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Message from the President

he fourth Congress of the ECMM was held in Glasgow (Scotland).

This meeting was very successful, A large audience from Europe and
countries outside Evrope attended the sessions, The scientific progrom and
the organisation were excellent, For the first time preliminary results of the
epidemiological survevs on candidemin, cryplococcosis, histoplasmosis,
tinea capitis and nocardiosis were presented. On behall of ECMM mem-
bers | extend warm thanks 1o Gillian Shankland, the local organizer, and

the organizing committee: E.GLY. Evans, R. Hay, M. Hi.-l.'hi.‘l]’j..'-’i-:.:ill and E.

Johnson for their commendable elforts,

The ECMM Con-
resses have estab-
ished themselves

as  amongst  the

most  important
scientific meelings
of our discipline

They provide evi-

dence for the con-

tinuing growih and
assumed fulure of

European mycalo-

gy, Several Euro-

pean  mycological
socielies are
preparing the nexi
congresses of the

ECMM: the Ger-
man sociely | Presi-

Frot E GV Evaren, Presidea of ISHAM, e Frofl 8 Dapo, dent Prof, Han-

Fr-r'.lm'rn'l' ol ECWA, l_ri!'ﬂ fﬂn'_-nlll-ri ﬂ'_!l]'irlzl-l'ﬁ figrimwrenea a i Dok nclore Bermbardth

Hecvption of fee 40 ECWM Congrei o Gilapen: ihat will host the

Sth Congress in

Dresden from June 3 1o 9, 1999 the Spanish Society will organize the fth

Congress in Barcelona, Spain, for the Autumn of 2000; the Tsracl Sociely

has offered 1o host the 7th Congress in Tel Aviv in 2001; the Polish Society

the 8th Congress in Poland in 2007, and the Netherland Society the Uth

Congress in 2003, This level of commitment is really impressive

The ECMM was very pleased 1o hear that Finland now I1a- a socicly of
medical mveology which is planning to join the ECMM. If approved by the

Council, the Finnish Society would become the 20th member,

[ take the opportunity of this message to thank Marianna Viviani once
peain for her exemplary ¢forts on behalf of the ECMM and 1o send 1o all
of vou my persenal best wishes for the end of the vear.

Bertrand Deipron
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Affiliated Societies
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{ i forrrmantivar provicled by the memiber
Sorieries)

News from the French
Sociely

The «Journal de Mycologie Médicales,
published by the Sociéidé Frangakse de
Mycologie Médicale, has fixed a
reduced rate for the 199 subscription
(4 issues) for the ECMM members: FF
579 mnstend of FF 1120,

Contact: Prof. Bertrand Dupont,
Institut Pasteur, Unité de Mycologie,
25 rue du Doctear Roux, 75724 Paris,
Cedex 15, France; [ax +33 1 4568 R420.




Mycology items

In this issue D, Alain
Leblane, responsible for
organization of ihe national
Quality Control in Franee
fromm 1979 1o 199 ai the
Laboratoire Mational de la
Sante and alierwards ai the
Agenee du Medicament,
T'l"ll"ﬂ.'l Ihl' I"\I“"l"il"l“"l' i“
his country.

Future issues of the
Myveology Newsletter will
contain contributions from
other counirvies, with a view
o recording what has been
and is being done al present
throughoui Europe. This
information coulid then
form the basis for future
co-operative action,

Importance of the Quality
Control in Mycology

T‘rm introduction of automation to
climical analysis laboratories that has
occurred during the past decades has
introduced modifications in their dai-
ly practice and called for the need for
a quality control programme, compa-
rable 1o those made by industry after
the 2nd World War.

Since the end of the 196{k inter-
Inhoratory controls have been orga-
nized here and there atl national or
regional level, first in biochemistry,
and, soon therealter, in the other
branches of medical biology, mycolo-
gy included.

Thus in France, since the begin-
ning of the 1970, and following the
imitiative of professional organisa-
tions, External Quality Assessment
programmes have been proposed for
laboratories of medical hiology, in-
cluding biochemistry, haematology,
bacteriology, virology, and parasitol-
ogy, 1o which, in France, mycology is
associated.

Since 1979 the External Quality
Assessmenl was been made manda-
tory by law for the 5000 French labo-
ratories, public as well as private.

This External Quality Assess-
ment. necessarily retrospective. coubd
not be used to validate the daily re-
sults assessed by Internal Quality
Contral, The main aims of External
Quality Assessment were 1o nor-
malise the results, improve their gual-
ity, and scguaint biologists with the
quality of their performance, thus
promoting improvement  through
contingous training, quality control
being 4 major component.,

It i now more than 25 vears since
laboratories of biological analysis

participated in the National Quality
Control programme in Parasitology
under the scientific responsibility of
Dr. 1.C. Petithory: this was optional
until 1979, and obligatory thereafier.
Thev receive twice a4 vear a culture
mediom inoculated by the Mycology
Unit of the Institut Pasteur of Pans
Labaratory personnel have to identi-
fy the fungus and send their results 1o
the organizers of the control, the
Agence du Médicament, After each
exercise, participants receive an indi-
vidual report with comments, fol-
lowed =oon after by an analysis of the
participanis’ results logether with a
fact sheet in which an expert reports
the characteristics of the fungus that
has been, or should have been, identi-
ficd.

The synthesis of the participants’
results s published on the «Annales
du Contrale National de OQualités
distributed by the Unité de Biologie
Médicale, Direction des Laboratoires
¢t des Controles, Agence du Médica-
ment, 143-147 Boulevard Anatole
France, 93285 Saint Denis Cedex,
France. Chiel of the Unit is Dr. P
Matsonneuve.

At each mailing. three different
specimens are distributed (o the par-
ticipating laboratories, randomly di-
vided into three groups.

Rince the beginning of the Quality
Control programme, that provides
twice a vear distributions. French bi-
ologists have had to identify and be-
come more familiar with more than
| 20 different fungi.

Over the vears an improvement in
performance has been observed, as
shown in table 1.

m::lnbe % of correct resulis % of correct results
..... Wed ) (year)

Commisn g 66% (1988 77% (199
Fomietont im NS 5
Tomdopss leprte 2% (1993 bt
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Myeology items

Even if the results are reasonably
satisfactory, concerning the species o
be identified, an improvement in the
performance has been observed.
Apart from rare cases. the perfor-
mance continued to improve year by
vear. Thanks to the information
sheets received. biologists have be-
gun 1o have a greater knowledge af
medical myeology and continued 10
be more interested in this important
branch of the medical biology, previ-
ously neglected by most of them.

Analysis of the results reveals the
redsons for mistakes, as depicted in
the following tables (2-4).

Table 2 illustrates the different
identifications reporied for a strain of
Trichophyton sowdanenye, an anthro-
pophilic dermatophyie frequently
Eolated n France from patienis of
Adrican orgin. For this culture 1318
replies were received by the organis-
er in the allotted time.

Table 2
Ideattation *
Trichophyton soudanense 36.2%
Microsporum audowinii 17.4%
Trichophyton mentagrophyres IEIII:
Trichophytan rihnun S4%
Trichophyton schoenleing 1%
Microsporum langeronii 2A4%
Trichophyian verrcozum 1L9%
canis L%
m‘ o
Oither dermatophyies L3%
Yeasts 0.7%
Orther filamentous fungi 03%
From “Annales da Contrile National de
Crualias”, |2, February 1998

Table 3 shows dota on a culture of
Aspergillus fimiganas for which 1307
replies have been received within the
specified date. Table 4 shows resulis
with a culture of Saccharomyoes cere-
visiae, the worst score ever observed.
Within the tme limit, 1330 reports
were submitted.

As it concerns mycology, the Na-
tional Quality Controd in France is

3

EJE-E" »
e 2n
Aspergillus flavies 18%
s 3
Mucoracene 11%
Cber fung N2%
No replies received 3%
h*ﬁﬂ--ﬁ- - Mational e
Table 4

=
Saccharomyces cerevisie  33.5%
s B

s
m-z'g 48%
Canaiada kefvr 45%
Caradiater krssiei 41%
Cryprococomy Enﬂn_}"?:
+ i

Candida aibicans 12%
Oither LE%
No received 12.5%
From “Asnales du Contrile Nagiomal de
Oualist™, 12, Febriary 1998

adapted 1o the participating laborato-
ries, which are mostly multifunction-

logical exnmination.

The high number of participants
does nol moke an exiension o all
other European countries [easible.
The possibility exists, however, of or-
ganising controls adapied 1o the
needs of specialised European labo-
ralones

The French MNational Quality
Control, celebrating the 2(th an-
niversary in 1999, has proved its im-
portance in mycology as well as in
other hiomedical disciplines. [t has
helped to improve the knowledge of
mycology and of quality control per-
formances

Alain Letlane

The imporianee of Quality Conire

has greatly inereased during the
past decades as o consequence of
the inereased number of deep-
seabed and superficial mycoses
andl the development of rapid
dingnostic tools, in use in both
specialized and non specialized
laboratories. By now, the Quality
Conirol is regarded as having an
essenlial role as a means of
permanent iraining. Some
couniries have had experience
Duality Control in myeology Tor
many years, whereas others have
nod vet started 1o organize o
Duality Control programme, It is
an ECMM purpose 1o make the
European mycological societies
aware of the imporiance of the
systematic wse of Quality Control
and 1o encourage the exchange of
different experienees,

Vivenadegny swvesdetivr - Sanemler 198



Epidemiological Working
Groups of ECMM

Epidemiological Survey on
Cryptococcosis in Europe

Notes for participants

Lnsl May. in Glasgow, the national co-
ordinators of the Working Group on
Cryptococcosis met (o discuss the
progress of the study.

Prof. Viviani informed the group that
Dr. Dromer had resigned from the role
of convenor of the study but would con-
tinue in the capacity of national coordi-
nator for France. On Dr. Dromer’s resig-
nation the function of convenor was as-
sumed by Prof. Viviani.

There was considerable country (o
country variation in the number of cases

Commtry Tkl cwsers Cames For which

July T Apeil U sirsmin bs availlable
Belgium 11 4
Bulgaria - -
Framee L3 2
Germany-Switeerland | 7
Cireces 9 |
ety g H
o 3 :
Swoden 1 1
The Metherlsnds 4 i}
Tarkey - -
Ulnited Kingdoes F- | _J@
Fenal 1= i7
* 5% amocinted with AlDS

reported as shown:

Some countries had the advantage of a
pre-existing national network for myco-
logical surveillance or a mycology refer-
ence centre. Reasons for the difficulies
encountered in other countries have been
identified as objective obstacles or the
isolated position of the coordinator which
have hampered attempts at data collec-
tion despite their efforts and enthusiasm.

some of the forms were incompletely
filled-in and these cases will have to be

excluded from the final analysis. The
convenor emphasised that the study
must be exhaustive al the national level
and encouraged the coordinators 1o find
ways 1o involve clinicians and mycolo-
gists in reporting cases. She advised co-
ordinators 1o request that completed
forms should be faxed 1o them as soon as
possible as omitled information or mis-
takes could more easily be rectified if
the patients documents were readily
available.

It was stressed that oblaining the so-
late from each case is mandatory (o en-
hance the scientific value of the survey,
Many of the basic objectives of this epi-
demiological study such as the determi-
nation of serotype, genotype and anfi-
fungal susceptibility profile will be
reached only through the analysis of
slrains

From analysis of the forms received it
is apparent that in some cases differenti-
ation between “unsuccessful treatment™
and “relapse™ is unclear. After discus-
siom, the coordinators reached consensus
on the following definitions;

Successful trestment: Resolution of
clinical signs and symptoms, and stenl-
ization of two sequential (one woek
apart) samples such as CSF and blood.

Relapse: Recurrence of infection,
proved by isolation of Cryprocecous
neoformans from clinical samples, at
least six weecks after successful treat-
ment. (NB Rising antigen (itres alone
are nol necessarily indicative of aclive
infection, )

The coordinators decided that infor-
mation on two additional predisposing
factors would be of value (o modified
form is included in this issuek;

[, In the case of AIDS patients whether

Vhrnbogy oenewdedtior - MSowernlser 1F5



Working Groups

antiretroviral therapy had been given
for more than two months before the di-
agnosis of cryplococcosis.
2. In the case of organ transplant recipi-
ents whether tacrolimus had been ad-
minstered.

This additional information will help
1o determine whether there 15 a differ-
ence in the incidence and/or clinical pre-
sentation ol cryptococcosis in AIDS pa-
fients who were given antiretroviral
therapy before the diagnosis of fungal
infection; and if there js a relationship
between tacrolimus therapy and the de-

velopment of cryplococcosis in organ
transplant recipicnts as suggested in a
report by Singh N er al. CID 1997;
24:179,

To improve the diagnosis of cryplo-
coceosis a document has been produced
by Frangoise Dromer in collaboration
with Elizabeth Johnson. This is 1o be
found on the reverse of the amended
form enclosed 1o this issue,

Muarin Anna Viviaid

National coordinators of the Working Group on Cryplococcosis

Country Mame Irewtitut Address Fax [ Ted { E-mail
Belgium Swaring Labamtony of Mycology Natioralestraat 155 Faa: +32 3 216743
Daniellg inst. of Tropecal Medicine 2000 Anbwerp 1 Tel: +32 1 2476666
Bwigium E-mail: dowinnedsig, b
Auigaria Fionuzrmaniy ol 26, Yanko Sakarov Bivd. Fax: +358 2 8433 075
Anvirey Mational Center for 1504 Sofia Tal: +359 2 4347 118
Indprtious Disesses Bulgnria
Francs DOraimer Linité de Mycologie 25, Run d Dr. Rou Fa/Tel: +33 1 4067 I389
Frangosn Institu Pasheur T5784 Paris Cedex 15 E-mail; dromen@pasiour iy
France
Germany and  Folak Spitreneainweg 45 Fae/Tol: +41 61 751 5427
Switreriand Annemane 4147 Aesch
Switzeriand
Gresco Velograki Roferonce Mycology Lab. Mikras Asias 75-T7 Fax: +30i 1 77089180
Arisiea Dept. Microbiology, Madical Aghens 11527 Tal: +301 T7a5634
School University of Atherrs Greece E-mail. avelegral@acropols o
lsrael Polacheck Dept, Chnical Microbiology PO, Box 12000 Fax: +872 2 876 5208
Rk Hadassah Liniv. Hospilal Jonssalam 51130 Tol: +872 2 677 6562
terasl E-mail; pofacek@md2 sull hujiaci
ialy Viwiare Ist. di igiene e Madicina Preveniiva  Via F. Sforzs 35 Fae: +30 02 55191561
Maria Ania Linversith degll Siudl &i Milano 20122 Milana Tel. +35 02 55188373
feamenor Haly E-mail: yivianiemiucea csl unimi. it
Poland Mowecha Dept. of Hematology ul. Pastmrn 4 Fax: 48 T1 3285 415720
Jacwga 50-367 Wrockew Tal: +46 71 3260 602
Poland
Portugal Velha Servign de Patologia Clinica 049 Coimbira Fax: 4351 39 22787
Poesit Haspital de Univ. Combra Portugal Talk +351 ¥9 400452
Russia Vasilyea Lab. of Morphology Biclogy of Fungi  Homa 1/28 Fax: +T B12 510 BZT7
Hatalia Medical Academy of Posigracuate  Sandiago-de-Cuba st Tel: +7 812 511 5821
St Peterburp 154291 E-mail: mycosiotaniopeo spb.ru
Russia
Spain Colom Valeris Departaments de Mcrobiologia Cria De Valencia km 87 Fax: +34 96 561 5457
Mara Francisca  Campis de San Juan 03550 Alicanie Tel: +34 96 591 9364
Universadad Miguel Hemandes Spain E-mail: colom&umb.es
Sweden Perini Giin. Microsclogy Laboratory 171 78 Stockholm Fau: «46 8 5177 4070
Biom IKarolinsia Hospital Sweden Tet: +46 8 5177 2877
The Nedfworiands Hodpeiman Acad. Ziskpnhuis Inferne Genoeskunde Postbus 85500 Fau: +31 30 251 £528
Andy |LM. Klin_ immumol. &n infsctiazekden 2584 CX [mrechi Tel: +31 30 250 6228
Thi Netheriands E-mail; |.m hoepelmaniBdigd annl
Tisrkey Timbay Dept. of Microbiology and Clinical Bomova Fax: +90 212 342 2142
Emal Microbsckogy, Faculty of Medicine 25100 Lzmir Tet: +80 232 388 6623
[Ege: University Turkey
United Mingdem Johrson PHLS Mycology Refersnce Lab. Myriie Fosd, Kingsdown Fax: =44 117 922 6611
Elizabeth Public Healfh Laboratory Brisiol B52 BEL Ted: «84 117 528 S0
Linitésd Kingdam
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Epidemiological Survey on
Histoplasmosis in Europe

Preliminary Report

A brief report of the ECMM Histo-

form slhightly o include information on

‘I.l_pn.lﬁw' n-n'nﬁ-ﬂ-r Samennilwer 1V8EE

snd December 197 Plasmosis survey was pn.sn:mul al the 4th  the histological diagnosis of the discase
s coumbry Congress of the ECMM in Glasgow and  and also to clarify certain questions. The
Country  Proven Suspecied (his report summarises the data. amended form is available from your na-
Denmark | ) Twenty countries have been included tonal coordinator.
mm i % in the survey. although two couniries, Although the isolates of Hivroplasema
il Switrerland 6 B Hungary and Russia, are still withoul na-  are not being kept from the survey, any
- o W tional coordinators. Completed survey sera or histology from patients would be
forms were received from France, the of interest and should be sent to your na-
UK. and the Germany, Austria, Switzer-  bonal coordinators,

i lamd grouping; with limited information Manv thanks 1o those people who
E:‘iu hlq received from Denmark and Turkey. have provided information so far and
Junuary 1985 and Deormber Between January 1995 and December  please continue 1o collect information to
Rk lactor Noofcasss 1997, there were 32 cases of proven histo-  ensure that the survey is as accurale is
Huursuﬂ ‘l- plasmosis, with 14 suspected cases The possible. Further information, sugges-
#.u ;.' distribution of cases by country is shown  tions or ideas should be sent to Dr, K.
m’ } in Table 1. Ashbee or Proll E.GY. Evans
Caven i The risk factors for the reported cases  (Fax +44 113 233 5640,

m: 1 @re shown in Table 2. E-muail: <h.r.ashbee@leedsac.uk> or
Torel & Only 2 cases of histoplasmosis have  <egvevans@leedsac.uks>).
P R~ been reported for 1998,
It was decided to modify the survey  Ruth Ashbee and E.Glyn V. Evans
National coordinators of the Working Group on Histoplasmosis
Country Name Institut Address Fax / Tel / E-mail
Belgium Surmaont Intitute of Tropical Medcing Mationalestrast 155 Fax: +32 3 216 14 31
ignace Linit o Mhycology 2000 Amwerpen 1 Tal: +32 3 247 6337
Baigium E-mail: mycologiedilg be
Budgarin VElchkoy Oept. inlectious and Tropical Disaases 17, Démitar Mesteroy Bhvd. ~ Tal: <358 2 522 687
IPentcha Biate Uniersty Hoapesl 53 lvan Rieski 1431 Sofia
59, Eviogl Georglev Bivd.  Tel: +350 2 668 405
1000 Sofia, Bulgaria TR
Denmark Lakb Artillprive] & Fax: +45 J268 &180
ﬂ-mwm Hrhuh#m Serumesetul 2300 Kabenhawn 5 Tol: +45 3268 3531
Denmark E-mail; jstsss dk
France Dupont Linité: de Mycologie 25, Fue du Dr. Roux Fax: +33 1 4568 B420
Beertrand Institu Pastew TET24 Paris Cedex 15 Tel. +33 1 4568 B354
France E-mail: bdupont@pasteur i
and  Tinteinot At Hordufer 20 Fit: 40 30 4547 2614
mm Kamhin www 13353 Berlin Tel: +46 30 4547 2208
Gemany E-mail: brsinothdvki. de
Greace Daniilds PO Bos 10013 Fao/Tel: +30 31 248557
Vassilis D. %M‘Wm 54110 Thessaloniki E-mal: mirameBoompulink gr
Israel Raum lsrael Lung Association Hovewel Zion 5ar. 16 Fax/Tol: +872 3 528 5140
iGerald L. mﬂ B304 E-mail: |bawm@post tauac il
Itaky ago Ist, oi Scienze Bomediche Via G.B. Grassi 74 Fae: +30 (12 382 (03 85
(Ginnlues Dspedale L. Sacco 20M57 Mitano Tal. +39 02 357 901 4850
Raly mwﬂu
Poland Kuficrhowshi Dept. of Hemabology ul, Pasteurn 4 Fa/Tal: +48 T1 228063
Karimiarz Medical Univarsity 50-367 Wrockw, Polard E-mail: m:ﬂ
Oa Lur Marting ~ Laboratéeio de R da Jurdguaira 96 Fax: 4351 1
T Maria mmuui-w'ﬁwﬂ 1300 Lishoa Tek +351 1363 2141 Bt 140 or 182
Portugal E-mail: labmicos@stent uni pt
B
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National coordinators of the Working Group on Histoplasmaosis

Country Namg Inatitut Address Fa [/ Ted § E-mall
Russia Kurhatowa Moscow Center of Deep Myonzes Home 27, flal 57 Tel +7 085 257 8324
Irina Hashilowskaya s1. Tek +7 095 483 5683
Moscow 103287, Russia
Spain Rodriguez Tudala Wﬁ% mmmiﬂzummmrm
Juan Luis {Cemina Nacional 28220 Madrid Tel: +34 91 509 7361
Instituto de Salud Carlos I Spain E-mail: frocrga@isciil.es
Sweden Cheyzsanio Dept. of Clinical Micrabiology 71 TE Sackhalm Fau: &6 & 3048 095
Erfa Karolinsica Squuidhuse Swaden Tek <46 8 5177 3568
E-mail: srjadmb. ks.50
Tha Netherlands Verwoi) Academisch Ziskanhuis 51 Aadboud  Postous 8101 Far +31 &4 3540216
Paul E ILab, voor Medische Micrabiologie Ei500 HE Hijmegen Tek: +31 24 3617145
= Tha Netheriands E-mait p.verweijEmmbamnl
Turkey Enor Department of Microbiokogy and Gorikle Far +80 24 442 8018
Baym Infectious Disaases, Faculty of Bures Tel: =00 224 442 E200/2 087
Madicine, Uludag University Turkery
United Kingdom  Evars PHLS Mycology Ret, Lab. Leeds LS2 ST Fac +44 113 233 5640
E. Ghym ¥, IDespt. of Mecrobialogy Linited Kingdam Tel: ;+44 113 233 5800
{commanar] University of Leeds E-ma eg.vevansGieeds.ac.uk

Epidemiﬂlﬁgica] Survey of
ocardiosis and other Aerobic
Actinomycetes Infections

in Europe

Preliminary Report

Thn: “Epidemiological survey on no-
cardiosis and other aerobic actino-
mycetes infections in Europe™ would
permit to collect enough data on these
scarce nfections and 1o realize more so-
phisticated analyses. This needs to likely
strenghten national reporting systems, to
establish a common case defimition and
a minimum set of diagnosis tests This
survey began in July 1997 and should
last at least two years. All nineteen
ECMM delegates were contacted and
asked to appoint a national coordinator.
Sixteen were identified (laly, Switzer-
land, Bulgaria, Crech Republic, Ger-
many. Greece, Hungary, Poland, Portu-
gal, Russia, Spain, Sweden, The Nether-
lands, Turkey, United Kingdom. France).

[n Switeerland, 13 of 24 medical centers
contacted accepted 1o participate (o the
study. At this date, 8 cases were identified
(2 Necardin astercides, | M fareiica, 1 N
brasiliensis, | Sreptevnyees sp. and other
upen identification ). In Italy, 532 of 241 cen-
ters contacted accepted to participate, per-

mitting to collect at this date 21 strains, in-
cluding one isolate of Actinemadura
firaaierae. Russia informed of a total num-
ber of 16 cases without sending strains,
LCrech Republic indicated that mone actin-
omycete infection was diagnosed, and
Poland reported that actinomycete infec-
tion cases seem rare. Turkey informed of 3
cases without sending any strain, Germany
should send aggregate data in near future,
In France, 265 correspondents were con-
tacted in 1997, Ninety-four acrobic acting-
mycete strains were identified, mcluding
66 Nocardia spp. No figure was vet ob-
taned from other countrics,

Identification of acrobic actinomycetes
isodated i France revealed 28 solates of
N asteroides, 19 of N nova, 7 of N farcing-
car, 10 of N, brasifiensis, 2 of N, oubdizcay-
farm (50 66 isolates of Nocardie) and 28
isolates of other acrobic actinomycetes
{ Strepromyees sp. for 23 isolates). From the
preliminary data for nocardiosis, we could
underline:

- the mean age was 54-year-old but 48% at
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56 1o T5-year-old,
- for 33%, nocardiosis was diagnosed in
apparently immunocompetent patients,
- lungs were the major location of the in-
fection, especinlly by N asteroides and N
Hov,
= ihe first couse of immunodepression wis
a corticotherapy (21 of 32 cases),
= N brasiliensiv was solated from one pul-
monary and two exira-pulmonary infec-
fions m immuonocempromised patienis,
- three cases of disseminated infections
oocurred only in immunocompromised
patienis,
~ Nocardia spp. and especially N farcimica
strains are naturally resistant 10 many an-
tibioics.

The in vitro most active agents were:

« for M asteroides: amikacin (100% of all
strains tested were susceptible ), imipenem
(97% ). cephalosporins of third generation
(93% ), and minocvcline (536% ),

= for N, farcimice: amikacin {1005 ), nmox-
ictllin-clavulamc acid { 100% ), minocyeline
[ 1000% ), and imipenem (8% ),

- for N, nova: imipenem { 100% ), amikacin
[ 100 ), cefotaxime (857 ), eryihromyen
[ 95% ), minocycline (55% ), and ampicitlin
(B0% ).

These preliminary data on nocardioss
are inleresiing, encourage 1o confinue the
survey, prove that an European survey 15 niol
an utopia, but emphasize the need of further
standgrdisation of the data collected.

Parrick Rofrown and Nadia Hidn

National coordinators of the Working Group on Nocardiosis

Cosniry Hams Imsitut fAddress Fax / Tel / E-mail
Bulgaria Kirirs Micrtuiogcal Departmant 15a, Vssil Agxilo Bivd.
I Veseling Madical University of Piovdre 4000 Plowdiy, Bulgara
Cxech Republic  Tomsikova st of Microbsology LF Or. E Benes 5o 13 Fax: +420 19 722 1460
Alena 30599 Puen, Crech Republic Tel: +420 19 740 2491
France Boiron Unité de Mycologee 25, Rue i Dr. Aous Fac +33 | 4568 B4Z0
Padrick Irestitut Paster 75724 Parts Codax 15 Tel: +336 1180 8450
iconvenar) France Tal: +33 1 4061 3255
E-mail: pooirmnb®pasteur ir
Gemmany Schasl Insstitules f. Medizansche Saymund-Freund St 25 Fx: +49 278 287 4480
Klaus P Mirobiciogie und Immunalogie 53105 Bonn, Germarny Tel: +49 228 287 5522
= iy der Ureverstat E-mait. schaaimibi03. meb uni_bonn de
Greece Stylianea Alhera  Microbiology Laboratory 2 Fax; +30 1 418702
or Savalls Marisnna District General Hoapital of Nikea Aghens 104 33, Greece Tek +30 1 4979279
Hungary Pocarn Rational instinge for Marla 51 41 “Fax: +36 1 210 4874
Beata Dermato- 1085 Budapest, Hungary  Tol: +36 1 266 0465
Haky Fafira U0, Clinica Barazs 1 Fax: +39 035 260666
Clawdio A0, Ospadali 24128 Bargama, italy Tal: +39 035 260505/6
Poland Gamian Folish Acadamy of Sciences Redalta Wesghs 12 Fax +48 71 679111/732567
Andrre| Luchaik Hirarfedd Inst, Immunciogy 53-114 Wroclaw Tel: +48 71 73227472316 ext 212
and Experimental Theragy Poland E-mait garuandmmuna itd pan wioc pl
= Dept. Immunology Infectious Diseases
Portugal Freitas Lab. de Microbiologia v das Forgas Amadas Fax: +351 1 703 4212
Graciete Faculdade de Farmacia 1600 Lisboa. Portugal Tet: +351 1 700 2064
Russin Burova Moscow Cenire of Deep Mycoses  Home 10,1, 35 Fax/Tel: «7 095 158 9030
Sofia Vrubita 5t Tol: +7 095 483 5663
1. Moscow 125080, Russia
Spain Uovo Taboada  Lab. de Ruz Ramon Baftar s/n Tel. +34 881 540 500 Ex. 42454
José CH.UL. Santiago Hospital de Coneo 15706 Santiage de Composteln E-mail: jlovodbuscmail use &5
Sweden Harnandes % 17176 Stackioim Fax; +46 8 720 52957308009
Syprier Karnlinstey Swoden Tel: 486 8 T20 2000517 73539
= E mail: sverkerimb ks o=
Switzerland Wenger Linite de Bactencioge Medicalke Fue du Bugnon 46 Fax: +41 21 3144108
Alina B 105 1011 Lausanne Tet 41 21 3144108
CHAL Vausdols Switreriand E-ﬂ'lﬂ:ll-mh:-l.di
The Netherlands Hormmorts Canisius Wilhelming Fi0. Box G005 Fax +31 24 3657 51
Alphors Dapt. Medical Microbiokogy G500 G5 Niymagen Tek: -mumﬁu
The Netherands _
Turkey o Depl. of Microbiology and Cirical ~ Bornova Fa: +80 232 342 142
Ramazan Microtwoiogy - Mycology Lab 35100 kemir Tel: «80 232 384 6523
Facuity of Madicing, Ege Unwersity  Turkey o
United Kingdom  Goodielow Agricuftural and Environmental Pars Fac «44 191
Michiasd Sciance University of Newcastie mvrrlmmm +44 191 222 TTOE
Uinited Kirgdom
10
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Epidemiological Survey on
Candidemia in Europe

Notes for participanis

Th-.- national coordinators of the Can-
didemia Working Group met last Mav in
Cilasgow, The comvenor re-stated the aims
of the epidemiological study “Candidemia
in Europe™ 1. 1o emphasize the progress
and evolution of candidemia among the
various calegories of patients, 2, to under-
lime that this fungal infection and its relat-
cd complications are sill undercstimated
by practitioners in many countries or insti-
tutions and (o stress the major economic
burden for patients and society of invasive
Candida infections

Objectives of the study differed from
those of the other ECMM Groups. The
*Epidemiological Study of Candidemia™
does not mtend 10 be exhaustive at the
country level, but to be exhaustive a1 the
level of each participating hospital. Trving
to identify all the candidemia cases occur-
ing in a country would not be realistic. On
the other hand, a study correctly designed
at the level of some hospitals or institu-
tions in the Euwropean countries would
make health proctitioners more sensitive
1o the severe prognosis of candidemia and
would give a more documented basis of
the present situation.

In certain hospitals or countries, devel-
opment of the survey s hampered by
problems such as: 1L low motivation of
physicians for the survey (no candidemia
in their ward!...). 2. lack of money for bio-
logical diagnosis {automated blood cul-
ture systems, vials and kKits for identifica-
tion ) considered as too expensive, 3, small
automated systems settled directly in the
wards. 50 vials positive for yeasts are not
alwavs sent 10 the labs for the species
identification, or paticnts receive empiric
treatment if & candidemia is suspected.

The convenor recommended:

- identification of the institutions where
efficient collaboration of an expericnced
mycologist is available,

- niftification of all candidemia cases diag-
nosed during the two year study period,
filling in the forms and storing the strains,
- some general information should be got

for each participating hospital {concerning
manly the number of admitted patients
for a duration higher than one day during
the period of the survey).

As regards the forms, flling the can-
didemia forms is the main source of the
difficulties mwet in the study, Thus simplili-
cation of forms 18 strongly recommended
by some coordinators, climicians being
sometimes discouraged by the amount of
data 1o document,

It is the opinion of the convenor that a
high level of documentation of the can-
didemia cases 15 a hasic condition for pub-
lishing the results in a peer reviewed jour-
nal. Consequently, national coordinators
have an important role in supervision and
helping to stimulate participation; they
have also to encourage microbiologists of
the participating centers to go themsclves
ter the units and to gather information if
possible the same day that veasts were de-
tected in the blood culture.

As regards the strains, obtaining them
is mandatory in the study: these will be
protected according the rules defined for
the “ECMM Epidemiological Working
Groups”. Strains must be stored by the na-
tional coordinators and =enl o the con-
venor al the end of the two years study pe-
riesd.

Defining potential satellite studies s
Lo early vel: obviously, these studies
coubd be an excellent reason o encourage
participation in the survey. Susceptibility
testing or molecular investigation of a
grealt number of Camdidle strains isolated
from well-documented septicemia cases
wolld be of high scientific interest,

Giving a full svathesis of the results ab-
tained so far at the Evropean level only
somme menths after the start of the study is
evidently not possible, However some
very preliminary comments can be made
from the documentation of 350 cases of
candidemia (occuring in ¥ countries
- (ireece, France, Hungary, Isracl, ltaly,
Spain, UK - between September 1997 and

. X
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March 1998} in about ong hundred institu-
lions, These first comments were present-
ed at the Glasgow Conference.

- Firstly, concerning the spectrum of yeast
species isolated from blood, two clearly
surpass the others; C albicans (35% of iso-
lates) and C. {Torlopsis) glabrata (20%)
which is becoming the sccond pathogen in
candidemia. An important difference has
been observed according 1o the countries
about the frequence of C krusel sep-
ticermia (1 1o 20% of isolates),

- Antifungal therapy of candidemia s
hased mainly on administration of ampho-
tericin B IV (30 1o 70% ), bul Muconazole
is more and more emploved (18 10 33%).
However candidemias are systematically
treated in only one country oul of six (ac-
cording 1o the first report from five coun-
tries, 12 to 25% of the candidemia cases
were mid treated).

= Fatality rate of these infections appears
very high since 25 1o 30% of patients died
within the 30 days following the yeast de-
tection in blood. Companson befween two
countries {more than one hundred of can-
didemin coses diagnosed in each onc)
shows that the fatality rate can significant-
Iv vary according to the specics responsi-

ble: i the first ome, infection is fatil in
BO% of candidemias due to C Krigsel (60%
for C albicans, 40% for C. rropicalis) and
in the second country, mortality due 1o
tropicaliy (62%) is the highest {30% and
30% mortality for candidemin due 1o C al-
bicany and C plabram, respectively ),

- Finally, incidence rates of candidemia (4
countries, 76 hospitals) seem to be be-
tween (.1 to 4.3 /1000 patients hospatal-
zed (one dav).

We stress again that these figures are
still very preliminary and the observations
mentioned above must be interpreted cau-
tipusly. However they confirm the interest
in such a study to acquire more informa-
tion on the epidemiology of candidemia in
Europe and to promote collaboration be-
tween mycologists al national and Euro-
pean levels. This kind of survey will cer-
tainly need a lot of effort and work from
evervone, but we are convinced of the ul-
timate success and benefit of our future in-
volvement,

Rende Grilloy

National coordinators of the Working Group on Candidemia

Country Hame Ingtitut Address Fax / Tel / E-mall
Belgium Holard Ecigntific Institude of Public 14, rue Juletie Wytsman  Fax: +32 2 425510
Micole Healtfy “L. Pastewr” 1050 Brussels Tot +32 2 G475518
Mycology Section Beigium E-mail: n.nciard@nhe bo
Bulgaria Kantardgey Laboratory of 26, Yanko Sakarov Bivd, Fax: +350 2 9433075
Todor Matiorsl Cerror for Diseases 1504 Sofia Fax/Tek +350 2 B55878
Bulgaria E-enail: 044 9vmain. infolel bg
Crech Republic  Tomeikova Inst. of Microbiaiogy LF [ E. Banes Sir. 13 Fax: +420 19 722 1460
Mena 30530 Pizen, Czech Aepublic Tek +420 19 740 2451
France Geillal  Gervice Parasdokgie-Mycokagie ar 217 Fax: +33 4 7676 5660
Renee CHI Granoble Hapital Michallon 38043 Grenoble Cedex @ Tet 433 4 7676 5350
feomvenor] EHN (WA RO
Germany Bernhardt A far Kin. Friedrich-Loaffer-Sir 232 Fax: +49 3834 RS6E31
Hannelore Kiinik 1ir Innere Medizin 17487 Greifswald Tl +40 3834 BBEEI0
Universititt Groifswald Cermany E-mail: dmykbermrz.uni-preffewald.de
Groecs Paniara Dept. of Microbiology Marasii 11 Fax: +30 1 721 7704
Diga “Evangelsmos” General Hospital Kaolanaki, Athens Tet +30 1720 1189
Grmace E-mail: 0. parsara@nedor gr
Humgary Nagy Dept. of Clinical Micrabiokagy 0. Box 482 Fax: +36 B2 381 081
Elisabeth Mibert Szent-Gitegyl Med, Univ, 6701 Sreged Fax/Tel: +36 52 310 961
Hungary E-rmail: nagyedmiab armbe, u-seeged fu
lssael Goldschmied-feuven The Chaim Sheba Med. Canter Tol Hashomer 52621 Tek +972 3 530 3030
A Backder School of Medicine &rasl
“Haly Murace Istituta i Microbiologia Lamo 5. Vit 1 Fax: +30 06 3051 152
Gk Uiniversith Cattolica Sacro Cuore 00168 Roma Tel +39 06 3015 49644336
Gemalk Raly E-mail; ibimbzm. unicatt. it
Poland Macura ol Czysta 18 Fax: «48 12 4233024
Anna ﬁm:‘mﬁm 31-121 Krakow, Poland Tol: +48 12 6330877
Portugal Resado Lab. de Micologia A Padre Cn Fax: +351 1 7530 441
Laura Inst. Nacional de Saude Or. AL Jorge 1699 Lisboa Codex Tal +351 1 7519 2000323
E-mail: maopl S09Email tefepac nl
12
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National coordinators of the Working Group on Candidemia

Coumry Name Instibut Address Fax | Tel / E-mail
Aussia Bobarodod Mescow Children Cenler Homie 15 Fax: +7 095 254 6015
Hatalia Laboratory Diagrcetics Sadovo-Hudrirskaja sL Tek o7 035 254 1039
Moscow 103001 - Russla  E-mail: binyukov@online.ru
Spain Pemén Garcla  Servicio de Micrebiologia fwda Amparn [hurbi 32 Fan: =34 96 3868 780
Javier Hospital La Fe 46007 Valencia Tek: +34 96 3062 T44
apdin E-mail: hacteria@hotmall com
Sweden Klingspor Dept. of Immiunalagy, F 76 141 BE Huddnge Fix: 48 B 711 52867743191
Lena Huddings Hospital Swaden Tek: +44 8 BASE2ET
Tek: +46 & 58520000 Beap 3621
Switzarland Billg Ingiitt die Microbiclogie Flu du Bugnan, 44 Fac +41 21 314 40657
Jaiquies CHU Vaudoss 1017 Lausanns Tet +41 21 314 4060
Switzerland E-mait: hespud.ch
The Hetherlands \ioss Acadam. Jiekenbulz Nigmegen Postbus 5101 Fax: 31 24 3540 218
Adireas Meckache Microbiol. G500 HE Nijmegen Tek +31 24 3617 575
L 5 Hygiene en Infectieprevents, 440 MMB The Nefherlands E-mail: .voss@mmb. azn ni
Turkey Himiogh ol Microbilogy and Clmical Bomiva Fax: +90 232 342 1142
Sideyha o A5100 Emir Tek: <80 232 388 6623
Faculty of , Ega University  Turkey
United Kingdom  Kibbier Dept. of Microbiology Pand Street, Hamsiead Fac +44 171 830 2170
Chuigiopher T The: Ficryal Free Hospital Lomdon MW3 207 Tl +44 171 704 0500 axt. 3545
Unibed Kirngdom E-mait: kiblendmailhost fram.ac.uk

Epidemiological Survey on
Tinea Capitis in Europe

Interim report

Pﬂnicipnnts in this study were asked to
provide fipures on the numbers and identi-
ty of isolates from cases of tinca capitis re-
ceived by their departments in the year
1997; in addition where possible they also
gave similar data for the vear 1987, They
were asked to provide some information
on the source of material ie urhan, rural or
mixed populations and whether it was di-
agnostic or reference (or both). As of July
[0th 1998 returns have been received from
95 laboratories in 14 countries through Eu-
rope. Minety seven of these produced fig-
ures for the vear 1997 but 30 had similar
figures for 1987,

43 owt of 87 laboratories reported an
increase in anthropophilic cases and this
was associated with patients of African or
Caribbean origin in 26 out of 32 responses

Owerall the pattern of anthropophilic
infection varies somewhat within Europe
where over T0% of isolates of Trichephy-
ton tensurans were seen in the United
Kingdom and over 55% of isolates of T.
sotedanense and Microsporum andowinii or
M. lengeroni were seen in France,

In fact most laboratories reported cases
of M. canis (86% ), whercas the percentage
of laboratonies reporting cases of M. au-
doimi, T, fonsirans,

The numbers reported by the laborato- T sowdanense and T. _ 19 _ lawT
ries are shown in the enclosed table. For  wiodecenm were 32, Al Urban Al Urban
each vear the figures for all laboratories 46, 57 and 28% re- M cams 1432 259 18T 30
are compared with those receiving culture  spectively. This sug- - museumis T i
material from predominantly wurban pests that the distribu-  Microsporum spp 17 8 2

& il T donsimany BT} &9 54 12
SOUECES. tion of M. canis cases FR0 W 18 183

These results show two frends a} an s wider although T soudonense B 62 0 208

overall increase in the numbers of cases of numbers are fewer - T goumils T A

v . : T schovnlrini il T
anthropophilic isolates between 1987 to  an observation which T sernscesm o B 161
1997 b) this changed pattern is mainly due is in keeping with a JmewmrRiyies AN i
to results from laboratories receiving scalp  sporadically  occur- e it Franl

material from ctics.

ring infection,
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Working Groups

Omnly 13 laboratorics reported that chil-
drens” scalps were regularly inspected af
school and in ¥ answers inspections were
designed to detect pediculosis capitis
rather than tinea capitis. The main treat-
ment used is still griseofulvin in 33 out of
05 of those reporting drug usage.

A few more resulls are awaited but the
data are interesting and suggest that there
is a significant increase in anthropophilic
infections in Europe particularly in cities
and that these vary from country 1o coun-
trv. Many such cases are associated with
children of African or Caribbean ancestry.

By contrast the countries with the highest
numbers of cases of M. canis are those in
southern Europe - Greece, [taly and Spain.
It is proposed that members of the group
work further to identify the means of pre-
venting further spread of anthropophilic
infection in citics within Europe.

Roderick £ Hay

National coordinators of the “‘hrlug Group on Tinea cagiliﬁ
“Couniry Mame nstitul . - re 1 il
Bedgium Detandt Signlific Insk ol Public Health 14, Boe Juliethe Witsman  Fax: +32 2 6425518
Micrigue “L. Pasbour” 1050 Brussets, Balgium Tab =32 2 428631
Mycology Sacton E-mail: nnoland@ine. be
Bulgaria Mateav Labomsary of Mhycology 1, Gacegy Sofilssa Bl Tel: +158 2 BO3350
Denmark Swejgaard Dept. of Dermabslogy k]
El.'hg__ Rigshosaialet mmﬂ,ﬂumt
France Fevikade de Laba. i 1, Aw. Claude Vellataux Fax +33 142 404 803
Chauvin Martine  Hilpital Saint Louls ?a]mle.th:n Tel «33 147 459 503
Hang-Kingan KErek der Medizin Falult® (Chariléy 10017 Baeslin, Germsarny
Humbakdt-Univ. zu Barlin
koring Klinik . Polikindk.  Fraseniobstr 811
H.Che, W 03T Mirchen, Germany
Gresce Frangoils Microbiokogy Laboratony Ahens, Greece
Effie Andreas Syngros Hosp.
Humgary Simon Dept. of Mycology, National ingfitute Wiria 52 41
Gyula for Dermaio-Venersology 1085 Budapest, Hungary
Israed Gegal Deepd. o Bailinsan Medical 48 100 Petah-Tigva
RAina Cantre Sackier School of Medicing, k=ras|
Tal-fudy Uriverey ~ K e
italy Albaness Divimiang Dermastnlog)ca Via Donizetti 106 Fax: +38 038 2335273
Giancirk Ospedale 5. Gerardo 20052 Monza (W, Italy Tek +39 039 2333304
Poland Mirwicki Dept. of Darmatologqy Dedinki 7 Tet +48 b8 4TEE22
Aoman 80-211 Gdansk, Poland .
Portugal Rocha Cenro de Dermatologia H. Jose Estewdo, 135 Fax; +351 1352 2358
Manuela Adminigtr, Regional e Saude 1100 Lisboa, Portugal Tet +351 1356 3221
Spain Pering Ferreins Dermaiologia w‘ﬁl
La Corufia, Spain
Ol Palacio Laboratono de: Cria Andalucia Km 54 Fax +34 91 390 E356
Amalia Hospitad Universitanio 12 De Ochubre  Madnd 28041, Spain Tek 34 91 390 8239 axt 1347
| P E-mait: palmatekithi20.65
Sweden FaBngeman Depl. of Dermatology 413 45 Giteborg, Swedon  Tel 46 31 608042
Jan Sahlgrenska Univ, Hosp.
W Depd. of Dermabology, Sodersjukbused 118 83 Stockholm, Swedan Tel:  +46 8 6161000
aam
Switzeriand Baudraz Rosselel  Service da Dermatologis 1011 Lausanne, Switzeriand
Flarence Hilpitad Uinke. Vaudois i
The Metheriands Kisjpers Cenfraal Bureau Yoor Oostersiraat 1 [E-mail: kufpersifichs. knaw.nl
Angeling Schimmekcultures 13-11:25!55!111.
Turkey Dept. of M 34300 Gapa, Istanbul
mun mﬁm Turkey
United Klngdom Hay 5t John's Inst. of Dermatology o Thomas 5& TolFax +44 171 855 4687
Radenck J Medlical and Dental School London 5E1 SRT E-mail: rhapfumds.ac ul
fconvencr Guy's Hospital United Kingdom
14
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ey by
ST UER T TUT S T/ Donald W.R. Mackenzie

IFocus on Fungal
Infections 3

The previous issue of the Mycology Newsletter contained a report on
Trends in Invasive Fungal Infections 4. The |rr|*~:'l.'|||=|:|l anmdl 1o some
extent the model for this sueeessiul series were the annual Foeos on
Fungal Infections mectings held in the United States. The most recent
of these was held in Florida in March (1998). Like carlier meetings, it
atiracied several hundred participanis, who assembled in

I'.'I"I"itlﬂ. 1T} hl'llr’ i IlIIF“'l IIE l.".l.lll.'ﬂ!"

summarise current knowledge on the

mycoses, with particular reflerence (o »
recent developments in epidemiology. »
clinical and laboratory aspects, amd

antilungal therapy.

The intention of these meetings is (o

provide up (o the minute » 2
information on all major aspects of
clinical myveology. Focus meetings are more
informal and more siroctured than
conventional conferences, All
speakers are invited. Material
presented can be very recent. Thus,
some of the information had first been \
presented at a major conference only two ; h ‘o
weeks previously, The Foeos mectings
aiirmet a ﬂlltllml‘ulih'l} large number of elinieal
and laboratory personnel seeking up-to-date
information and autheritative commeni. Almosi
41 eminent :l-IH'JII'nt'I.".'i contributed to the programme,

which ineluded overview leetures, podinom and poster sessions, and
special sessions where controversial topics were debated by
supporters of opposing views. The two-day meeting was preceded by
an optional workshop on euliuee and ideniification of selecied
miedically significant fngi.

This was the 8ih of the series. I was held in Oelando (Florida)
between 4th-61h March, 1998, The topics included Mycoses and Y
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infections-the big change?:
Recent developments in
selected mycoses: Superficial
aivil viianeois iy s
Opportunisiic myroses:
Current happenings in
antifungal therapy:
Antifungal resistanee - the
continuing saga: Therapeutic
poi=pourri: Laboratory-
clinical correlations,

Wier an address of weleome
by Elias ). Anaissie (Litile
Rock. Arkansas), Glenn 1.
Roberts (Rochesier,
Minnesota) opencd the firsi
session with an introductory
lecture on «The ever
expanding significance of

Myroses in human medicines.

The changes in orieniaiion of
mycology in the past 25 vears
were reviewed, the main
impaci being cansed by the
marked shift towards
immunocompromised patient
populations, and the
attendant inerease in
opportunistic infections,
There has been a signiffeamt
trendd towards declining
linanecial support, with fewer
trained personnel. Electronie
iran=fer and availability of
information through direct
aceess (o data bases and the
Internet are proving valuable
for education. training., and
|ﬂ|:|gl‘|||.-ii.-. M :li;_-‘{ln]
processes have made it
possible o store data.
including digital images,
which can lead (o improved
interactive consulintion
between elinieal and
Laboratory personnel,

chaired by »

William G. Powderly

Myvcoses and HIV

infections

the big change?

Thn.: conference programme wis
divided into eight separate topics
The first {Mycoses and HIV infec-
tions - the big change’) focused on
changes within the AIDS era, and
was introduced by Peter G, Pappas
(Birmingham, Alabama), who pre-
sented a « Review of mycotic infec-
tions in HIV disease between 1980
1995=, During this 15 year period,
mucosal candidosis was the com-
monest fungal infection: Candida
oesophagitis was recognised as an
AIDS defining condition. Treat-
ment of fungal opportunistic infec-
tions with ketoconazole later gave
way o Muoconmrole, bul with in-
creased use treatment fwilure was
recorded in patients with oropha-
rvngeal candidosis. Fluconmsole re-
sistance wis also observed in vitro,
As the era progressed, Nuconazole
was used prophylsctically in pa-
tents with CDd counts of 100 or
less. Early results with itraconaole
WETE Promising.

Cryptococcal — infections  in-
creased during the AIDS epidemic,
and also became an AIDS defining
illness, Meningeal forms occurmed
in about 83% of cases. the inci-
dence in AIDS palients varving
from 7-30% in different countres
Combinaiion amphotericin B and
fucytosing was the original stan-
dard therapy, bul relapses were
commaon. Studics have shown that
fMuconazole produced better sup-
pression than amphotencin B, but
that deaths tended 1o be carlier. By
1943, the standard approach was to
use amphotericin B for 2 weeks,
followed by fluconazole. Other sys-
temic Opportunistic mycoscs in

ALLYS patients included histoplas-
mosis  and  coceidioidomycosis.
Prevalence in endemic areas could
be high. Prior 1o 1990, treatmient of
choice was amphotericin B or keto-
conazole, but this later gave way 1o
itraconazole.  Fluconaxole has
proved wseful in the treatment of
coccidioidal mfections of the cen-
tral nervous sysiem.

Fluconazole and itraconazole
have had a major impact, although
the development of resistance lo
Muconazole remmns a cloud on the
horon.

Robert A. Larsen [ Los Angeles,
California) then reviewed the
changes since 1995, the year thal
protease inhibitors were first intro-
duced. This, in combination with
the widespread use of intermittent
Mluconuzole prophylaxis has led 1o
a sustaimed decrease in serious fun-
gal infechions. The reduction in ing-
dence of cryptococcal and Candida
infections has been in the neigh-
bourhood of 70%. The relationship
between CD4 counts and oppor-
fumistic infections in general were
comsidered in relation 1o mono- of
triple therapy. Data were presenied
i show that suppression of HIV
replication is very important in pre-
venting opportunisiic infections,
When the viral load was <35000
vopies, the sk of opportanisic in-
fections. was 10%., nsing o 4%
when =35,000 bat <HHLIKK], and
% if RMAse copics were not re-
duced. In patients not receiving
inple therapy, opportunisiic mice-
tions occurred within 4 months, but
in treated patients, this fell 1w 2
mionths,

18
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Special report

Experience based on clinical ex-
perience al Liniversity of Southern
California, Los Angeles, suggesi
that intermittent prophylaxis with
fluconazole is as effective as daily
doses for both Candida and crypto-
coccal infections, and that MNucona-
zole is superior to itraconazole in
preventing relapse of cryptococcal
meningitis.

Two additional presentations
provided alternative views on the
magnitude of the problem posed by
opportunistic fungal infections. In
the first, Charles P. Farthing (Los
Angeles, Californin) emphasized
the reduction in numbers of oppor-
tunistic fungal infections following
the introduction of triple therapy.,
In one published study, only 54% of
patientz were in control of their
HIV., but other studies show that
8% of patients have significant re-
ductions in HIV, sometimes 1o the
point of undetectibility.

Thomas Patterson (San Anto-
nio, Texas) ook a different view,
suggesting that the reduction in
numbers of mycoses was more ap-
parent than real. Numbers of fun-
gal species implicated as agents of
Ol 15 constantly increasing. There
has been a reduction in numbers of
myveoses, but they are still a signifi-
cant clinical problem. Moreover,
the development of Muconazole re-
sistance is o polential problem in
the management of these patienis

In recent vears, it has often been
reported that infections caused by
species of Candida other than C al-
bicans have been on the increase.
This topic was considered by Mary
H. White (Mew York, New York).
Although well documented, experni-
ence at the Memorial Hospital,
Sloan Kettering Institute sugpests
that in some instances the increases
may be apparent rather than real.
There appears to be a marked dif-
ference in hospital specificity,
prevalence of non-albicans varying
markedly from centre to centre. It
was found that an apparent decline
in numbers of non-albicans solales
at the Sloan Kettering Institute
preceded the introduction of flu-
conazole. A number of possible ex-
planations for the vanation in num-

bers of non-albicans isolated were
advanced, including improved
catheter practice, changes in labo-
ratory practice (for example not
speciating Candida solates), and
alteration in the selection criteria

chaired by
Stephen E. Sanche

Recent

of patients and procedures for
blood cultures and total parenteral
alimentabon. Anv change in the
actiological spectrum of candido-
sis is likely 1o be multi-factorial, of
whitch Muconaxole is onlv one,

developments in
selected mycoses

Thn: second session [ocused on
«Recent developments in selected
mycoscs=, Thomas 1. Walsh (Bethes-
da, Maryland) spoke on «Newer
methods of diagnosis for mvasive
candidiasis and aspergillosis - are
there any that really work?s. A wide
range of methods were reviewed,
Established diagnostic aids include
antigen tests for crvplococcosis and
histoplasmosas, and antibody tests
for coceidioidomycosis

Methods for diagnosing mvasive
candidiasis include patient evalua-
tion, dingnostic imaging, blood cul-
tures, and biopsy. In recent years, ad-
vances have been made in blood cul-
ture technology. However, not all
paticnts with aulopsy-proven inva-
sive candidiasis have demonstrable
candidacmia. It was shown in autop-
sy studies that when Candida infec-
tion was present in 3 or more sites,
blood cultures were positive in
about 80% of cases. When fewer
than 3 sites were infected, the pro-
portion of positive blood cultures
was markedly reduced. Candi-
duemia is therefore probably not the
single defining finding for invasive
candidiasis; additional supportive
test procedurcs are required.

More recent advances in antigen
purification, monoclonal antibody
production, epilope mapping. recom-
binani DNA techniques and PCR

technology have provided new possi-
balities for detection of invasive fun-
gal infections. Among the Candida
products and lest sysiems arc man-
nans (detecied by EIA or latex), be-
ta-glucans (Tachypleus assay). d-ara-
binitol (rapid enzymatic assay and
miass spectroscopy ), and cytoplasmic
antigens including enolase and the
breakdown product of the HSP9)
Candide heat shock protein (ELA).
PCR methods, not generally avail-
able at present. have reached high
levels of sensitivity and specificity
(T0-100% ). but their sensitivity for
blood culture negative deep secated
candidiasis remains low. Although
each of these markers and systems
have proven utility in clinical trials, a
range of factors have limited their in-
troduction into clinical practice.

The importance of multiple sam-
pling for any test procedure was em-
phasized. Thus, the test for enolase
was positive in 54% of 24 cases of
proven invasive candidiasis when a
single sample was tested, rising 10
73% when additional sera were est-
ed. Tests for antigenaemia can be
positive in the absence of candi-
daemin. Results with collaborative
irinks based on detection of d-ara-
banitol showed that 62% of cases of
imvasive candidiasis were detected.

In the defection of invasive as-
pergillosis, radiographic images are
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Special report

of value. Biopsy and culture resulis
can be definitive, as can direcl exam-
tnation and culture of bronchalveo-
lar fuid. Because many patients
have haemostatic defects which pre-
clude mvasive diagnostic proce-
dures, alternative approaches have
been made. including detection of
galactomannan antigenaemia by ra-
dicimmunoassay or ElA. A com-
mercially available latex aggluting-
tion test is specific but of lower sen-
sitivity than a doubla sandwich en-
avme immunoassay. Results with
PCR are encouraging when applied
1o analvsis bronchalveolar fluid or
serum, and mav prove to be a valu-
able diagnostic aid,

A new PCR system, using univer-
sal primers and specific probes may
also prove useful in diagnosing in-
fections caused by less common

pathogens. such as species of Fuxari-
wmi, Trichosporon, rypomycetes, and
dematiaceous moulds,

It was emphasized that most non-
culture detection systems are in-
tended to complement rather than
replace conventional dingnostic ap-
proaches. Reliance cannot be placed
on any single test procedure. For es-
tablishing a diagnosis of invasive
candidiasis or aspergillosis or moni-
toring therapeutic responses, data
derived from a panel of diagnostic
systems should be used.

Michael G Rinaldi (San Antonio,
Texas) reviewed infections caused
by pigmented fungi («Phacohy-
phnmwmn_ what's colorful with the
dark fungi?=). The range of causal
agents s wide, and includes both
veasts and moulds Most are fila-
mentous fungi lncking a sexual form

chaired
Sunjay G. Revankar

Superticial and

cutaneous IMyCcoses

Thu.. third session focused on «Su-
perficial and cutaneous mycosess.
Roderick 1. Hav (London, United
Kingdom) presented a keynote ad-
dress on the «Diagnosis and treat-
ment of superficial and cutaneous
myvcosess, Afler showing clinical
features of infections with species of
Alrernaria, Saccharomyeers  and
Fuisarivien, atlention was paid 1o iwo
current problems in clinical prac-
tice, vie. nail and scalp infections.
About 83% of cases of ony-
chomycosis are caused by dermato-
phytes. The range of causal agents 15
wide. Different surveys have shown
prevalence rates of  2-18%:
Terbinafine, administered orally,
provides a cure rate of about 82%,
compared with ca. 20% for griseo-
fulvin. Pulse therapy with itracona-
role i1s based on the strong binding
alfinity that exists between the drug

and keratin, single pulses consisting
of 400 mg daily for a week. Flucona-
#ole is also effective.

Some X% of paticnis fail to re-
spond o treatment. A possible ex-
planation includes the occurrence in
dystrophic nails of localised arcas of
disorganised keratin, which are un-
affected by treatment with azoles.
but within which viahle fungal ele-
ments are present.

Allention was drawn (o causal
agents such as Sevialidinm hyal-
i, Scopulariopsis brevicawdiy and
Aspergilins spp.

Candida onychomycosis  pre-
sents special problems. Elimination
of the yeast may not rectify the clin-
ical abnormality. Infections with
specics other than C alhicans are
less likely 1o respond to treatment.

Problems in dealing with ony-
chomycosis include ascribing signif-

{Hyphomyeetes). Some of the associ-
ated diseases have been superficial;
others are deep-seated. Presenta-
tions are sometimes bzarre. They
have been found m both “normal™
and immunologically altered sub-
jects. Diagnostic laboratory proce-
dures were reviewed in relation o
incividual case histories. These in-
cluded aetivlogy, histopathology, di-
agnosis and therapy.

David 5 Bauman (Washingion,
Oklahoma) gave a comprehensive
review of currenl serodiagnostic
procedures («Serodiagnosis of my-
colic infections; what works and
whalt does nots). Some 25 tesls were
considered, developed as diagnostic
aids for infections caused by specics
of Aspergills, Blasiomyees, Canedi-
da, Coceidisides, Cryprocecos,
Histoplasima and Sporothirix,

icance o the isolation of moulds
from dystrophic nails, and the cur-
rent emphasis in clinical practice on
keeping costs low,

Recent attention on scalp ring-
worm focused on the eradication
campaigns in the 19%0s, supported
by the WHO. and on the northward
spread of Trichophvion fonsurans
into the United States. Problems in
the management of tinca capitis in-
clude differing actiologics and nat-
ural histories of the infecting agenis,
and the occurrence of carriers. Diag-
nosis on the hasis of clinical features
alone can be relatively effective, bul
only when assessments are made by
expericnced personnel. Figures on
the prevalence of tinea capilis in the
community are imprecise, low levels
being linked 1o lack of awareness.

Bomi E. Elewski (South Euclid.
Ohio) described the clinicians ap-
prm::h o treatment of skin infec-
tions, by referring 1o patients with
tinea EE".II'I'!L FII}I’I[IE]S- versicolor
and onychomycosis

Michael T. Walsh (Orlando,
Florida) reviewed the procedures
involved in dingnosis of fungal in-
fections in animals, emphasising the
hasic similarities in approach 1o the
management of humian mycoses.
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Th:: 4th session dealt with «Op-
portunistic mycosess, and was in-
iroduced by Nina Singh (Pitis-
burgh, Pennsylvania). who spoke
on sFungal infections in solid or-
gan transplant recipienis=, Most in-
fections are caused by Candida or
Aspergillus, although cryptococco-
sis, phacohyphomycosis, zygomyco-
sis and endemic geographically re-
stricted mycoses can also occur.
The incidence of invasive as-
pergillosis varies from <1% in renal
transplant patients to 8.5% in lung
transplants. Mortality in 1h-|. latter
group is about 75%, but slightly
lower with uleerated tracheohron-
chitis. a unigue form of aspergillosis
found in lung transplant patients
Risk factors vary according 1o the
type of transplant. These include
cvlomegalovirus, single lung trans-
plantation, structure and functional
status of the lung. intensity of im-
munosuppression, and renal fail-
ure. Colonization with A, fumignius
is not necessarily a contraindica-
ton (o lung transplantation.

In one series of 2500 liver trans-
planis, 26 cases of invasive as-
pergillosis were recorded, about
25% occurning in re-transplant pa-
tienis In such cases. the disease oc-
curs early, often while the paticnt is
still in intensive care after the
transplant, Immediately after trans-
plant. the new allograft begins to
sequester platelets, so most post-
transplant patients are thrombocy-
topenic. Brain abscesses are a sig-
nificant consequence of transplan-
tation. In one serics, virtually all ab-
scesses were caused by fungi. In
one analysis of 5000 solid organ
transplants, %4% of brain abscesses
in liver transplants and all of the re-
nal transplants were fungal.

Candida infections account for
about 30-90% of all fungal infec-
tions. The most common sites of in-
fection are mediastinal or pul-
monary infections in heart or lung
transplant recipicnts, and wound
infection in pum:n.ul::. and intra-
abdominal infections in liver trans-
plant recipients. Significant risk fac-
tors include serum creatinine lev-
els, re-transplantation, and colo-
mization of 3 or more sites,

chaired by
John W, Hiemenz

Oppornijtlc

mMycoses

Elias ). Anassie [(Little Rock,
Arkansas) then spoke on «Invasive
aspergillosis: a new look al an old
disenses. The widespread use of
prophylactic Muconazole in cancer
patients has reduced the incidence
of deep-seated candidiasis, but left
invasive aspergillosis as an impor-
tanl cause of disease. It presents in
a variety of ways. Diagnosis is
achieved by a combination of clini-
cal and laboratory lindings. Culiure
of bronchalveolar Iavage Muid has
not proved very successful in estab-
lishing a diagnosis of invasive as-
pergillosis, being positive in only |
of 11 panents. The appearance of
CT scans is helpful, as is the mew
Pastorex test for detection of anti-
genacmia, particularly in terms of
negative predictive value. PCR
methods are both sensitive and
specific, bul oo expensive for rou-
time use,

Treatment can be difficult. Am-
photericin B remains the drug of
choice, although itraconazole has a
role in the follow up treatment of
patients who have recovered from
ncutropenia and are ready for
treatment as outpaticnts. Lipid for-
mulations of amphotericin B
should probably be confined 1o pa-
ticnts with deteriorating renal func-
Lion,

Several studies have shown the
presence of A. fumigans in the hos-
pital environment, being recover-
able room HEPA filters and waler
supplies. In view of the continuing
importance of invasive aspergillo-
sis, altention to the environmental
origin of infections s warranted.

The session concluded with a
special keynote address by William
R. Jarvis (Atlanta, Georgia) on
sMosocomial mycotic infections:
emerging pathogens with new
lessonss, About 75% of such infec-

tions are caused by Cardida spp.
Those caused by Aspergillis spp.
are much less common (<2%). The
occurrence of infections by lcss
common pathogens was illustrated
by reference to individual out-
breaks. Endophthalmitis, caused by
Acremoninm  kiliense was diag-
nosed in four paticnts following
cataract operations. Environmental
studies showed that the agent was
present in o humidifier, which was
downstream of a HEPA filier.

In another instance, Carndida endo-
carditis was diagnosed in a patient
receiving an aortic valve replace-
ment. Investigations revealed that
the allograft was cullure positive
when obtained from the donor. Al-
ter antifungal treatment, the graft
was culture negative, but genotyp-
ing showed that the solates from
graft and patient were identical.
The patient improved following re-
moval of the graft and administra-
tion of antifungal treatment

A third outbreak involved a cluster
of 15 imfants in a neonatal inlensive
care unit, who became infected
with Malassezia pachyvdermatis,

A point prevalence study identified
# health care worker and 12 health
care worker dogs to be harbouring
the yveast. All but 3 of the isolates
from dogs had identical patterns by
restriction fragment length poly-
morphism studies. In a fourth ex-
ample of nosocomial infection,
Candida endophthalmitis affecting
four patients was traced to an intra-
venously administered anaesthetic,
two different genotypes of C alti-
vy being solaled from syringes
containing the anaesthetic.
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Session y

chaired by
William E. Dismukes

Currént ha penings

in antifung therapv

Thr: moming of the second day
began with the Sth session, which
was devoted to «Current happen-
ings in antifungal therapys. The first
contribution was by Frank C. Odds
(Beerse, Belgium) who spoke on
« Prospective correlation of in vitro
susceptibility data with patient out-
comess, I is well known that in the
[aboratory, the outcome of i test re-
suli is influenced by many factors
Carefully constructed and conduct-
ed cooperative studies organised by
the NCCLS Antifungal Subcomimii-
tee has led to the establishment of a
reference method, By its means,
break points have been determined
for Muconazole (64 pg/ml) and itra-
conarale (1 pg.-rn]] The principal
consideration s whether or not a
correlation exists between MIC val-
ues and clinical outcome. In prac-
tice. if o physician learmed that a
clinical isolate was resistant Lo an
antifungal drug. treatment with that
drug would probably be withheld.
Studies have been conducted by
the NCCLS subcommitiee on clini-
cal outeome in relation (o susoepti-
bilitv. OFf 403 patients infected with
isolates sensitive 1o fluconazole,
92% responded clinically. The com-
parable response rate in 61 patients
from whom resistant isolates were
obtained was 56%. Resulis with
iraconazole were similar, 1f the
question asked is “Can MIC resulis
predict treatment failure?™ the an-
swer must be “nol”, Data from oth-
er published studies have some-
times been contradictory, but the
numbers of patients involved have
gencrally been small. Even in those
studies, however, it was found that
patients infected with resistant iso-
lates can respond to treatment.
MIC tests do not by themselves
predict the outcome of therapy

Complicating factors in assessing
the importance of laboratory test-
ing include those relating to the
drug, the host, and the infecting fun-
gus. As to why patients infected
with resistant strains may neverthe-
less respond (o treatment, factors
that could influence evaluation of
responses (o treatment include im-
provements in the patient’s condi-
tion unrelated to therapy, and alter-
ation in the behaviour of a fumgal
pathogen in vivo, rendering it inca-
pable of [unctioning as a pathogen.

In the future, the focus of atten-
tion on minimal fungicidal levels or
ratios of peak plasma levels to MI1Cs
mary prove 1o be of value in predict-
ing the outcome of infection, At
present., however, results obtained
b antifungal sensitivity testing can
be regarded only as advisory.

Lisa Saiman (MNew York, Mew
York) then spoke on « Treatment of
neonatal candidiasiss. Attention fo-
cused initially on the features of
pre-lerm babies as they relate 10
candidiasis. Their unique features
include relative immunodeficiency,
reduced chemotaxis of neutrophils,
fow levels of immunoglobulins, and
immature skin structure and gas-
trointestinal  tract,  Congenital
necnatal candidiasis is rare: a more
common forms of the disease is
catheter-associated, wsually sec-
ondary to endogenous fungal colo-
nization of the pasiroiniestinal
tract, Candidaemia is comparatively
rarg, being recorded in one
prospective study on only 35 occa-
SIS,

Concerning the origin of infec-
tion, this can be endogenous, com-
mon source outhreaks, or person-
to-person  spread.  Colonization
rates are higher in neonates than in

full term babies, Beiween 28-47%

of very low weight babies are colo-
nized, the commonest site being the
gastrointestinal tract. Colonization
of the respiratory tract is highly as-
sociated with invasive discase
Common source outhreaks have
been associated with hwcmllm:n-
tation, glycering suppositories and
intravascular devices. Spread via
health workers” hands are well doc-
umenied,

Conventional amphotericin B is
the treatment of choice. Neonates
have reduced localized and sys-
temic toxicity and tolerate the drug
well, Treatment may therefore be
started at Img/kg/day without earli-
er loading doses. Lipid-associated
formulations are being used al-
though information on its benefiis
compared with conventional am-
photericin B are lacking. Flucona-
#ole is being evaluated as an aller-
native therapy o amphotenicin B,
but 1o date, there have been no tri-
als comparing the two drugs in the
management of candidiasis in pre-
term babies. It offers benefits in
treating infants intolerant of am-
photericin B, or infected with resis-
tant specics, such as C. fiesitaniae or
C. glabrata, Recommended dosage
for premature infants s 6
mg/kg/day administered every 3
days for the first week, and every
second days for the subsequent
three weeks Prophylaxis may have
a role for very high risk babies.

Consideration was then given in
the form of a dialogue on «Point-
counterpoint on lipid-associated
polyenes: the 1D consultant (Don-
ald A, Armstrong: New York, New
York) to the transplant service
chairman of the pharmacy & thera-
peutics committee (John H. Rex:
Housion, Texas)=. Donald Arm-
strong reviewed expeniences 1o date
with lipid formulations of ampho-
tericin B In retrospective studies,
ABLC at 3mg'kg/d and convention-
al amphotericin B at 0.6-1 mp'kg/d
had similar success rates (65% and
61% respectively) in the treatment
of nosocominl candidiasis In a
prospective study sponsored by the
Mycoses Study Group, involving al-
maost B0 high risk neutropenic pa-
tients, AmBisome (3 mg'kg/d) and
amphotericin B (06 mg'kg'd) also

20

Mhywwdvszsy e mevisdatter - Sovemlier 195



H[mriu! report

hid similar suecess rates (50% and
499 1. Studies have shown that li]:lid
formulations are generally less toxic
and more effective than conventioa-
al amphotericin B

Iohn H. Rex conceded that such
drugs were effective, but their high
cost posed serious difficulties. Data
were presenied showing compara-

tive costs {Table).

The high cost of these agents
sugpests that prior approval will be
required, and that they will have 1o
be balanced against the costs asso-
ciated with treatment of drug-in-
duced nephrotoxicity,. Protocol
guidelines for their use should be
developed.

Dhug Llsmal dose Acyulsithon Comtiday
sl :‘.'T:I-llll.g adult}
&
Convenlional ampholetian B 0T mgfkgiday SH Simg $20
ABLC (Abeleer®) 5 mgkgday S0 mg §3u
ABRCT (Amphotec®, Amphocil®) 36 mplpiday SN mg F240-5400
A bisoeme® 3 mgkg'day 157150 mp L 7

Thl: Bith session was in the form of
another dialogue, this time an infor-
mal debate between o husband and
wife team, viz. Thomas F and Jan E.
Patterson (both of San Antonio,
Texas) on «Anfifungal resistance -
the continuing sagm=,

Thomas Patterson expressed the
view that although some resisiamce
o azole antifungals has been repari-
ed. it 5 uncommon, and has occurred
mainly in the context of oropharyn-
geal candidisis in AIDS patienis
Therapeutic responses can occur in
patients infected with resistant
strains, when treatment is main-
tained. The importance of host fac-
tors in determining outcome of infec-
tion was emphasized. It was suggest-
ed that although fungal resistance
oocurred, it was manageable, and did

Sl:nil.:ln 7 was labelled «Thera-
peutic potpourris, The first speaker
was John B, Gravbill [ San Antodn,
Texas), whose topic was « The status
of other antiflungals: cell-wall active
agents and drugs developed for spe-
cific molecular targetss, Briel reler-
ence was made (o the echinocandin
drugs, but the major focus of infer-
st was on two classes of antifungals
entering clinical trials. both of
which target the fumgal cell wall
The first imhibits (i 1-3 glucan syn-
thase, Most of the available data on
efficacy arc based on experimental

This session was concluded by
Richard W. Yee (Houston, Texas),
who delivered a «Special lecture on
diagnosis and therapy of fungal ker-
atitiss. The topics included patho-
genesis, clinical manifestations,
histopathology, diagnosis, and treat-
ment with antifungals or surgery.
Most current forms of treatment in-
hibit growth of the infecting agent
and depend on the host for its erad-
ication, Regular debridement of the
base of a corneal uleer is useful for
elimination of the agent, necrotic
stroma and other inflammatory de-
bris. A conjunctival flap can still be
useful in unresponsive cases.

Antifungal resistance
- the continuing saga

naot constitute a4 magor problem,

Jan E. Pattersonm demurred,
pomnting out that infections caused
by resistant non-albicams species
(such as C glabrana, C lusitaniae, C
rrapicalis, O dubiiniensiy and C krni-
sei) are increasingly common.
Azoles arc being used increasingly
because of the toxicilty of ampho-
tericin B, and the high cost of lipid

chaired by*

John F. Toney

Therapeutic potpourri

infections. Merck ME991 has been
shown o be effective against sys-
temic infections with Candida spp.
at much lower doses than conven-
tional amphotencin B, Good re-
sponses have also been observed in
experimenial  aspergillosis  and

formulations. The spectrum of inva-
sive Tungal infections in nosocomial
seltings continues to increase, and
simultancously the importance of
chimical resistance.

Both speakers agreed that imju-
dicious use of antifungals should be
avoided, and that resistance 1o anti-
fungals has become an established
climical problem.

histoplasmosis. In one prospective
study conducted in South America,
the efficacy of the Merck product
was evaluated in 128 patients with
endoscopically proven Candida og-
sophagitis. Tolerance was good, and
resulis were comparable to ampho-
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tericin B. The drug has 1o be given
parenterally.

The second class described are
the Nikkomycins, which target
chitin synthase. These were initially
thought to be more effective
agninst dimorphic pathogens such
s Coccidiofdes immitis and Blasro-
mvees dermatitidis, bul they are also
active agamnst Cryprococens, C. alti-
coy and A, fumigaties. MIC valees
appear Lo be of limited value in pre-
dicting outcome of infection. Com-
bination therapy with Nikkomycins
and azoles may prove to be useful.

Many other potential antifungal
targets have been identified, includ-
ing topoisomerases and elongation
[actors

John R, Wingard (Gainesville,
Florida) then spoke on «The onco-
logic approach: combinations of an-
tifungals and antifungals plus im-
muncmodulatorss. Major factors in
determining the outcome of fungal
infections in oncologic paticnts are
neutropenia and integrity of the
mucosal barriers. The hacmatopoi-
etic growth factors G-CSF and GM-
CSF have been evaluated [or pro-
phyvlaxis in high risk patients, as ad-

juncts to antifungal agents, for the
generation of “enhanced” granulo-
cyte transfusions in normal donors,
and for restoratbion of the mucosal
barner.

Both growth factors are highly
effective in reducing the duration of
neutropenia in the non-transplant
setting. and in reducing the nsk of
infection. In one group of elderly
paticnis with acute leukaemia given
GM-CSF alter chemotherapy, there
was a marked reduction in numbers
of fatal fungal infections, and a low-
er mortality rate. The lowered risk
of infection was not seen in bone
marrow patients. although the num-
bers reported to date have been rel-
atively small.

The widespread use of growth
fctors and increasing use of blood
as a source of stem cells has resuli-
cd i u shift i the occurrence of
fungal infections from the neuw-
tropenia prior to engrafiment 1o 2-4
months after transplantation with
allogeneic bone marrow. Such in-
[ections are associated with grafi-
versus-host disease and the corti-
costeroids used in iis control, the
use of o mis-matched, unrelated, or

chaired by
Mahmond A, Ghannoum

l.aboratorvy-clinical

correlations

Thr.: final session focused on
=Laboratory-clinical correlationss
and was introduced by Michael A.
Pfaller (lowa City, lowa), who
spoke on «The current status and
future development of antifungal
susceptibality testing=. Last vear, a
standardised broth dilution test for
testing the antifungal susceptibility
of veasts was introduced by the
NCCL Subcommitice specially ap-
pointed for this purpose. This rep-
resented 15 vears of cooperative ef-
fort. Publication of quality control

limits for five antifungal agents and
the provision of imterpretative MIC
breakpoinis for three of them has
provided useful parameters for sur-
veying chimical isolates of Candida,
More precise investigations are
now [easible into correlations be-
iween MIC values and outcomes of
infection, and for surveillance stud-
ies al national and mternational
levels. Antifungal testing is now at a
stage comparable to that of an-
tibacterial testing.

New developments include an

T-lymphocyte depleted allogeneic
transplant. Laboratory studies have
shown that GM-CSF and y-interfer-
on can reverse the effect of dexam-
ethasone on the responsiveness and
killing activity of monocyles ex-
posed o A, fumigatus hyphac.

A clinical trial is now under way on
the effect of GM-CSF in reducing
fungal infections in patients with
graft-versus-host  disease receiving
long term corticosteroids.

Both G-CSF and GM-CSF have
been shown Lo increase numbers of
granulocyles 3-8 fold when given
the normal donors prior to aphore-
sis. Raised neutrophil counts can
persist for 24 hours or longer, and
the use of “enhanced”™ transfusions
may offer additional protection as
an adjunct to antifungal therapy in
high risk patienis

G-CSF, GM-CSF and M-CSF
have been shown to reduce the
severity of mucositis ansing from
chemotherapy, rdiotherapy or her-
pes infections. Mucosal growth fac-
tors such as keratinocyte growth fac-
tor and transforming growth factor
also reduce mucosal damage, and
are being evaluated in clinical trials.

improved version of the M27 mi-
crohilution methoed, and the iniro-
duction of two commercially pro-
duced colorimetnic tesis (Sensiire
and KPI). The Etest 1s also being
further developed: it appears to be
of value as an aliernative to the ref-
ecrence method, and also seems
promising for the testing of moulds,

Availability of a standardised
method makes proficiency testing
practicable, and antifungal suscep-
tbility testing s now included in
the guality control programme of
the American College of Patholo-
gists, Some 50 laboratories partici-
pated in 1997, It is intended that in
following vears. that proficicncy
testing will invalve all new antifun-
gals, and that the availability of
such tests for future clinical trails
should make it possible 1o deter-
mine clinical correlates or break-
points for individual agents. Future
attention will also focus on im-
proved ability to detect ampho-
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tericin B resistance, production of a
NCCL procedure for susceptihility
of moulds. and applications of rel-
erence procedures 1o the testing of
dermatophyies.

William G. Merz (Baltimore,
Maryland). speaking on «Clinical
laboratory pearls for the clinician
as relates to mycolic diseases,
analysed the effecis on isolation
rotes of fungi from blood culiure
sysiems, when incubation lime wis
reduced and blind subcultures
climinated. Such changes may be
encouraged in the name of econo-
my, but are likely to reduce the val-
ue of blood cultures in diagnosing
fungal infections, Data from Johns
Hopkins Hospital showed that al-
though reduction of incubation by
2 days had no significant effect on
the wolation rate of bacteria, this
was not the case for fungi. After in-
cubation for 5 davs, 15 isolates of
yeasts (C. afhicans, C. parapsilosis,
C. plabrate and C. neoformans)
were recovered from almaost 4,000
blood cultures. Extension of incu-
bation 1o the normal T days picked
up another 3 yeasts, whilst blind
subculiures increased the number
of isolations by another 7. Thus,
there was a 26% increase in the
number of fungal isolates if the
original culture procedures were
used. Other data have shown that
between 30-40% of positive blood
cultures for C neoformans would
have been missed. il blind subgul-

turing had been omitted.

Individual case listories were
presented, emphasising the impor-
tance of appropriate laboratory
procedures. The first was a wide-
spread infection with Paecilomyees
fifrcimuey in o patient 4 months after
an autologous bone marrow (Fans-
plant. Only two blood cultures
were positive, by metabolic signal, 4
others requiring extended incuba-
tion. The organism was grown only
after 10 days of incubation. The sec-
ond ecase involved infection of skin
grafts with Riizopus orvzae in a
patient who had received a heart
transplant.

The importance of communica-
tion between clinic and laboratory
was emphasized. It greatly improves
the possibility of armiving at a diag-
nosis,

Michacl A. Sauballe (Phoenix,
Arona) then considered «Good
mycology: identification of fungi to
species level; how important s it to
the clinicianT=. By reference 1o spe-
cific examples, an allempl was
made 1o distinguish between situa-
tions where identification is impor-
tant, and where 1t makes hitle real
difference 1o the course of manage-
ment. Distinction between O afl-
cuns and C dubliniensis may have
clinical relevance, for the latter
species, although similar 1o C afi-
cans 18 found only in patients with
AIDS, and has a greater innate re-
sistance 1o Mueconazole. Mew labo-

ratory procedures, such as gene
probes, have been introduced, and
facilitate identification of impor-
lant pathogens such as A, capsila-
frernt, B dermatitndiv and O imaeiiis,
However, a major consideration of
such procedures is cost effective-
ness. They provide answers, but are
the costs justified? It was suggesied
that relevant questions to be con-
sidered are does identiflication pro-
vide 1) a diagnosis? and 2) mfor-
mation of clinical relevance” In
SOMe cases, management 15 based
on histopathological findings alone,
and s unaffected by more precise
laboratory identification.

Areas where full identification
may be important include dingno-
sis, assessment of prognosis, epi-
demiology, and therapeutic impli-
cations.

The final lecture was by Richard
F.iHector (San Francison, Cahifor-
nia), who spoke on «The fascinat-
ing history of a prolean mycosis -
cocridioidomycosise, The subject
was reviewed on the basis of the in-
dividuals who contnbuted owards
an understanding of the natural
history of the disease and its causal
agent. Amongst those whose con-
tribution was singled out were Dirs,
Rixford, Gilchrist, Ophiils, Moffit,
Dickson, Smith, and Gifford.

The %ih Focus meeting will be
held in San Diego, California.

See you in Dresden at the
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