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® Special Lecture ¢

Malassezia (Pityrosporum) infections of the skin

Jan Faergemann, M.D., Ph.D.

Associate Professor, Department of Dermatology, Sahlgrenska University Hospital,
S-413 45 Gothenburg, SWEDEN

The lipophilic yeast Pityrosporum ovale (Malassezia sp.) is a member of the normal hu-
man cutaneous flora in adults but also associated with several skin diseases. In pityriasis
versicolor, under the influence of predisposing factors, P. ovale changes from the round
blastospore form to the mycelial form. A great problem in pityriasis versicolor is the high
rate of recurrence and to avoid this a prophylactic treatment i1s mandatory. Pityrosporum
folliculitis is a chronic disease characterized by pruritic follicular papules and pustules lo-
cated primarily on the upper trunk, neck and upper arms. In direct microscopy clusters ot
round budding yeast cells are found. The disease responds rapidly to antimycotic therapy.
There are now many studies indicating that P. ovale plays an important role in seborrheic
dermatitis. Many of these are treatment studies showing a good effect of antimycotics paral-
lelled by a reduction in number of organisms. Severe seborrheic dermatitis often difficult to
treat is associated with AIDS. In peripheral blood from a high number of patients with
seborrheic dermatitis we found an increase in number of natural killer T-cells and de-
creased PHA and Con-A stimulation. Secondly, we found low serum IgG antibody titres 1n
patients compared to controls. Other studies have found a reduced lymphocyte stimulation
reaction when lymphocytes from patients with seborrheic dermatitis were stimulated with a
P. ovale extract. Additionally, IL-2 and IFNy production by lymphocytes from patients was
markedly depressed and IL-10 synthesis were increased after stimulation with P. ovale ex-
tract. The majority of adult patients with atopic dermatitis localized to the head, neck and
scalp are prick-test positive to a protein P. ovale extract. One study showed that P. ovale
extracts increased IL-4, IL-10 and IgE synthesis in patients with atopic dermatitis. There
are also treatment studies indicating that antifungal treatment may be beneficial in these pa-

tients.

Treatment of P. ovale related diseases include topical and systemic antifungal therapy. Pi-
tyriasis versicolor may be treated with topical treatment including ketoconazole shampoo or
cream. However, with more extensive lesions, in patients with recurrence of the disease or
patients not responding to topical therapy short term treatment with oral antifungal drugs 1s
very effective. Ketoconazole, 400 mg in a single dose or 200 mg daily for 10 days, 1s efte-
tive. Another effective and elegant treatment is to use itraconazole 200 mg once daily for 7

.




days. Recurrence is a great problem in pityriasis versicolor with a recurrence rate of 60%
within 1 year. To avoid this oral ketoconazole 400 mg once monthly or 200 mg on 3 con-
secutive days every month have a documented effect. The same treatments used for p1-
tynasis versicolor are effective in the treatment of Pityrosporum folliculitis. However, the
treatment period has to be prolonged. With topical therapy 3 to 4 weeks of daily treatment
and then prophylactic therapy once or twice weekly is often necessary to first clear the
disease and then to avoid recurrence. However, due to the presence of P. ovale deep down
in the follicle several patients will not be completely cleared with topical therapy and both
systemic ketoconazole and itraconazole are effeotive. Several studies have clearly do-
cumented that antifungal therapy and especially the use of toplcal ketoconazole is very ef-
fective In the treatment of seborrheic dermatitis. Even prophylactic therapy once weekly
with ketoconazole shampoo is effective to avoid recurrence of scalp seborrheic dermatitis.
In severe seborrheic dermatitis systemic antifungal therapy including oral ketoconazole and
itraconazole are effective. Finally oral ketoconazole has also been effective in the treatment

of patients allergic to P. ovale and with atopic dermatitis localized to the head and neck
area.




Jan Faergemann, M.D., Ph.D.

Jan Faergamann, born in 1948, specialist in dermatology and venereology 1980, Ph.D
1979. Associate Professor in dermatology and venereology, Uppsala University 1983 and
in Sahlgrenska University Hospital, Gothenburg, since 1985.

He has been visiting professor at the Department of Dermatology, University of California,
during six months 1n 1982 and one month in 1988. He is the author of more than 145 pub-
lished papers in various international journals. He in also the referee for several well-

known international journals.

He has been the chairman, co-chairman and speakers at more than 85 international meet-
ings. He has been the organizer for the joint meeting in mycology for the British, Danish
and Swedish Society for Mycology 1n 1988. He is the president for the Swedish Society
for Clinical Mycology. He 1s a member of several national and international well-known so-

cieties 1n dermatology and mycology.

His main area of interest 1s 1n mycology with special interest in Pityrosporum related

diseases and pharmacokinetic aspects of antifungal drugs.




" & Invited Lecture ¢

Pityrosporum (Malassezia) related disease especially
seborrheic dermatitis

Yoshihiro Sei, M.D.

Department of Dermatology, Showa University Fujigaoka Hospital
Yokohama, JAPAN

Recently, genus Malassezia are divided into 7 species according to the report of E.
Guého et al. This genus is implicated in several skin diseases such as tinea versicolor, pi-
tyrosporum folliculitis, seborrheic dermatitis, psoriasis vulgaris and atopic dermatitis.

In attention to seborrheic dermatitis, this is an easily recognized, common yet poorly un-
derstood dermatosis. There are a number of factors, which are probably important in the
pathogenesis of seborrheic dermatitis. That is to say, the numbers of Malassezia, Malas-
sezia lipase activity, skin lipids, immune function, complement activation, heredity, at-
mospheric humidity and emotional state.

Recently, there have been a lot of studies concerning the efficacy of anti-mycotic drugs
against seborrheic dermatitis. Among many of the studies, ketoconazole is the widely used
drug to fight seborrheic dermatitis. This has been confirmed by a double blind study.

In Japan, ketoconazole cream will soon obtained the indication for seborrheic dermatitis.
And the shampoo containing miconazole nitrate that counteracts against dandruff and sebor-
rheic dermatitis had finished the double blind study. In this occasion, I will report about
the effectiveness of the shampoo and cream, the difference of the efficacy between drugs
and 1nvestigations on the mechanisms of seborrheic dermatitis. Especially regards to the re-
lationship between improvement in clinical symptoms, such as dandruff and pruritus, and
the decrease in the count of Malassezia furfur, that is mycological response.

Finally, we cultured five species from the lesion of the seborrheic dermatitis, tinea ver-

sicolor and dandruff patient skin. We can not detect the relationship between the species
and diseases.




Name : Yoshihiro Sei, M.D.
Date of Birth : April 1st, 1952

Education :

1970 ~ 1975 Nihon University School of Medicine

Employment :

1976 ~ 1985 Assistant, Showa University Fujigaoka Hospital
Department of Dermatology

1985 ~— 1987 Assistant Professor, Kanazawa Medical School
Department of Dermatology

1988 ~ 1995 Assistant Professor, Showa University Fujigaoka Hospital

Department of Dermatology
1995 ~ present Associate Professor, Showa University Fujigaoka Hospital
| Department of Dermatology
1991 ~ present Councilor of Japanese Society for Medical Mycology
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Malassezia yeasts= R4 AHoEE AFH HEHEAYE FYE S o, X & 9
vgoe P VA7 FRHAL A2 AP F4Y 49 ANE v ATHoz =
ot W5 o] gag Aoht oA A4 #AS Yo Res By ou Yok
W2tA Malassezia yeasts7} 3 A do|AA 2 o8] AES FAA TN BZ FoMs 2 A
49 TXo T FAAAH L FFH HAAZF Bol AlgER oY FUY AFE v wE =8}

= Ao W gl AE S H7IA Ak = =t Sabouraudv]z] FHe)] LH S vl
A2 el AF AAe FH A, X0l H7IE 1A v A A F4E A A= Ao
AEH EEXE A7st=d o dAZA EE wiRF B 79 A F HAlo= Leeming
¥} Notmaneo| 129FGF v 2] (LNujX]))7} 7} &€ 249 Ao 2 ¥rd A ). Malassezia yeasts— A}
&= iAo 24 w2t A = FAAA XS ) tksiA JERE 4 Q) 19904
Cunningham -5 LN} 2| & ©]| &3}] Malassezia yeasts®] 22 e 2 et 390 Al
= T ETHU S EA 5o B 371X FF (A, B 2 C3)E FEIFI =], oS 37}
Aol F&e TS A H O Z = serovars A, B 2 C¥o g E&x59t} 19963 Guého
s+ Dixon ¥j 2| & HEPA|Z] A & o] &3} Malasseziad; S Fe)stA, QY2)gtax =L Bz} A
%’7‘-5]'7—‘1 SAd T2} 771A] Fo 2 AYEF ¥ =4 Cunningham 50] 323+ serovar A= M.
sympodialis®l|, B= M. globosa®l|, C:= M. restricta©l| 3} g = ] T}.

8 =20 FFo A swab method®} scrub-wash method2 |3 3+ 7 A S LNuj x| o) ujj ek
5t Malassezia yeasts®] Rl R FZHE ¥ o] AT} Malassezia yeasts 7 2+o] 3 E8=
A3 ch. Swab methods] th4He e Ao 804 w97AX] F 1379 0| n T3,
olvl, AHEHF, vl FLR, HEFAA AAE A3 Y 12, scrub-wash method] o AL 204)
27790l ow ojul, AFH, vjFoA HRGHAYG FFE AP o, o]5e Sy
dl 2] © 2 swab method2 HA| S 3Gt A& H Malassezia yeasts®] B ¥ = H o Al A}
ol e W=7} AA3 194 F L o]u] HRo] AAQFoZ SIS & & YY) #F5=
AYolE A Lstaes Ao E & Wole S F AUt 29 Malassezia yeasts] ¥ &
£ AgolE Ao e AR TAME T3, ojvh, AFE, FulT 9 FEo} gjE Auug
3% B de AYotE AYstnes T, olul, AFR, Aujot Aol gy A
TEO £2 A%S B0 79 38 EFE 4714 (A, B, C, D)& FE39 ). Scrub-
wash methodol| o] 3t vl FZ A Malassezia yeasts®] Wl == o] vle} At Ho A& 100%0°] 1,
AFFoM € 89%U L € el 57t olvpich Bgton, Jujiel AFRE FF 2o 7}
UAAL FHAM = CH, o|vl, AFHF R ¥+ 25 BY 9| Malassezia yeasts7} & W&

s B
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T% Azole 3}Z A 2] Malassezia %o W3t
Az AEre =4

A=y AR} A FH}sud, g A 2dgn n|YEs-
2t + = - HR Ashbee® Ph.D.

Malassezia %2 o|FEiAF Q] TXA EETOZ Al 9} HAFF £33t} o
S ERAAY FAMEC MR SHE T2 AZAER oYy $XAJo] A 11 o] FE|A] o
A SA3 JFozZ A AAFHSUL. B AFL Ao A 1]z 9] Eu|7} 2o Ay
Azt F2 FEXIY. BHEH Ao 2+ HAF ool Malassezia 3¢ F, X F9H g ¢ A
AHFA Sl AT A Malassezia = 778 #Fo] XE ] e o] 7h&H ALEe 7%
o| ] = M. sympodialis, M. globosa % M. restrictaZ7} 7}% Zo| 2-AH H}.

= X2 azole Al & X5t A2 FRAA ] FFAde] Aoy o5 FR A9 R
RYE SH37] A obS3 o] nEH UG, HHuR] 3] Y (agar dilution test)S < A
vl 2] 3] A4y (broth dilution test)2} FAFSE ©X| 54 H A 7} v ] o] vl 5] A= A
o] O & ot Al YA dF5°] vjR] W A HEFHA = o] i & v #F
o2 HAAJA|TEE SF T W A5 H}

¥ & ol 4] = miconazole, clotrimazole, ketoconazole, itraconazole 5 azole 3} % A = <]
M. sympodialis, M. globosa = M. restricta 7750 U3 HA A5 =E I uR] A Ho 2
ZA3t¥ . 71 A3}, miconazole} clotrimazole?] Al #<d] i3 HE 3Y T H A dA|l=
= 0.5-4 uyg/ml2 A8} 31, ketoconazole?} itraconazole?] A #Eol 3k HE 39 & HA
A A F =+ 0.0156-0.0625 ng/mle. 2 f-A}3}e], ketoconalole®} itraconazole?] HZ 3 & HA
A 7| ‘= 5=+ miconazoled} clotrimazole?] A5 Xt} 33| *Udct 2 31 A3} ketoconazlole
3} itraconazole< miconazole¥} clotrimazole Bt} & # 53 HHHE AJor g3}- o2 Al8F
TF A= L T AU

(3= =5 Annals of Dermatology 8(3): 187-194; 1996¢]] WX & Y &2 3 H 43519 2)
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