1o deliale
=20 2)lse g gl

ey 53N oyles
No:131 November 2024

29l Sleidl e iz

S3y s )l 5 Jw soSingy

S5l e S50 S92y Sl slem 9 J Sy (g ‘L_s*i’)s*’" S
et et gl s Febhoge Slad 3 Sy pole oSl




S0 2olee 3 9l (gl ole aolale
=9l sl o

w2 les sl el

MLM.A d..w‘)5) )d d..alfﬂd ).9‘ LS‘)“) u.«...i.o)g.:‘ LSB)L) e

a5 4ts

Obiwwls aily 8 =5

= CBTTRSELERE RS
Sl s 55
Obbwgz 2w S5

03lj (I8 sle S



Al \))‘7 No.131, November 2024  1¥-¥ 31 \¥) o)l Sl ilee g g,

o lien o 3o 5y — )

1doddo

Ol oo s 4 dy g 00 Sml GugilSals Gugh Sl lawg Voene a5 Cunl (230 ()l SO ol ]
Syl gslite b ol allss

Sl (o ol s i b il 53 (ogas 4 Vb e g Spe b bl mls i Cigae o TA) prles sk o]
1ol cde

okl uPEals oshs el Jolds a8 058 o sl wshi el 09,8 4 bgrse slo g8 5l o0y S bawg TA
Sy Lol s bt jlan codgid Sl Sl e aisS 5l pan Bl e esiS oeshrmel 5 2l sl el (egadld
SsS 0 Cryptic sl a5s8 o ais% (pl 4y a5 w)ls  Jglate

sl e85 o Lo & Sglae opl aisls 155, u.\:91.a)).u.u] 4o Jgﬂ A Cwglie Goli8l soly Slllas 3l ans g0 o
el oad Jos Gl SIS Syl a4 caglie 0500 3525 o wgilEsld ush )yl 5o aSL Cryptic

gl Sy 9 Fieily

Bk 3l 5 008 b 9o e slaald 5 1e oS5 5 5,5 g 5 wilys a9 0ud (i3 ol b 5l skl T oS
D98 (o s b b hles 50 (5olen Sl (g e

2o 4 wly co g a5 (o0 S50 1, JBL L la gt 5 o ) ol (s0uS Glidinl lawg oad bl b5 !
AS ol ) palpe Chgae U clodle o 5 (Sglate b @o3Me 5 ol jLacsl by coand

a3 oo Las el e G shls ol iles ;o 1) e les il el S Lol sl eSSy JSS

"nvasive aspergillosis
? Conidia




¥V T\
& ) o7 R -
G )3’)7 No.131, November 2024 VE-¥ 3117) o)le Sl ulee g g,

Low Risk Auloimmune
Solid tumours
Kidney trasplant
Non-Hodgkin's lymphoma
Advanced HIV
COPD exacerbation
Multiple mieloma
Myelodysplastic syndrome
Intermediate Risk Chronic lymphoeytic leukemia
AML during consolidation phase
Acute lymphoblastic leukemia
Liver transplant
Small-bowe] transplant
Allogeneic HSCT without GvHD
AML/MDS after induction therapy
Lung or hear transplant
Allogeneic HSCT with GvHD
Chronie granulomatous disease

High Risk

Fig. 1. Main risk factors for invasive aspergillosis in immunocompromised patients. AML: acute myeloid leukaemia; COPD: chronic obstructive pulmonary disease; GvHD:
graft versus host disease; HSCT: haematopoietic stem cell transplantation; MDS: myelodysplastic syndrome.
Adapted from Cadena ], Thompson GR 3rd and Patterson TF!
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Table 1
European Organization for Research and Treatment of Cancer and the Mycoses Study Group Education and Research Consortium {EORTC/MSGERC) 2019 updated criteria

A Host factors
» Neutropenia (<500 cellsfmm? ) of at least 10 days temporally related duration.
« Active haematological malignancy.®
» Allogeneic haematopoietic stem cell rransplantation (HSCT).
» Solid organ transplant recipients.
» Prolonged steroid use (0.3 mg/kgfday prednisone > 3 weeks).
» T-cell immunosuppressants in the last 90 days (cyclosporine, anti-TNF-c, alemtuzumab, etc.).
» B-cell immunosuppressants, e.g., ibrutinib.
= Severe hereditary immunodeficiency (e.g chronic granulomarous disease, STAT3 deficiency or severe combined immunodeficiency ).
» Acute graft-versus-host disease (GvHD) grade [IIV refractory o 1st line corficosteroid therapy.

B Clinicaljradiological criteria
« Pulmonary aspergillosis: The presence of at least 1 of the following radiological patterns on CT:
1) Nodule(s), with or without halo sign.
2) Crescent or crescent air sign.
3) Cavitation.
4) Segmental or lobar wedge consolidation.
» Tracheobronchitis: Bronchoscopy — ulcers, nodules, pseudo-membranes, ploques or eschar.
» Sinusitis: Requires CT scan and =1 of the following:
1) acute localised pain (including pain radiating to the eye).
2) nasal ulcer with black crust.
3) extension to bone or orbit.
= CNS imfection: On CT{MRI at least 1 of the following signs:
1) focal lesions.
2) meningeal enhancement.

C Microbiology criteria
« Any Aspergillus isolated by culture from sputum, BALF, bronchial or tracheal aspirate.
» Direct view of hyphae with calcoflior stain under the micrascope.
» Aspergillus antigen or galactomannan (GM ) af least 1 of the following:
1) Serum = 1.0" {one sample).
2)BALf=1.0.°
3) Serum=0.7" and LBA = 08"
4)CSF=1.0"
» Molecular {PCR): at least 1 of the following:
1) Plasma, serum or whole blood: 2 or more consecutive positive PCRs.
2) BALF: 2 or more duplicate positive PCR.
3) At least 1 positive PCR positive in plasma, serum or whole blood and 1 positive PCR in BALE.

2 Haematological malignancy refers to active malignancy, in receipt of treatment for this malignancy, and those in remission in the recent past. These patients would
comprise largely acure leukemias and lymphomas, as well as multiple myeloma, whereas patients with aplastic anaemia represent a more heterogeneous group of individuals
and are not included.

b Recommended cut-off points for diagnosis with Platelia (Bio-Rad) ELISA test.

BALf: bronchoalveolar lavage fluid; CSF: cerebrospinal fluid: CT: computed tomography: MRI: magnetic resonance imaging: PCR: polymerase chain reaction.
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Table 2
Dosage for antifungals in invasive aspergillosis.
Antifungal agent Loading dose Maintenance
Triazoles
Voriconazole IV: 6 mgfkgj12h(Day 1) 4mglkg/12h
Oral: 400 mg(12 (Day 1) 200mgf12h
lsavuconazole IV or oral: 200 mgj24h
200 mg(8 h (Days 1-2)
Posaconazole IV or oral: 300 mgf24h
300mgf12 h (Day 1)
Polyenes
Liposomal amphotericin B* - IV: 3 mg/ke/24 h
Echinocandins”®
Caspofungin IV: T0mg (Day 1) 50mgj24 h
Micafungin - IV: 100 mgf24 h
Anidulafungin IV: 200 mg (Day 1) 100mgi24h

1 Higher dosage could be necessary depending on site of infection (p.e. CNS).
b Mot recommended in monotherapy.
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MNew antifungals for invasive aspergillosis therapy.

Mechanism of action

Formulation

Spectrum in L&

Future role in 1A

Fosmanoge pix A novel Gwil enzyme inhibitor,
essential for anchoring
mannoproteins to the fungal cell
membrane and wall.
First-in-class triterpenoid. Similar
mechanisms than echinocandins,
inhibiting the biosynthesis of BDG
in the fungal cell wall.

First clinical compound from the
nowvel antifungal class of the
orotomides. Its mechanism is
based on the inhibition of the
dihydroorotate dehydrogenase.
MNowvel antifungal triazole optimised
for inhalation.

Low potential systemic adverse
drug effects and drug—drug
interactions

Ibrexafungerp

Olorofim

Opelconazole

Rezafungin A new echinocandin designed to be
dosed once weekly. Analogue to
anidulafungin but with a structural
modification that results in a

longer half-life.

Oral and IV

Oral (IV on
pre-clinical phases)

Oral and IV

Inhaled

v

Broad spectrum, including
azole-resistant A. fumigaius.

Fungistatic action against on
Aspergillus spp., including cryptic
species and those azole-resistant.

Active against several mould
difficult-to-treat infections,
including Aspergillus cryptic
species and azole-resistant
Aspergillus fumigatus.

Similar to other systemic triazoles
{in vitro studies).

Mo activity against A niger.

The activity against Aspergillus spp.
is comparable to other
echinocandins, being active also
against cryptic and azole-resistant.

Probable alternative to azoles to
treat 1A in monotherapy or in
combination with L-AmB in these
CONteXTs.

Ongoing clinical trials in
combination therapy.

Alternative to azoles, especially
azole-resistant [A.

IPA in non-neutropenic patients
without dissemination, in
combination therapy approaches.
Antifungal prophylaxis after lung
transplantation and in the ICU
setting (high concentration in the
airways).

Ongoing clinical trial of rezafungin
for prevention of invasive fungal
infections (including Candida spp.,
Aspergillus spp., and P. jirovecii) in
patients undergoing allogeneic
stem-cell transplant.

1A: invasive aspergillosis, ICU: intensive care unit, IPA: invasive pulmonary aspergillosis, IV: intravenous, L-AmB: liposomal amphotericin B.
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| Considering an 1A case acconding symptoms, evolution and host factors of the patient I
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Fig. 2. Proposed flowchart of diagnosis and therapy in invasive aspergillosis.

1. Machado M, Fortn J, Mufioz P. Invasive aspergillosis: A comprehensive review. Medicina

clinica. 2024;163(4):189-98
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* Demodex
> Clinician’s Erythema Assessment (CEA)
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https://www.medscape.com/viewarticle/ivermectin-found-have-dual-effect-rosacea-2024a1000kg
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