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Treatment of Cryptococcosis in AIDS pt
Cryptococcocal Meningitis

Cryptococcosis

Cryptococcus spp. are encapsulated, polysaccharide-coated

Patients with severe pulmonary disease
yeasts with two major species (C. neoformans and C. gattii)

* Patients with disseminated disease
(at least two noncontiguous sites)
Patients with serum cryptococcal antigen titer 21:512
-> Should be managed as for CNS disease, even
normal CSF findings (high fungal burden)
Patients with serum cryptococcal antigenemia
-> should have LP performed
-> if normal CSF findings including CSF cryptococcal
antigen, should start fluconazole treatment
(consolidation phase) and ART initiation
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Cryptococcocal Meningitis in non-HIV Patient Adverse Reactions of Antifungals

Amphotericin B Flucytosine Fluconazole
Clinical course more severe disease than AIDS patient deoxycholate
Antifungal Treatment Transplant Non-HIV/transplant Infusion reac.tlons Bone marrow Hepatoxmlty ‘
e.g. fever, chills suppression (avoid use of concomitant
Induction phase* Duration of treatment (required premeds with  (anemia, neutropenia) nepatotoxic drug)
CPM and paracetamol)
Liposomal AmB (3—4 mg/kg/d) 2 weeks 2-4 weeks
b -Electrolyte imbalance Hepatoxicity Drug interactions
Liposomal AmB (3—4 mg/kg/d) 4-6 weeks >4 weeks e.g. hypoK, hypoMg (inhibitor of CYP450
. . isozyme CYP2C19
Ampbhotericin B deoxycholate 4-6 weeks 26 weeks -Nepf.\rotC?XICIty (CYP3A4 and CYP2C9 to
(0.3 mefke/cav (e et o s €3 ey (reduired v premed fesser extent)
1L *
Consolidation phase NSS 0.5-1Lin 2 h)
Fluconazole 400-800 mg/day 8 weeks 8 weeks
Maintenance phase ’ Liposomal AmB (better CNS penetration, higher cost)
Fluconazole 200-400 mg/day 6-12 months 6-12 months Perfect JR. et al. CID 2010; 50(3):291-322.
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ACTA Trial ACTA Trial

Open-label, phase 3, randomized, noninferiority, multicenter trial (Advancing
Cryptococcal Meningitis Treatment for Africa )

O A A

Fluconazole 1 week of amphotericin B 2 weeks of amphotericin B
plus flucytosine (1 MKD) (1 MKD)

Fluconazole(1200 mg per  plus either fluconazole plus either fluconazole
day) plus flucytosine (100 (1200 mg per day) or (1200 mg per day) or
MKD) given orally for 2 flucytosine (100 MKD) for  flucytosine (100 MKD) for
weeks. 7 days, 14 days.

followed on days 8
through 14 by fluconazole
(1200 mg per day).

LP DO, 7, 14 or daily if high ICP

After 2 weeks, fluconazole was given at 800 mg per day until
ART was started at 4 weeks at 400 mg per day until 10 weeks,
and at 200 mg per day thereafter
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ACTA Trial ACTA Trial

* One week of amphotericin B plus flucytosine was
associated with the lowest 10-week mortality

(24.2%; 95% Cl, 16.2 to 32.1)
* 1-week amphotericin B—flucytosine group was
significantly lower than that in the other amphotericin
B groups, whereas mortality in the 1-week
amphotericin B—-fluconazole group was the highest.
* Side effects, such as severe anemia, were
more frequent with 2 weeks than with 1 week of
amphotericin B or with the oral regimen
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Penicilliosis
Talaromyces marneffei
(Penicillium marneffei)

¢ Sertraline is concentrated into brain tissue at a median of
16-5-fold higher levels than in plasma

* In vitro, sertraline inhibited C. neoformans growth with
minimum inhibitory concentrations (MIC) between 2—6
mcg/mL;— and unlike fluconazole, sertraline was fungicidal,
with killing independent of cell proliferation

* Therapeutic levels of sertraline in the brain should be
achieved in 97% of persons when dosed at 400mg/day,
90% of persons dosed at 200mg/day without ART

« Sertraline had faster cryptococcal CSF clearance, decreased
IRIS, and decreased relapse compared with historical
experiences

Multiple umbilicated papule
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