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Non-Technical Introduction td-ungi &
Mycology

http:// www.doctorfungus.ord thefungi/index.htm

A Fungiare plantlike organismsacking
chlorophyll

I Absorb food from other sources

I Do not need light, can live in danamd dark
places

A >100 000 species
A Yeasts and Moulds



Invasive fungal disease

A Candida
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A Aspergillus
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Risk factors for invasive fungal diseas

A latrogenicneutropenia
I Cancer €ytotoxicagents
I Bone marrow transplant recipients
I Solid organ transplant recipients

A HIV

A Lowand especially/ery Lowbirth weight infants

A Congenitaimmunodeficiencies
I Neutrophil¢ ChronicGranulomatou® A a SIFaSz2 W20 Q
I T/B cellg severe combined immunodeficiency
I T cellc Di George

A Severe Protein Energy Malnutrition

A Post surgery



Risk factors for invasivandidemia

A Multiple broad spectrum antibiotics
A Central lines
A Colonization byandida



Investigations for fever &eutropenia

A Good history

A Clinical examination

j _ Cotton MF, Berkowitz FE

i Nasal septum erosions RansomeDJ.

T i+ Candidakuppurative

.I. T.hrombophlebltls _ thrombophlebitis in a

I Sinus tenderness / swelling premature infant. Am J Dis
A CXR (CT?) Child 1988;142:255

A Consider sinus investigations e.g. CT
A Culture urine, blood and sputum

A Galactomannamssays foAspergillus; Specific
l.e. veresult helpful



Candida

A Can disseminate
A Eye
A Liver, spleen, kidneys



Changing Pharmacokinetics
with age
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Fungal cell Cell membrane and cell wall
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Empirical antifungal therapy fareutropeniawith
LISNEA&OSYd FTSOSNI 2N FS O
antibacterial regimerg 2 randomized trials

A EORTC International Antimicrobial Therapy Cooperative Group. 1989. Empiric antifungal
therapy in febrilegranulocytopenigatients. Am. J. Med. 86:66&/2.

Group No. 1 2
Continue antibiotics alone Aad Ampl:m_tepcm B to P
antibiotics
N 64 68
Fungal Infections 6 (9 %) 1({1%)
Candidiasis
Candidemia 2 1
0.1
Severe OPC 2 -
Pulmonary Aspergillosis 1
Disseminated mucomycosis 1
Fatal cases 4 0 0.05

A PizzoP. A., K. RobichaudF. A. Gill, and F. @/itebsky 1982. Empiric antibiotics and
antifungal therapy for cancer patients with prolonged fever gnahulocytopeniaAm. J.
Med. 72:101111

OPGC; oropharyngeatandidiasis



Amphotericin B clinicaluse since 1960

A Polyenemacrolide

on A Isolated fromStreptomyces
nodosus

A Insoluble in water
A Solubilized by sodium deoxycholz

H A IV

C#?H?SH':HT"

Broad range efficaoy most fungi susceptibl
Occasional exceptionscl Candida




AmphotericinB toxicity

Nephrotoxicity

Acute infusion related
reactions 0 myalgia,
chills, thrombophlebitis

HypoK+
HypoNa+

anemia,hepatic
dysfunction..

General (body as a whole): fever (sometimes accompanied by shaking chills usually occurring within 15 to 20 minutes after initiation of treatment); malaise;
loss of mass.
Cardiopulmonary: hypotension, tachypnoea.
Gastrointestinal: anorexia; nausea; vomiting; diarrhoea; dyspepsia; cramping epigastric pain.
Haematologic: normochromic, normocytic anemia.
Local: pain at the injection site with or without phlebitis or thrombophlebitis.
Musculoskeletal: generalized pain, including muscle and joint pains.
Neurologic: headache.
Renal: decreased renal function and renal function abnormalities including: azotemia, increased serum creatinine, hypokalemia, hyposthenuria, renal tubular
acidosis, and nephrocalcinosis. These usually improve with interruption of therapy. However, some permanent impairment often occurs, especially in those
patients receiving large cumulative amounts (over 5g) of amphotericin B.
The following adverse reactions have also been reported:
General (body as a whole): flushing.
Allergic: anaphylactoid and other allergic reactions.
Cardiovascular: cardiac arrest; arrhythmias, including ventricular fibrillation; cardiac failure; hypertension; shock.
Dermatologic: rash, in particular maculopapular; pruritis. Less frequent reports of Stevens-Johnson syndrome have been received during post-marketing
surveillance.
Gastrointestinal: liver function test abnormalities; jaundice; acute liver failure; haemorrhagic gastroenteritis; melaena.
Haematologic: agranulocytosis; coagulation defects; throm ia; leukopenia; i ilia; leukocytosis.
Neurologic: convulsions; hearing loss; tinnitus; transient vertigo; blurred vision or diplopia; peripheral neuropathy; encephalopathy (See 'Special
Precautions'); other neurologic symptoms.
I y: dyspnea, bronch n diac pulmonary edema; hypersensitivity pneumonitis.
Renal: acute renal failure; anuria; oliguria.
Altered serum electrolytes: hypomagnesaemia, hypo- and hyperkalaemia and hypocalcaemia.

Special Precautions

12



LIPID amphotericin 8rmulations

Amphotericin B Lipid Complex

(ABLC: Abelc@)

Amphotericin B Colloidal Dispersion

(ABCD; Ampho®ior Amphote®)

(LLAMB; Ambisom®)



