Itraconazole

(Pityriasis versicolor) (Lizama ES, 1995)

50%

(Lizama ES, 1995)

Melassezia furfur

37°c

1961, Burke

furfur 2.3

32° 37°c

4-6 cm.

3-6 mm.

Mfurfur

(Robert SOB, 1969)

Mfurfur

*!I

1 , 1t [Mui, >l



, Faergemann

poiclare  povale , M.
furfur , Faergeman Bemander
Pobicdare  povale
Faergeman Freddrikson (Faergemann J Freddrikson T, 1979)
2
1

Porbiculare (Borelli D.

et al, 1991)

l\/lfurfUI' blastrospore (

) (hyphal form)
(Boreli D

Jacob PH. et al, 1991)

(seborrheric area)

Borelli



Belec

(Terragni L. et , 1991)

(Dotz . et , 198

1 Direct examination KOH preparation methylene blue
budding yeast cells 4 I short
branch septate hyphae

2.

37°c agar Sabouraud agar streptomycin, penicilin Actidione

Potassium hydroxide Methylyne blue KOH keratin

Methylyne blue



Wood lamp (BoreUi D et , 1991)

(Golden yellow fluorescence)

1 M .furfur

(Rezabek GH Friedman AC, 1992)

(Faergemann J Mmbach H, 1984)

60-80% (Faergemann J Torsten F,

1982) '
selenium disulfide Zinc

pirythione

2 2 50% Propylene
glycol 2 2

(Faermann J Mmbach H, 1984)
Kétoconazole azole

ergosterol cytochrome P450 lanosterol
ergosterol lanosterol

Kétoconazole
1 68,000 (Benfield P Clissol SP,
1988) 200 mg/day
5  (Borelli D, 1980) 80%

kétoconazole 200 mg/day 4 (Hay RJ Midgeley G, 1984)



8.2 (Rausch

LJ Jacobs PH, 1984) 400mg
Fluconazole imidazoles
triazoles fluconazole 400mgfi
74% 3
16% ( .7%) ( .7%)
(1.7%) (1.9%) (1.8%) 1.5%
Itraconazole triazole
cytochrome P450 cytochrome P450
Itraconazole (specificity)?
long lipophilic tail cytochrome P450 (Rosseeuw D. et al,
1990) Itraconazole 200mg/day

5-7 (Delescluse J, 1990)

Terbinafine
stratum comeum p.orbiculare

(Balfour JA Faulds D, 1992)

Itraconazole (Greer DL Hay RJ, 1994)

Itraconazole azole

14(X-demethylase ergosterol

azole cytochrome P450
heme

cytochrome P450-catalysed reactions ergosterol



U R
e Membrane deterioration \(\/Y
e Change activity of membrane- _ CO
bound enzymes <- O::‘ »
u zy P CH

* Uncoordinated chitin synthesis HO

N\ A4 U L]
Unprotonated azoles /Fe \ \<\/\|/
(N-4 atom of itraconazole  [I4-OL demethylase (I)CHB

bind to the haem moiety =~ -------rmmceuaes > HO
of cytochrome P450 'U \(\/j\'/

HO
Cell proliferation <- EngSthO'
1 ltraconazole
14-methylated sterols eburicol
Azole fatty acid desaturase

Candida albican
palmitate
Azole
heme cytochrome

P450 (activity)



(selectivity) Azole

, lipophilic non-ligand” tail.” Azole
apoprotein cytochrome P450. Itraconazole
NADPH-dependent-3-ketosterol reductase prf(lmlﬁ f’EOfGTTH'S
Itraconazole H
Itraconazole(Borgers M Van de Van, 1987)
Malassezia
furfur , ;
Malassezia furfur
Itraconazole(Galimberti RL et al, 1987)
ItraconazoleO
Itraconazole
1 Itraconazole
Itraconazole
(Van cutsem J et al, 1987)
diagnosis sensitivity
agar medium Itraconazole Malassezia (Pityrosporum) ovale  MIC 0.1-0.2
mg/L Dixon broth

azole



Organism Range of MIC(mg/ml)  No.of strains tested

0001 001 01 110 100 >100
Dermatophytes
Mcanis [— |
M.audouini [—
M.gypseum |----—-1
T.rubrum |— 1
T.mentagrophytes |— 1
T.schoenlennii [—]
T.verrucosum |-memeee- 1
T.violaceum |- 1
T.t onsurans [ 1
E.floccusum |—rmemmmmenee 1
Yeasts
c.albicans |— 1
c.stellatoides |—st-rfrfed 1
C.Tropicallis [E— 1
C.krusei I -1
c.glabrata l— 1
Cryptococcus neoformans 1
Malassezia ovale e 1
Dimorphic fungi

SKE BB ~ 3

Histoplasma spp. |--——1

Sporothrix schenckii |- 1
Zyqomycetes

Mucor sp — )
Rhizopus sp. I

Other Eumyoetes

Afumigatus [—— 1 0B
Anidulans [F— 1 7
Fonsecaa spp. I— 1 B

R ro o




ltraconazole
Ketocomazole
azole
Itraconazole
Itraconazole dose/formulation ¢ max tmax  AUC  F AUCratio
[fed or fasting state (ugt) (hours) (mglL*) ()
50 mg, capsule, fed M5 32 057 0.32
100 my, capsule, fasting B4 33 0712 A0
100 mg, capsule, fed 132 19 102 1
200 mg, capsule, fed % 47 52 3
2. ltraconazole
ltraconazole
Itraconazole 100 mg (peak  plasma
concentration) Cnik = 38.4-132 JLglL 3.34 .
ltraconazole
3 ltraconazole I00mg  C__,
(132 384 )
Itraconazole AUC ratio 50-200 mg.
(steady-state
phamacokinetics) I00Omg 2-4
14 =0.4-0.6 mg/L, AUC values = 59
mg/L*hr.

Itraconazole 200 mg

Cnx = l.Img/L, AUC values =



15.4 mg/L*hr.

Itraconazole

process)

Fluid or tissue

examined
CF

Eye fluid
Sliva
Sputum

Pus

Vagina fluid
Vagina
Cervix mucus
Encometrium
Skin

Skin

Lung

Itraconazole
Itraconazole

4.9%

u

Cnax = 2.0mg/L, AUC values = 39.3mg/L*hr.

100-"00 mg

(saturate  metabolic

(Lyman CA Walsh TJ, 1992)

Itraconazole dose

200 mg OD
200 my OD
100my 0D
20my OD
200 my 0D
20my D
200my D
20m 3D
20my D
100 my OD
100my OD or BID
20my 0D or BID

94.9%

Ratio of fluid/tissue -
plasma concentration
<0002
<0007
<0002
007038
1334
012048
2975
32114
58139
0520
31-105
0924

ltraconazole
99.8%

0.2%



Itraconazole

3.5 (Cauwenbergh G et , 1988)
Itraconazole 10.7 L/kg

Fluconazole(<l L/kg)wWw  (Grant SM Clissold SP, 1990)

Itraconazole
(Cauwenbergh G et , 1988)

Candida

Itraconazole 200mg 2 12 100ng/g

2-3 4

(Cauwenbergh G

et , 1988) Itraconazolel
Itraconazole sebum ltraconazole
5-10 4 .
ltraconazole 24
7
I bad I matrix?'
(Willemsen et , 1992) bas layer Itraconazole kératinocyte
2-4
ltraconazole
(Cauwenbergh G et , 1988)
Willemsen (Willemsen et , 1992) Itraconazole 100-200
mg/day 3 , 6
100mg/day 84-149ng/g 35-
115ng/g 200mg/day 490-990ng/g

141-798ng/g

Itraconazole 200mg 2 1

intermitent

3-4



Itraconazole
H-ltraconazole
7 54%

35%



