfant : 70mg/m? puis Si C. Chambre ) i
S0mg/m= x1/j parapsilosis : im |'J|EII"I1.;E|III|E.' Echinocandine
switch pour le impossible

Alternative de
choix

Fluconazole
12 mg/kg a 11 puis
& mg/kg x 1/j

5i pas de choc ni
antecedent de prise
d'azoleés

Teaster la sensibilite
aux azoles de

Si point de départ urinaire:

-Fluconazole ou fluconazole forte
posologie (maintien de la dose de
charge de 12 mg/kg/j) pour le Candida
glabrata non R (CMI<32)
-Amho B deoxycholate pour C. krusei et

C. glabrata fluco R

principe

\SSISTANCE HOPITAUX '
"UBLIQUE Q DE PARIS Recommandations COMAI AP-HP, 2018




A

neutropénique

AGEPS
Ligne de Traitement Commentaire
traitement
14" ligne Echinocandine :

Caspofungine
Adulte : 70 mg puis 50
mg x 1/j Dose de charge
de 140 mg puis dose de
1 mafkafj a discuter chez
les patients les + graves
(gSOFA==2)
Enfant : 70mg/m?= puis
S50mg/m=/24h

O

Micafungine
Adulte : 100 mg x 1/
Dose 150 mag/j a discuter
chez les patiants les +
graves
Enfant : 2-4 mg/kg x1/j

Pandant 14 jours apreés la
darmiare héemoculture
positiva

Traitement de premiere ligne candidémie

Voriconazole

En cas d'infection a

Candida krusei O
Echinocandine

Pandant 14 jours aprés la
darmidre hémoculture

positiva

C. krussai
Traitement en Amphotéricine B Posologies citées
cas d'infection a liposomale ci-dessus

Alternative en Echinocandine
cas d'ablation
de cathéter ou
de chambre
implantable

impossible

Pendant 14 jours aprés la
derniere hémoculture

positive

Posologies citées
ci-dessus

Alternative de
choix

Amphotéricine B
liposomale
2 mg/kg =1/j

Pandant 14 jours apreés la
darnidre hémoculture

positiva
ASSISTANCE HOPITAUX
*UBLIQUE DE PARIS

Recommandations COMAI AP-HP, 2018



ﬂl V 4
AGEPS Désescalade

Deésescalade Fluconazole Si espece

aprées 3 a5 12 mg/kg a 11 puis sensible :

jours si & mg/kg x 1/j C. albicans

- stabilite C.parapsilosis

clinigue C. tropicalis

- souche

sensible

- negativation

des

hémocultures

-ablation du

cathater

Voriconazole En cas d'infection a

C. krusai

Que le patient soit neutropénique ou non

Durée: 14 jours apres négativation hémocultures

\SSISTANCE HOPITAUX '
"UBLIQUE Q DE PARIS Recommandations COMAI AP-HP, 2018




Prise en charge des fongémies

Penser aux basidiomycetes
Porte d’entrée

Traitement précoce
Posologie adaptée

Molécule en fonction neutropénie, choc, pré
exposition, porte d’entrée, retrait cathéter

Bilan d’extension

Adapter a 'espece

Evaluer |la possibilité de désescalade a J5

Traiter 14 jours apres négativation hémocultures




Journal ofb I
Antimicrobia

J Antimicrob Ch ther 2017; 72:1784-1793
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Predisposing factors and outcome of uncommon yeast species-related
fungaemia based on an exhaustive surveillance programme (2002-14)

Stéphane Bretog ne'>* Charlotte Renaudat?, Marie Desnos-Ollivier', Karine Sitbon®, Olivier Lurthnlnr}r“ and
Frangoise Dromer® on behalf of the French Mycosis Study Groupt

e 338 episodes rare yeasts infections associated
with HM and antifungal preexposure

* Candida kefyr and Trichosporon associated
with HM

* Trichosporon or Geotrichum associated with
with preexposure to caspo but not fluco



Table 1. Infosmation regording the 35 unammon yemt speces reaponsble for 338 epsodes of fungoemin (YEASTS peqgen
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Bretagne et al, JAC 2017



No. of cases of S. clavata

Epidémie francaise de Saprochaeta

Clade A D Index case
Clade B
Other sublineages

36 37 38 39 40 41 42 43 44 45 46 47 48 49 5D 10

11"

clavata

BB B [ [ [E

12 13

2011

Cases of S.clavara

0o
1

o
| EEX

2012
Date of symptom onset (week - year)

Hémopathies

Sept 2011-Oct 2012

26 hémocultures positives
22 déces

Clone A épidémique
Traitement: voriconazole

Vaux S, Mbio 2014

14 15 16 17 18 10 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 39 40 41 42 43 44 45
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Invasive Trichosporon Infection: a
Systematic Review on a Re-emerging
Fungal Pathogen

Jodo N. de Aimeida Junior* and Christophe Hennequin®**¢

TABLE 1 | Characteristics of 203 cases of invasive Trichosporon infection according to the underlying conditions.

Groups of patients p-value
Hemopathies Other immunodeaficiency conditions Newborns Miscellaneous

Mo, of casas (%) 79 (39) 41 (21) 25(12) 58 (28)
Ape (Maan 4 50) 354 M58 Q34+227 NAZ 468 £ 231 =g
Sex ratio (F/M) 21/530.29 14/23 0.6 B/90.8 24/3407 NS
AT THE TIME OF DIAGNOSIS (%)
Mautropenia B7 (85) 3| oo 0 <0.0001
CVCE 36 (48) 15(38) 12 (48) 19 (34) NS
Braakthrough infection 50 (74) 1227 28 XA16) <0.0004
Previous antimicrobial therapy BE (82) 24 (58 24 (3E) 303 (6T) 0.005
CLIMICAL PRESENTATION
Dizseminated 79 (100) 25(61) 26 (100) 33 (58) <0.0004
wi'=kin lesions 27 (34) 7 (28) o 412 0.001
w/pulmonary lasions 33 (42) 6 (24) 115 ey 0.0003
wifiver andfor splean lesions 11 (14) 1(4) 0 13 0.06
Localized deep-seated infections O 16 (39) o 25 (44) <0.00041
SPECIES
Trichosporon asahif 32{40) 20 (48) 16 (B4) 27 (46) NS
Trichasporon inkin® 1{1) 927 oo B(11) 0.0003
Trichosporon mucoides/dermatis’- 22 4 (9) 312 203 NS
Other Spaciesh 4[5 25 104 510 NS

Mortalité 44%
Voriconazole, moins de mortalité, CMI plus basse sur tous les isolats



Epidemiology and outcome
of Rhodotorula infection in haematological patients

Rhodotorula spp. are emergent opportunistic pathogens,
particularly in haematological patients.

29 reported fungaemias
acute leukaemia (65.5%)

Rhodotorula mucilaginosa was the species found more frequently
(79.3%).

presence of central venous catheter (100%) and neutropenia
(62.1%).

(81.5%) received amphotericin B.

The overall mortality was higher (13.8%) than that described in
non-haematological patients (5.8% in solid-organ neoplasms and
9% in AIDS or other chronic diseases).

Patients with acute leukaemia had a higher mortality rate (15.7%)
than patients with non-Hodgkin’s lymphoma (0%).

Garcia-Suarez, Mycoses, 2011
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Central nervous system candidiasis beyond neonates: Lessons from
a nationwide study
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Table 1. Underlying conditions and clinical characteristics of 24 patients with central nervous system candidiasis.

Disseminated (n = 17}

Paticnts and clinical characteristics All im=24) Allim=17) HM? (m = 10} NonHM (n=T7) Localized {n = 7)
Endocarditis (%) 10 {42) 10 {59) 330 7 (100} 0
Male sex (3%) 14 (58) 11 {83) 5 (50 & [86) 343
Median age years (range) 51 [6-82) 51582 51 [5-75] 51 [27-81] 50 [6-72)
Underlying conditions
Neutropenia, month before (%) 538 953) 2 (90) 0 0
Therapentic LM 7 7 7 0 0
Prosthetic valve (%) 4{17) 424) 0 457 0
IV (%) 4{17) (18 0 3143) 1{14)
CARDS deficiency (%) 2(B) 0 0 0 2{29)
Diabetes mellines (%) I{g) 1014} 0 1014 1014
Rocent neurasurgery (%) 2(B) 0 0 0 2429
HIV [AIDS stage) 104) 11(14) 1 0 0
Crther (%) {10 18] 0 1i14) 1414
Symptoms
Fewer (%) 0 (83) 14 {82) 10 (100} 457 & (88)
Headache (%) {33 (18 330 0 5{7)
ICHTY signs (%) 729 18] 1010 0 & (88)
Focal sign (%) 11 (46) 847 330 57 343
Impaired consciousness (%) 5{21) 525 330 1(28) 0
Ovular (%) 1i{13) 211 2o 0 1 oveitis (14)
Positive blood caltures (%) 14 (59) 14 {82) 7(7m) 7 (100} 0
Extraneurobogical locations 12 (50) 1271} S (90 3143) 0
= 1 kocation (%) - Ti41) 5 (50 2(28) 0
Spleen (%) - 847 550 3043 0
Liver (%) - 424) 4 1409 0 0
Kidney (%} - 5{29) 4 (40) 1014 0
Arthritis (%) - 2{(11) 1010 1014 0
Laboratory meningitis (%) B3 (e2) AT (2%) 27 (2% 0D & (100}
MREI performed n=1% n=12 n=7 n=5 n=7
MRI meningitis 73T 220 1(14) 1020 57
Abscesses 11 (58) T58) 571 140 4 {57)
Micro-absomsses® 547 758) 57 24 2429
Macro-absoeses 318 0 0 0 3i43)
Empyema 1(5) 0 0 0 1414
Vascular complications 547 8 (67 457 4 (80 1{14)
Haemorrhage 73T T58) 4150 3 (&) 0
Ischemia 5(26) 433 1014} 3 (e 1414

Ancurysm 0 0 0 0 0




Table 2. Laboratory characteristics of 24 patients with central nervous system candidiasis.

Disseminated (n= 17}

Laboratory characteristics All (n = 24) HM? (n = 10) Non HM (n=7) Localized (v =7)
(SF" anahysis n=13 n=T n=10 n=&
Meningitis (%) B (62) 1(29) - & {100}
Median leucocyte count (fmm®) 46 [3-410] 11 [3-20] - 176 |5—210)
Median lymphocyte % 73 [29-94] % - H0 [65-96]
Median nentrophils % 27 [2-62) 62 - 20 | 2-60]
Clinical ICHT® 7 1 - &
IC* pressure (cmH20) - - - i5
Protein (gL} 1.09 [0.19-5.65] 0.44 [0,19-1.09] - 1.33 [0.36-5.69)
Hypuoglycorachia (%) 5(348) 1(19) - 3 (500
Positive microscopic exam (%) 1{15) o - 1(33)
Positive culture (%) 4(31) 1§14) - 3 (50)
Positive BG® a7 34 - 3
Median positive BG (pgfml) 377 [122— 500] 495 [122— 500] - 259 [151 — =.500]
Positive Candidas mannan Ag 415 m - 3
Blood
Median C reactive protein (mgf) 108 [12-3485] 135 [75-385] 98 [12-134] 17 [1-155]
Positive blood coltures (%) 14(58) T {70) 7 (100} L]
Positive serum BG (%) 14114 (100) {100} 212 {100) H5 (100)
Median serum BG (pgfml) 453 [95-500] SO0 [95-500] 357 [214-500) 188 [145-407)
Positive mannan antigen and/or anti-mannan antibody (%) 10014 (71) 416 (67) 12100 A6 (6T)
Table 3. Treatment and outcome of 24 patients with CNS candidiasis.
Drisseminat
Treatment and outcome All{m=24) HM? {m =10}
Antifungal treatment
LAmE® (%) 19(79) 9 (30)
Median days LAmB 23 [11-52) 281147
SFC (%) 19(79) B(80)
Median days SFC 19 [4-72] 14 [6—44]
Fluconarole (%) 17 (71} & (60)
Echinocandin (%} & [25) 330
Combination {%) 20 (83) 9 (90)
Median days AF duration H2 [3-3593] 36 [3-158]
Secondary AF prophylaxis (%) 4 {17) 1010
Surgery
EVDF (%) 4 {17) ]
Neurosurgery (%) 28] o
Evolution
Sequela | %) 330 ]
Dieath at 3 months T(29) & (60)
Dieath with evolutive infection (%) 10 (42) 770

Agure 3. MRI of 3 patient with dissaminated Infaction without IE during neutropenia. (A] Diffusion Weighted Imaging (DWI) (with b-valuas of 1000 s'mm) {4
and (B) ADC cartography show multiple micro snd macro abscesses in the corpus callosum with & variable diffuston signal and cartography ADC value. (C) A

enhance on 30T
basal ganglla common calcifications (black arrowhead).

gl

Image. (D} Axial T2* Image shows micro-abscass hemorrhagic phenomena (black arrow) an
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