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ANAWON CUPEPEPOVTWV

* Pfizer Asian Pacific, USA, Australia, Greece
 Astellas UK, Asia, Greece

« Bayer Europe

« MERCK USA

« MSD Europe, Greece

« Tetraphase USA

« Baxter France

* Clinigen USA

 Cardeas USA

 Achaogen USA

OAa Ta avwTEPWw apopouV epEUVNTIKA KOVOUAIQ, CUNBOUAEUTIKEG ETTITPOTTEG KAl OMIAIES
oTnv EAAGDa kal oTnv AAAoBQTT)

. Dypéecdes
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Noipwieic atro Aspergillus spp

Candida spp 75%
Aspergillus spp 14.4%
Cryptococcus spp 2.2%
Mucorales 0.9%
AMNEG 7.5%

Aspergillus spp = 3 KUPIEG KAIVIKEG MOPYPEG
Aoipwing

- AmOntiknA (Invasive - 1A)

- Xpovia  (Chronic Pulmonary Aspergillosis - CPA)

- AAM\epyikn (Allergic Bronchopulmonary Aspergillosis - ABPA)



Noilpwieig atrd Aspergillus
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[MapayovTeg KIvOUVoU Kal AvoooTraBoyEveon

Highlight of
Immunomodaulatory effects Th2 response
producing changes in
lymphocytes and monocytes
function.

Intrinsic secretion of IL-10 \

Number of
blood
transfusions

Graft vs host
disease

CMv , l
Dysfunction of innate E v v I
immune response due _ Risk
to lack of cells Cytopenia é factor 9
Transplant

procedures

«

Respiratory
viruses

N

Transplant procedures alter
the host immune status
Donor/receptor matching is
key to modulating
immunologic suppression

Marked dysfunction
in Th1/Th2 response

Complex dysregulation of
immunity including inhibition
of Th1 response and
enhancement of Th2 response

Steroids

Kinetics of immune

—3 reconstitution of cytokine
signaling networks may

depends on baseline illness

Baseline
iliness

Older age

-3 Progressive replacement
of Th1 response by Th2

Break down the bronchial mucosa
facilitating Aspergillus invasion

Immunomodulatory effects: secretion of IL-

Garcia Vidal C et al, Cur Opin Infect Dis 2013;26(3)270-6
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Noipwieic atro Aspergillus spp

ETrirrwon otn MEO

Author Year Incidence (%)
Meersseman 2003 5.8
Garnacho-Montero 2005 1.1
Vandewoude 2006 0.33
Roosen 2000 15

Valles 2002 19
Dimopoulos 2004 3.7

Kumar 2006 0.7

Meersseman, et al, Clin Infect Dis 2006



Noipwdieig atro Aspergillus spp

H diadyvwaon gival dUokoAn !

v Sandwich-ELISA

= Galactomannan
=  Mannan

High-resolution CT-scan
Ultrasound

BAL

Cultures

Fungitell (B-1-3-D-glucan)
PCR

v BIOWIA
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ANoipwieic atrd Aspergillus spp

Galactomannan oTtov op6 kai o1o BAL

A Galactomannan: blood and BAL

Galactomannan Index

More galactomannan
detected in BAL and
earlier than in serum

Hope et al Antimicrob Ag Chemother 2010: 54; 4879-86
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Noipwieic atro Aspergillus spp

ATTEIKOVION
Radiological findings N (n in proven IPA)
Non-sp-ecﬂilc infiltrates & 42 (10)
consolidation
Nodular lesions 25 (5)
Diffuse reticular or alveolar opacities 12 (1)
Halo sign 2(1)
Air crescent sign 1
Cavitation 1
Normal 0

Vandewoude K, et al. Crit Care 2006; 10: R31.



Nolpwéeic ammd Aspergillus spp
OpioTikn didyvwon - BIOWIA
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Noipwieic atro Aspergillus spp
OploTiKn diayvwon - NekpoToun

Study Year | Pts | Outcome Aspergillus Steroid Diagnosis
isolation Treatment confirmation

Tankanow 1988 1 NS SP YES Autopsy
Wiest 1989 3 NS SP,PSB,BAL YES Autopsy
Palmer 1991 1 NS BA YES Autopsy
Thommi 1991 2 NS BAL,PSB, LB YES Autopsy
Rodriguez 1992 5 NS SP,LB YES Autopsy
Crean 1992 1 NS PSB YES Autopsy
Conesa 1995 1 NS BAL YES CT-scan / Autopsy
Pittet 1996 2 NS BAL, BA YES CT-scan / Autopsy
Rello 1998 8 NS BAL,PSB, BSP YES CT-scan / Autopsy
Dimopoulos | 2002 5 NS BAL, SP YES Autopsy
Franquet 2003 9 NS LB YES CT-scan / Autopsy




Noipwieic atro Aspergillus spp

O¢parTreia - ESCMID/ERS/ECMM guidelines

Targeted therapy of pulmonary disease—first line

Population Intention Intervention SoR Q:}E‘ Q:}E2 Q{}E“ Comment
1] Neutropenia (non- To increase Isavuconazole 200 mg IV tid day 1-2, A 1 Il 11, D 111, if mould active azole
allo HSCT recipients) response and then 200 mg qd oral prophylaxis fewer adverse
2] Allo-HSCT  (during survival rate effects than voriconazole
neutropenia) Voriconazole 2+ 6 mg/keg IV {oral A 1 L 1l C 1l for start with oral; D 111, if
3] Allo-HSCT [w/o 400 mg bid) on day 1, then 2—4 mg/ke prior mould active azole
neutropenia) or IV {oral 200—300 mg bid) prophylaxis; TDM
other non- L-AmB 3 meg/ke B 1l [l 11
neutropenic Combination of voriconazole 6/4 mg/ke C | Il 1, Ma significant difference
patients bid (after 1 week oral possible (300 mg compared to voriconazole, in
bid)} + anidulafungin 200/100 mg GM-positive (subgroup) better
survival: TDOM
Caspofungin 70 mg qd day 1, followed  C ] Il Il
by 50 mg qd (if body weight =80 kg)
Itraconazole 200 mg q12 hIVonday 1, C m I 4 | P [ 1l for start with oral, TDM
then 200 mg/qd 011, if mould active azole
prophylaxis
AmB lipid complex [ABLC) 5 mg/kg C 1l Il i
Micafungin 100 mg C 1 1 1]
AmB colloidal dispersion (ABCD) D | 1y 1
4—6 mg/kg
Conventional AmB 1-1.5 mg/kg D | 11, 11
Other combinations D 1] i 1] Efficacy unproven
Life-threatening Bridging until Arterial embolization, emergency B 1 [ 1]
haemaoptysis neutrophil surgical intervention
recovery

Executive summary of the 2017 ESCMID-ECMM-ERS guideline. Clin Microbiol Infect 2018; 24: e1-e38
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Noipwieic atro Aspergillus spp
Néec Bepatreiec — CAR T cells
i HP indectad T cell G HE infecied hegsloc e e HLW Irmiwﬂ hn_l:-Eﬂ_n_
.fr';-lf ,,:r‘em'e Hev | ema 'J
r R o5 | 4 y 1 W
o g vy (Y e
CAf oy 2P ¥ ?ﬁ:m- aefx HEWE :‘I WET ey : H i
— o e proger B Chimeric antigen receptor (CAR) T cells
’I?:'EH . * Yescarta® (Kite Pharma/Gilead)
a0 ( | =  Kymriah® (Novartis)

= Approved by the FDA for the treatment of

< certain types of non-Hodgkin lymphoma
B-cell precursor acute lymphoblastic leukemia

*

7
£ X4

CARs for the treatment of infectious disease:
- invasive aspergillosis

o# Ank-gh sy
Spacar

-:I:m'niin_,L
chal

Seif M et al Front Immun 2019 Nov 21;10:2711
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IS1aiTEPESG KAIVIKEG HOPPES ACTTEPYIAAWONG -

Aiaxutn voooc - Disseminated aspergillosis

=  Ailaxutn vooog (Disseminated aspergillosis )
v' H 11poaoAf un opoAdywv opydvwyv
» H ouyxvérnta eppaviong auéndnke paydaia amd to 1980
v Auénuévn Xprion KopTIKOOTEPOEIOWV
v' Néeg uéBodol HETaPOOXEUONG
= 2xedOV TTAvVTa TTPOCRAAAETAI O TIVEUHWYV
V' TTUAN €106d0u Twv Aspergillus spp ota GAAa 6pyava = AIPATIKr PONR
» AvoookataoTaApévol aoBeveig
v" Algatoloyikoi acBeveic
MeTapdoxeuon pueAou
MeTapdoxeuon opyavwyv
XnueloBepartreia

DN NI NN

Makpd Xprjon KOPTIKOOTEPOEIDWV

Orem J, Mpanga L, Habyara E, et al. Disseminated Aspergillus fumigatus infection: case report. East Afr Med J. 1998;75:436-8.
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Aiaxutn voooc - Disseminated aspergillosis

Stomach

- A patient with HIV, admitted in the ICU because of coma and respiratory failure.
- She received empirically Amphotericin B.
- She died 48 hours later.

- Autopsy (no whole body) revealed disseminated Aspergillosis

Dimopoulos G et al J Chemotherapy 2003;15(1):71-75
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Aiaxutn voooc - Disseminated aspergillosis

[MpooBoAR

- [lveupuovog

- 22 (o1TOVOUAITIQ)
-  EvOo@BaAuiTIC

Cheon S et al. Mycopathologia (2015) 180:217-222



Id10iTEPEG KAIVIKEG HOPPEG ATTTEPYIAAWONG
TpaxeloBpoyxiTig

AINONTIKA TpaxeIoBPOYXITIC ATTO MUKNTES

2TTAvVIa VOooc¢ - AUOKOAN diayvwon — Mn €10IKa euprjuata
Ovntétnta 20-80%

- Ao©Oeveic ye Aspergillus tracheobronchitis kar OAA

" XeIPOTEPN £KPBaon atrd auTtoug TTou dev epgavifouv OAA

= mortality rate 69.2-93.8 vs. 25-32.8%
- Mpwipog d€ikTnNG dINONTIKAG vOoou 1 gival dINONTIKA vOoOG ?
- 2UVUTTApXOoVTa VOO uaTa = KUplo pOAo
- Exouv mrpoTabei 3 kKUpIol TUTTOI TPAXEIORPOYXITIOOC

= WYeudopeuBpavwodng, aTToPPaKTIKY, EAKWTIKI

He H, Jiang S, Zhang L, et al Mycoses. 2014;57:473-82. doi:10.1111/myc.12185, Fernandez-Ruiz M, Silva JT, San-Juan R, et al. Medicine.
2012;91:261-73.
doi:10.1097/MD.0b013e31826¢c2ccf.
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IS1aiTEPEG KAIVIKEG HOPPES ACTTEPYIAAWONG '/
TpaxeloBpoyxiTIC

RESEARCH Open Access
@Cmssb{ark

Invasive fungal tracheobronchitis
in mechanically ventilated critically ill patients:
underlying conditions, diagnosis, and outcomes

Chun-vu Lin"*T, wei-Lun Liu**®t, Che-Chia Chang”’, Hou-Tai Chang®, Han-Chung Hu?~, Kuo-chin Kao?~,
MNing-Hung Chen??, Ying-Jen Chen'?, Cheng-Ta Yang’~, Chung-Chi Huang®®" and George Dimopoculos?

Ann. Intensive Care (2017) 7:9

»> 31 patients with IFT
= Aspergillus spp. (61.3%) , Mucorales (25.8%), Candida spp. (6.5%).

> Mortality : 93.5%.
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TpaxeloBpoyxiTIC
Variable No. of patients (%o
Age, vears (mean = SD) e4.7 = 13.7
Gender, male 24 (7 7.4)
Current/ex-smoker 15 (48.4)
Underlying disease 30 (96.8)

DM 18 (58.1)

Chronic lung disease 12 (38.7)

COPD/asthma 8(25.8)
Old TB 2 (6.5)
Bronchiectasis 2 (6.5)

Solid organ cancer 4 (12.9)

Hematologic disease 4 (12.9)

Liver cirrhosis 3(9.7)
Systemic steroids before diagnosis 17 (54.8)

Duration of steroids before ICU admission, day, 49 (14—90)

median (IQR)

Daily dosage of steroids, mg, median (IQR) 50 (29—71)
Inhaled corticosteroids before diagnosis 3 (9.7)
HTN1 infection before diagnosis 3(9.7)
INmnvasive furNmngal tracheobronmnchitis U e

im mechanically wventilated critically ill patients: . )
underlying conditions, diagnosis, anmnd outcormes Ann. Intensive Care (2017) 7:9

v Lin ' Wi ALy L  AThe-Chea Chara”. Fou-Tai Chang® Han—Chang Ho® 2, Kooe-ckin Facs
rlirvg-Huano Cheen S, Fina-den Chen L Cherg-Ta Yarea ™. Chosna—Chi Hoaama 27 and Gecrges DXimmesiecasbkos™
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TpaxeloBpoyxiTIC

E

CxR

a. Aspergillus tracheobronchitis
b. Candida tracheobronchitis
c. Mucorales tracheobronchitis

Bronchoscopic view
d. Aspergillus tracheobronchitis
e. Candida tracheobronchitis
f. Mucorales tracheobronchitis

Biopsy
g. septate fungal hyphae branching at
a 45 angle : Aspergillus spp.
h. yeast cells and pseudohyphae :
Candida
i. broad, thin-walled, non-septate hyphae,

Drpare Access

INmnvasive furNmngal tracheobronmnchitis -
im mechanically wventilated critically ill patients: . .
urﬁderlylhg conditions, diagmnosis, anmnd outcormMmes Ann. Intensive Care (2017) 7:9

Chvum =i Lin -5 Wil an L -.*4‘* l:he- Chia Charea” ﬂou ~Tai Chang®, Harm- Ch sy Ha? 2, R cEim et
i -Han [=] Che-n""'. winca-lers Cheaen ' Cherea-Ta "—'-a T Chesrg—<C i Heaaarea 7T anc Gecargs CRNinmes o es k:hs-
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Influenza — associated Aspergillosis

1" hypothesis
Severe damage of
epithelial membrane
because or the viral
infection leading to

Pathogenesis
Local and systemic effects -

2"9 hypothesis
Increased use of
corticosteroids

fungal invasion. ‘

Local damage

g

Tracheobronchial mucosa

\ 4

Disruption of normal ciliary clearance

0

Colonization

0

Infection

Lee N et al PLoS One 2011; 6: e26050, Fox A et al PLoS One 2012;7:€31535

Affect Th1/Th2 response/cytokines

!

Lymphopenia

The reasons that some, but not all,
patients with severe influenza infection

develop aspergillosis remains unknown
i
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Influenza — associated Aspergillosis

Tracheobronchitis
with obstruction

Tracheal stenosis

Koehler et al. / Clinical Microbiology and Infection 25 (2019) 1501e1509
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Aspergillosis yaoTpevTepIKOU

- BiBAioypagia : 35 TTEPITITWOEIC

- AeUTEPN TTI0 KOIVA) BE0N AOINWENG YETA OTTO TTVEUNOVES

- [MapayovTeg Kivduvou

OMA, XMA

NEYQWUa

[MoAAQTTAOUV pUEAWMQ
MugAoduoTTAaoTIKO CUVOPONO

Mn aipaTtoAoyIKEG vOooI (KapKivog paoTou, yaypaiva Fournier, eAkwdng
KOAITIG, d1aBNTIKI KETOZEWON)

Karta 1n didpkeia 1ng didyvwaong
v' OudeTtepoTrevia
v’ OgpaTtreia ye KOPTIKOOTEPOEIDN)

Cha SA, Kim MH, Lim TS, Kim HH, Chang KY, Park HS, Kim HW, Wie SH, Jin DC. Invasive primary colonic aspergillosis in
the immunocompetent host without classical risk factors. Yonseied J. 2015;56:1453-6.
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Aspergillosis yaoTtpevTepikou- [NaBoyéveon

- AIROnon peoevrepiou aptnpiag = BpOuBwon = 1IoXaIMia I0TOU
= Mn €101k} KAIVIKA €IKOVAQ

=  ATTeIkOvion = dIATA0N EVTEPOU, AETITUVON TOIXWHATOC,
ouvnOwg un €10IKa eupripaTa

- Oegpartreia
* BopikovadldAn, evaAAakTIKG AugoTepikivn B, exivokavdiveg (?)
= XEIPOUPYIKI QVTIMETWTTION

- EkBaon
* [Ttwyxn

Infection (2018) 46:317-324
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Aspergillosis yaoTpevTepIKOU

Multiple small bowel perforation revealed during emergency
laparotomy
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IS1aiTEPESG KAIVIKEG HOPPES ACTTEPYIAAWONG

Aspergillosis HETA ATTO XEIPOUPYIKEC ETTEUNPACEIC

= KPX emrepfaoeig
= O@OAAPONOYIKEG ETTEPPATEIC — ODOVTIATPIKES ETTEUPATEIS
" AOINWCEEIC MOAQKWY HOPiwV

" NAOINWEEIC BPOYyXWV
= MeooBwpakiTig

Mo oTTAVIEG HOPYPES

» [IpooBoAn utTTE(WKOTOG

= OpBoT1TaIdIKEG ETTEPPATEIC (OOTEOUUEAITION)
» [lpooBeTIKEG BAABIDEC

=  XelpoupyeEio yaoTou

= N/X emTepyBaoeig

s Mnyn = agpoyevic diaoTTopd KATA Tn dIAPKEIQ TGS ETTEPRAONGS
s MpSAnywn = cuvTAPNON CUCTHUATOC AEPIOUOU OTN XEIPOUPYIKN aiBouoa

Clin Microbiol Infect 2006; 12: 1060-1076
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MeoOBWPAKITIC

CDC opiouog
- OeTIKO d¢ciypa yia Aspergillus atrdé yecoBwpdkio ouv Eéva atrd
1. TTUpeTOC >38°C

2. Bwpakikd AAyog | acTaBeia OTEPVOU PE TTUWON GUAAOYH
OTO HECOBWPAKIO 1)

3. Betikéc K/a (xeipoupyik@d AngBeioec) atrd Tpavua pecobwpakiou N
4. Oemikéc K/a aipartog
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MeoOBWPAKITIC

Fragment of lung

%  tissue with an
increased number of
hyphae obtained on
autopsy (PAS stain
x100).

Aspergillus mediastinitis mainly
affects patients after cardiosurgery
operations with predisposing factors,
and it is unusual in immunocompetent
patients.

Fragment of
myocardium with
hyphae obtained on
autopsy (Grocott
stain x100).

The identification of the Aspergillus spp.
source is often difficult, and there are no
guidelines for the administration of pre-
emptive therapy in this population.

Dimopoulos et al. Journal of Medical Case Reports 2010, 4:312
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MeooBwWPAKITIC

Chatterjee D et al Cardiovscular Pathology 23 (2014) 354-357



&
I510iTEPEG KAIVIKEG HOpPEG AaTrepyiAAwang

MeooBwWPAKITIC

A. AlaToIXWHATIKA TTPOCBOAN

B. M&la pecoBwpakiou
OTTOU aiveTal
KOKKIWMATWONG PAEYUOV,
YIYavTOKUTTOPO KAl
ivwon.

C. MNyavTokUTTapa PE UPEC

Chatterjee D et al Cardiovscular Pathology 23 (2014) 354-357
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Oaoteopueitic kail Aspergillosis

= Aspergillus oOTEOMUEAITIC = oTTAVIA AoiWEN
= OvnToTnG = 25%

= AOINWEN 00TOU = €AV OPEiAETAl O€ ECWTEPIKN PAGPRN (TT.X.
XEIPOUPYEiIO) epgpavilel KOAUTEPN EKBaan aTTOTI AV OPEiAETal
o€ AAAEC aITiEC (AVOOOKATAOTOAN KATT)

= Apuva evioTh = onPavTtiKOg 0 pPOAOC TNG
= Amphotericin + flucytosine =» coBap£g AoIPWEEIS

* |traconazole =» o€ 0106£pPOUC A0OEVEIC

Gabrielli E etal . CMI 2014;20(6):559-565
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Oaoteopueitic kal Aspergillosis

140 -
120 -
100 A Number of osteomyelitis cases caused by Aspergillus spp
» over a period of eight decades
[+}]
8 80
Q
©
. 60 -
()
=z
40
20 -
; | | e
« ) ) s, ) ) 9, )
4 7 S () -~ G 9 ()
% % % % % % % %

Time (decade)

Gabrielli E etal . CMI 2014;20(6):559-565
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Oaoteopueitic kail Aspergillosis
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Gabrielli E etal . CMI 2014;20(6):559-565
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Oaoteopueitic kail Aspergillosis

250 -
w 200 - O Combination
E B Monotherapy
E 150 -
o
£
w100 +
o
=]
- I U i
0 T P —l —
. P B, % S, % % %
s, %, & < <, o R s
) o 2z O %, R z,
oy Ry Ry, By %y o, By Y
f."",a & q@ ® ““ & ﬂ@ L

Gabrielli E etal . CMI 2014;20(6):559-565
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Oaoteopueitic kail Aspergillosis

Antifungal Teeatment Alone (N=4)

#
Antifungal Treatment + Surgery (d=121)

:_‘ ““

CR(") | PR(%) | Ri%) | Di%) CR(%) | PR(%) | Ri%) | D{(%)
Overall Response 504 n 3l | Owverall Response 57 0 ey 10
Monotherapy (=210 40 35 [ 45 Monotherapy (k=76 ) 18 ] 12
Amphotericin B (N=16) 18 3 } 56¢ Amphotericin-B (N=30) i 20 10 25
liraconazale (M=1) 10 il i 0 ltraconamnle (H=14) 57 43 ] |4
Voriconuzole (N=11 1] 1 k] il Vorkeonazole (=0 5 ] [ il
Oithers (N=1) 100 0 0 0 Others (8=1) I 100 0 1
Combination Antifungal Therapy (N=24) i 21 - j7¢ | Combination Antifungal Therapy (N=43) ul.S il ] 1

Gamaletsou et al J Infection 2014;68(5):478-93
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Endomyocardial / Pericardial Aspergillosis

Patient Age Sex  Admission Diagnosis APACHEIT ~ Death  Involved organs

I 65 F Respiratory fulure H Yes  Lung abdomen, kidney, endocardium

2 61 M Sponfancous bactersal perttomts 1 Yes  Lung abdomen, liver, spleen, kidnev, pancreas, endocardium

3o 50 M Bilateral Prevmonia post renal transplantation [7 No Lung endocardium

462 F  MRSA pueumonia, Klebsiella spp spectes 3 Yes  Lung endocardium

S W F Stevens Johnson svndrome, Respiratory falore 26 Yes  Lung endocardum

6 0 F  Bilaeral poevmonta Rl Yes  Lung, endocardmm

T4 M Livertranplant ) Yes  Lung, bram, pertcardiom

§ 19 M Bilaeral poevmonia-Septic shock 3 Yes  Lung, abdomen, lver, kidney, endocardium, pericardium
F=Female, M=ale

Dimopoulos G etal etal 2017 Mycoses
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Endomyocardial / Pericardial Aspergillosis

NMaBoyéveon
1. Apeon 0IROnon amd pUKNTEG
a. TIVEUUOVEG = dp. KOATTOG HEOW TTVEUHOVIKWY QAERWV
2. A6 dindnuévo evdokdapdio
a. Muknreg eigc€pyovTal TN KUKAOPOpia
b. Mukntaipia, e4BOAIKG £TTEICODIO
c. Aipyaroyevig dlaoTtropd
d. Aidnon evdouuokapdiou
3. Muknmiakd éuoAa atrd TTVEUMOVIKA KUKAo@opia 1) atreudeiag atrod

OINBnuévo puokdapdiIo BINBoUV To TTEPIKAPDIO

Dimopoulos G etal etal 2017 Mycoses
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Nolpweelic KN2 - MNMaBboyéveon
HGGOYéVﬂJT] AvOOOKATOOTOAN
- Algartoyevng dlaoTTopd ATTO TTVEUOVEG
- AtreuBciag eTéKTOON ATTO AOIMWEEIC WTOC, TTAPAPPIVIWY, HOOTOEIOOUC

- AtreuBeiag dicioduon Tou puknTa oto KN oe KEK, N/X etreppaoccic

EcWTEPIKOG MNXAVIOMOG HE TOV oTroiov Aspergillus spp
OIEPXETAI TOV AIMATOEYKEPAAIKO ppayuod (AED)

- Mycotoxins (aflatoxins, gliotoxins)
- J @ayokUuTTwon, oywvoTroinon Kovidiwv
- Mycotoxins = petadAAouv akepaidoTnTa AED

- INpokaAoUv BAGRN 0€ VEUPWVECG, AOTPOKUTTAPA Kal JIKPOYAoIa

Miceli M J Fungi 2019
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2

=

AsplCU data base, 8 xwpeg, 26 ME® 563 aobeveic
10 aoBeveic pe Aspergillosis eykepdaiou

Patient  Age(years)]  Race  Sex  Prmary diagnosis APACHE llscore  Underlying condition  Corticoid pre-treatment
1 “ C M Liver transplant 2 Yes
2 B9 C F Wegener's disease, renal failure 25 Mo
3 a1 A F Liver faiture, ARDA 29 Alcohol abuse yes
4 H C M Pneumonia, ARDS 30 Yes
5 49 C F Astrocytoma, brain oedema 14 COPD Yes
i fi4 C F Preumonia, ARDS 26 COPD, diabetes Yes
7 44 C M Liver transplant 18 HIV+, diabetes Mo
8 it C F Renal transplant, pneumonia, ARDS 14 [nabetes Yes
] 39 C F Endocarditis 34 Mo

10 7 o M Cerebral lymphoma, encephalopathy 20 Diabetes N

€, Caucastan; A, Astan; M, male; F, female; ARDS, acute respiratory distress syndrome; APACHE, Acute Phystology and Chronic Health Evaluation; COPD, chronic abstructive

pulmonary disease; HIV+, human mmunodeficiency virus serapositive,

Intern J Antim Agents 2013
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Mycological and radiographic findings

Mycological and radiographic findings.

Patient Respiratory tract Brain Other cultures Radiographic imaging
Serum/BAL  Microscopy or culture  Blopsy (B)or Biopsy Autopsy Chest radiography  Chest CT Brain T
galactomannan® on ETA or BAL fluid autaopsy (A)
1 +ND - + N3l N3l ML
2 NDIND + + Cavitation Cavitation ML
3 -/ND + +[B) + NS Cavitation 5L
4  -/ND + + NI Nodule 5L
3 +/ND + +(B} + NSl NS ML
6 -/ND + + NS Nodule ML
T 4 + +(C5F and pericardial fluid] NSl N3l -
H +ND + + Nodule Nodule ML
] NDJND + +[AB) + NI NS ML
10 NDIND + + NS Air-crescent sign ML

ND, not done; BAL bronchoalveolar lavage; ETA, endotracheal aspirate; CSF, cerebrospinal fluid; CT, computed tomography; NSI, non-specific infiltrates; ML multiple lesions;
5L, selitary lesion.
* Cut-off optical density galactomannan index >0.5 was considerad pasitive,

Intern J Antim Agents 2013
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Type and duration of antifungal therapy and outcome,

Patient First-line therapy Second-line therapy Length of antifungal therapy {days) Outcome
| Voriconazole - i Died

2 LF-AMB Variconazole + AmED 13 Died

] Caspofungin Voriconazole 136 Survived
4 AmAD - 10 Died

5 Therapy withheld - - Died

b Variconazole - q Died

1 Voriconazole AmBD g Died

8 Variconazale LF-Amg 5 Died

9 AmAD - I Died

10 Variconazole Caspolungln 58 Died

LF-AmB, lipid farmularion of amphotericin B; AmED, amphotericin B deoxychakate,

Intern J Antim Agents 2013
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IS1aiTEPESG KAIVIKEG HOPPES ACTTEPYIAAWONG

Mia aAAN KAIVIKR TTEQITTTWON

AcBevric 30 eTwv - OnAu
MeTapdoxeuon NTTATOG
Aiayvwon 45 nuépeg atmd peTapdoxeuon — Blowia
@dvartog
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I510iTepeg KAIVIKEG HOpPéG AoTrepyilAwong

Algioduon avTiguknTiakwy oto KN

. Protein CSF
Antifungal Agent  Molecular Mass Binding Concentration * Comment
Voriconazole 349 Daltons 58% ~50% Small moderately lipophilic molecule

| ” Very low to Largest lipophilic compound
5 dZoie 5 98% . f

Posaconazole 708 Dalions 7 undetectable limited data

Itraconazole 705 Daltons 99.8% <10% Lipophilic compound
\,
Isavuconazole 437 Daltons >99% Low Water soluble

High concentration in eyes and brain

Poor in aduilts; Large molecule with a hydrophilic

Amphnt?n_un b . . . 10-90% in neonates  polydroxyl chain and a lipophilic
and lipid 924 Daltons 90% . _ : .
. Limited data with  polyene hydrocarbon chain, poorly
formulations

lipid formulations soluble in water

1140-1292 Brain tissue concentration may
Echinocandins Dalions 97-99% Negligible increase with dose escalation and
| prolonged exposure

Miceli M J Fungi 2019
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IS1aiTEPESG KAIVIKEG HOPPES ACTTEPYIAAWONG
Ala@opikn diayvwaon Aspergillosis atro Mucormycosis

Comparison of Clinical Manifestation, Diagnosis,
and Outcomes of Invasive Pulmonary Aspergillosis
and Pulmonary Mucormycosis

Chun-Yu Lin 123, I-Ting Wang %, Che-Chia Chang °, Wei-Chun Lee >, Wei-Lun Liu 70,
Yu-Chen Huang %3, Ko-Wei Chang %>, Hung-Yu Huang ""*>*, Hsuan-Ling Hsiao ¥,

Kuo-Chin Kao ?37, Chung-Chi Huang *** and George Dimopoulos *

Microorganisms 2019, 7, 531; doi:10.3390/microorganisms7110531
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Ala@opikn diayvwaon Aspergillosis atro Mucormycosis

MOAUKEVTPIKA HEAETN TTOPATAPNONG
- Proven and probable IPA and PM (January 2004 to December 2017)

- 46 IPA (33 proven and 13 probable) and 19 PM (18 proven and one
probable)

- Prior influenza infection = predisposing factor for IPA
- Abscess formation in CT scan = with PM
- Culture rate (+) for PM = lower than that for IPA
-  GMs (serum and BAL) = higher in IPA than in PM
- Overall mortality = 65% similar among IPA and PM groups
- Independent risk factors correlated to mortality in IPA

= Systemic steroid exposure
=  High APACHE Il

No predictor for mortality in PM patients.

Microorganisms 2019, 7, 531; doi:10.3390/microorganisms7110531



IS1aiTEPEG KAIVIKEG HOPPES ACTTEPYIAAWONG

Ala@opikn diayvwaon Aspergillosis atro Mucormycosis

Septate fungal hyphae branching ata  Broad-based, aseptate hyphae,

45 angle (arrowhead) which is which are characteristic of Mucormycete
characteristic of Aspergillus spp. (white star), and the other septate fungal
(magnification: 400X); hyphae are Aspergillus spp. (black star)

(magnification: 400X)

Mucormycete characterized with
broad-based, aseptate hyphae
(arrowhead) (magnification: 400X)

Microorganisms 2019, 7, 531; doi:10.3390/microorganisms7110531
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Ala@opikn diayvwaon Aspergillosis atro Mucormycosis

(A) Consolidation, (B) cavitation, (D) abscess formation, (E) ball in hole,
(C,F) airway involvement only.

Microorganisms 2019, 7, 531; doi:10.3390/microorganisms7110531
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Global guideline for the diagnosis and management of Rare
Mold Infections: An initiative of the ECMM in cooperation
with ESCMID/EFISG and MSG ERC
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IS1aiTEPESG KAIVIKEG HOPPES ACTTEPYIAAWONG

2UUTTEPAO AT

" 2TTAVIEG AOIMWEEIS aTtrd Aspergillus = augnuévn ETITTTWON
- AuU¢nNMEVN Xpron KopTtikooTePOoIdwV (OIdpKEIa Kal dOan)
- aQUENON METAMOOXEUOEWV (CUNTTAYN KAl un CUPTTay opyava)
- au¢non aplBuou acBevwy pe kakonbeia

= Aidyvwon = dUoKoAN (MNn €10IKA eupApaTA)

» Ogpartreia
= eV UTTAPYXOUV 0dnYiEg
» |caBoukovaldAn, BopikovaldAn kKal au@oTepIKivn B

* EKBaon=> kakn ( BvntétnTa > 85%)



