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R. Kiehl, Furih :
IGE-Requlation, Froliferation and Development of Aids: G. Interferon, Inferieukins, Reactive Oxygen Species

and Tolai IGE as Monifaring/Response Tools for Therapy

Toxie mercury or reactive oxygen species (ROS) seem to be not responsible

for changes in the IgE-levels of atopic eczema {AE) patients but for

ictivation of metalloproteases and ‘associated glucocorticeid sensitive
inflammations of the skin. ROS may he gbtained by prolonged exposure of
skin cells to sunlight and also responsible for development of skin
carcinomas. Metalloproteases degrade gIFN. Especially the course of
capillary leucocytes collagenase {and gelatinase} activity out of the
skin is opposite te gIFN concentrations and in correlatiop with the
lactoferrin activity from the same lesiomn. gkin Prick-testings and skin

Epicutanecus-testings do not match either with the total/specific IgE-

measurements,) It is concluded, that the adaption of celis to stress

conditions includes the gIFN and I1-4 controlled synthesis of IgE antibo-

(__dies by Brcells. Environmental pollutants, including formic aldehyde,”

sulfifg7§02. isocyanates and qnhydrides, reacting irreversibly with the
involved essential dithiel/disulfide redox state (and a coupled unknown
membrane bound factor: possih;y a FeS-protein but not glutathione} or
Co,by binding to the NADPH oxidase, are shifting the redox state to the
reduced form with enhanced probability for IgE synthesis (low for 02")
and development of AE or hyper-IgE syndrome, 'The oxidized form ist not
able to synthesize IgE but OZF‘and the risk for mitogen stimulated proli-
ferations, buildup of leukemia, carcinomas and CGD is extremely high, The
first expression of, for instance, food- or inhalative allergen specific
IgE and the allergical triggering of RAE hay purely be incidental and
relate to autoimmﬁne diseases, The pathogenesis of AE and concomitantly
of leukemia relates to the development of AIDS. All facters influencing
mitochondrial energy formation, are influencing IgE and Ozf—level. A
pharmacelogical treatment of HIV-infection by nucleotide analogs should

take care of this fact,
Literatur: Kiehl, R. (1994) Int Alk-Ciba Corn J Symp, Benzheim, Abstr

‘book; Int Conf on Hewfnﬁpl of Emerg Mol Diagn for Inf Dis, London, Abstr

book, PlLl and (1995} Ammino Acids 9 (1}, 20; WASOG and BSACI J meeting,
London, Proc p.54, P119, BIOspektrum, AV, Hd, in press and J.tol.Med.,

submitted.
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CLINICAL ALLERGY POSTER DISCUSSION — continued

A Combined Ventilation System/High Efficiency Vacuum Cleaner Approach to
Allergen Avoidance in Homes

E H Shepherd, J M Frederick, J O Warner and J A Warner

University of Southampton, UK

S\km Tests and Allergic Symptoms in the First 2 Years of Life of Babies Born to
\topic Parents
A Miles, A C Jones, ] A Warner, B M Colwell and ] O Warner

-~ Unijversity of Southampton, UK

IGE-Regulation, Proliferation and Development of AIDS. Total IGE as
Monitoring/Response Tool to Therapy
R Kiehl

Laboratory and Research for Mol Med/Biology, Furth in Wald, Germany

Concordance of Specific IGE and SPT Sensitivities to Acroallergens in Families
with Two Generations of Asthma

A H Thomson, P Standring, ] A Warner, A C Jones and | O Warner

University of Southampton, UK

A Comparison of a Conventional and High Efficiency Vacuum Cleaner in the
Homes of Children with House Dust Mite Sensitive Asthma

J M Frederick, J Dahil, S Rouhbakhsh, J] O Warner and J A Warner

University of Southampton, UK

A Clinical Assessment of a Bed Covering System in Atopic Dermatitis (AD)
Patients

J M Frederick, S Bevin, J A Warner and ] O Warner

University of Southampton, UK

Domestic Allergen Exposure in Infancy in South East England
Q Lynch, J Harris, P Mills, S Moffat, C White, P Cullinan and A J Newman Taylor
National Heart and Lung Institute, London, UK

Specific Immunotherapy to Parietaria Pollen — Open Study in Patients
Monosensitized, with Bronchial Asthma and/or Rhinitis

M Morais de Almeida, C Sania Marta, P Leiria Pinto, G Pires, ] M Abreu Nopueira
and ] E Rosade Pinto R
Hospital Dona Estefania, Lisbon, Portugal

Correlation of Total IgE Determinations Obtained by IRMA (with TECAM 8000)
and Immulite -0
J M Abreu Nogueira, V Loureiro, M Morais de Almeida and ] E Rosado Pinto &
Hospital Dona Estefania, Lisbon, Portugal

The Effects of Inhaled Budesonide in Asthmatic Patients
Z Arsovski, D Dokic, M Gavrilovski and T Stefanovski
Medical Faculty Skopje, Republic of Macedonia

Specific Intranasal Immunotherapy: Effect on Nasal and Peripheral Eosinophil
Counts Eosinophil Cationic Protein and Nasal Provocation Test

J Rodrigues, ] P Moreira da Silva, L Delgado, M Miranda, L Plicido, L Cunha

and M Vaz Azevedo

Haospital § joao, Porto, Portugal

Nasal Allergen Challenge in Suspected Allergic Skin Prick Test Negative Patients
G K Scadding and Y C Darby
Royal National Throat, Nose and Ear Hospital, Londan, UK
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A COMBINED VENTILATION SYSTEM/HIGH EFFICIENCY VACUUM
CLEANER APFROACH TO ALLERGEN AVOIDANCE 1IN HOMES.

EH Shepherd, JM Frederick, JO Wamer, JA Warner

Child Health, University of Southampion, UK. 5016 6YD

1t has been shown in eold dry climates that mechanical ventilation systems
can lower domestic humidity and reduce house dust mite (HDM) numbers.
This study investigated whether domestic ventilation systems in the damp
UK elimate could reduce humidity and therefore improve clinical symptoms
in HDM sensitive asthmaties and whether the addition of a high efficiency
vaceum cleaner would augment the effect. Forty families containing HDM
scnsitive asthmatie subjects were assigned to 4 proups {10 famities per
group); 1) ventilation system and vacuum cleaner, 2) ventifation system, 3}
vacuum cleaner, 4) no intervention. Bedroom temperature and humidity in
the homes were logped canstantly and daily symplom diary cards were kept
by the asthmatic subjects. Dust was collected before interveation and at 1,
2 and 3 months after intervention for analysis of HDM numbers and Der pl
conceatrations.  Der pi concentrations in the bedroom carpet correlated
significantly with absolute humidity in the bedroom (p=0.04) and a trend
was observed for the mattress Der pl conceniration (p=0.08). In groups 1
_and 2 who had a ventilation sysiem the absolute humidity was reduced to
<7gfkp after 3 months of intervention (Movember 1994 to February 1995).
In group | {with bath imterventions} Der pi concentration per unit area
santpled fell significantly over the 3 month period in living room carpet
{p=0.00%), sofa (p=0.005) and mattress (p=0,0284). This was not observed
in the other groups. There was also a mon significant trend for an
improvement in asthma symptoms in group | only. This trial will continue
for 12 months afier intervention, however these initial results appear
promising with regard to the effectiveness of a combined allergen reduction
programme in a normal domestic enviranment.

ALLERGEN AVOIDANCE ASTHMA HUMIDITY
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SKIN TESTS AND ALLERGIC SYMPTOMS IN THE FIRST 2
YEARS OF LIFE OF BABIES BORN TO ATOPIC PARENTS,

EA Miles. AC Jones, JA Warner, BM Colwell and JO Warner.

Child Health, University of Southampton. UK.

158 high risk babies were enrolled from birth into a prospective sudy
of the development of allergic disease. The infants were clinically
assessed yearly for allergic symptoms and were skin tested o
comman allerpens. OF the 132 infants skin tested at 1 year 43% were
positive ( =2mm wheal) to ane or more allergens. This fell w0 35%
of the 133 wsted at 2 years of ape. At 1 year the most frequent
positive skin test was cat (32 cases) followed by egg (24), house dust
mite [HDM]} (16), milk (10) and grass (8). The HDM was the most
frequent positive skin test at 2 years (21} followed by cat (15). There
was a significant relationship between HDM exposure in the home
(Jiving room} at 1 month and the development of a positive skin test
1o HDM at 1 and 2 years of age (p=0.0005 and p=0.01). There was
also a positive relationship between exposure (o cat in the [irst month
of life and positive skin tests to cat at 2 years (p=0.0009). Clinically,
30% of the infants showed symptoms of wheeze and 26% had eczemna
by I year of age. At 2 years 39% presented with wheeze and 40%
with eczema. Eczema or wheeze at 2 years of age was associated
with a positive skin test 1o milk at 1 year (p=0.03 for both). Eczema
ar 2 years was also significantly associated with a positive skin test
ar 2 years to cat (p=0.02) and egg {p=0.02} bur not milk. Positive
skin tests at 1 year were much more frequent than previously
suggested and may be transient. A positive skin test to milk at 1 year
predicts atopic disease at 2 years. This suggests that atopy initiates
allergic disease but many other factors may contribute to its
persistence,

SKIN TEST
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ALLERGIC DISEASE PREDICTION

TGE-EEGULATION, PROLIFERATION ARD DEVELOPKERT OF X1DS.
A1 TOTAL TGE AR HORITQRING/RESEONSE 7005 19 THEEAPY

~R.Tiehi

Labatatery and research tar Kol Med/Bioleqy, Furth in ¥ald, Germany

The aost jmportant direct modulating facters for syathesis of IgE in cultore
systeas proved to be 47 aad 11-4, Hovevar, this fact could mot be confiraed in
wivo on alopic eczes: patients. We decided Cherefore to investigate EgE-requlation
directiy oa the blood sasples of these patients. The patients involved vers vell
characterized and avoided any steroid or antihistaainic treatment Eor at least cee
month before adnission. - The assays to "in vivo" lof-requlation vere carried out
the foliowing vay: patients at the beginning of thair hospitalization gave their
consent to participate on the study, Vesous heparinized blood was tzkes at § a..
and isaediately provested. Sampies of 1 ul vere incubated funder shakingd at 17*C
for the desired reaction tise, the reactions vars stopped by centrifugation end
the resuliing supernatant vas taken for detection of tetal IgE, A possible infiu-
encz of the used cospoundsidrugs on the assay systea itself was not found. This
has heen checked on appropriate comtrals {standardized IgE-samples). At least 2
ideatical azpariments vere done pro biood saaple by & aisfaun of twe differest
patienis and il measoresents wers perforned is duplicate. The standard daviation
was 7 la 3% i all the weasurepents. - Recombinant <-I[PA and Il-4 vere gifts
fron Bender (Vienna, Auystrial respectively IC-Chenjcals (lsaaning, FRGI. - Oslyp
the assaf vith [resh blood saaples at 37°C results in significast aed reproducable
differences. The best lof-range [or the experizents praved to be betwees 1000 and
2000 Uf2j. The difleresces at lov IgE-vajees zre to skell and at digh IgE-valves
the variasces are_te big. - We tested the time dependente i protease activators
and iﬂhibilDES IquQ EOTA, KPHSF), Triton X-tB0, cyclokexiside, NEH ard Dizoide:
=IF4 14 1 toor Inttl, [1-4; red. aad ox. glutathjose. Ve lecked at the ellects
of rollagenase and gelatinase on J~1FH and ve took the cytochrome spzcira of lyse(
bloed sagples. - Qur assay systes is ebie to be used for detertion of aimest every
blood paraseter. This fact is wosl ioportant for research on AIDS-patients. Fhar-
macologists vare ahla to do “in vive® experisents vithout the use of erperiaenta]
anitals. The result obtained with Lhis nev developed *in vivo assay” systes vill
be presented. - Fieht B {19941 1). Vertragstag. der Fachgr. Biochenie, Ghch!
Abstr. ¥ 2.6; Analjtics Conference, Abstr. g. 199-196; Biol. Chem.d.-5. 175, 5.bL;

BIGTEC 94; Int.ALX-Ciha Coraing Joint Symp., PEG and 11993) Int.Conl. on Rev hppl
of Enerq.Hel.diags. for [nf.Dis., Caabridge, Healthtech Inst. UX. - Mbstr. E)
1ep TRTREPRI0K- TRTETLEORTR-T |

CONCORDANCE OF SPECIFIC IGE AND SPT SENSITIVITIES TO
Ag_l}gﬁiLERGENS IN FAMILIES WITH TWO GENERATIONS OF
A .

AH Thomson, P Standring, JA Warner, AC Jones, JO Wamner
Child Health, University of Southampion, UK. 5016 6YD

The production of immunoglobulin E {IgE) is associated with the
development ol atapic disease. There is a genetic influence on total
1gE levels. and skin test reactivity shows significant familial
concordance. This study examined the familial concardance of elevated
specific IgE levels and positive skin prick tests to specific allergens.
The study group of 21 families was taken from 158 in a Southampton
Gieneral Haospital cohort of families at high risk of developing alopy.
Selection was on the basis of having at least one member with asthma
in each of the first two generations, and one member in the third
generation with wheeze. In this group. presence of atopic disease was
assessed by a previously validated guestionnaire. 274 subjects
completed the questionnaire, of whom 100 had asthma, 123 had other
ajopic discase and 111 were non atopic. Specific [gE levels to house
dust mite {(HDM), cat dander, dog dander, grass pollen. wee polien and
mixed moulds were measured using the Magic Lite §Q Specific [gE
assay. Specific [gE was measured in 147 subjects. Skin prick
sensitivity was also examined in 163 vsing the same allergens. Results
showed that there was a significant familial tendency 1o develop raised
specific 1gE to HDM (p=0.0271). None of the other allergens
demonstrated this relationship, There was no significant concordance
for the skin prick test data using a 2mm diameter weal as pasitive, but
at a diameter of 4mm, HDM sensitivity demonstrated significant
familial concordance (p=0.0077). Therefore, in this population. there
was significans familial concordance in the development of a raised
IgE to HDM. and in skin sensitivity to HDM with a positive weal
measured at 4mm diameter. This supgesis that of these tested specific
1uE 10 HDM is the most likely 10 be under genelic control and
warrants further investigation.

ASTHMA SPECIFIC [GE

CONCORDANCE
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Institute of Physico-Chemical Medicine, Ministry of Health

8. M. Yu. Brodsky: Detection and Identification of Chlamydia Trachomatis,

Mycoplasma Hominis and Ureaplasma Urealiticum by Amplification of IDNA
* (no absract available at time of print)

Institut Pasteur, Unité d'Immunologic Microbicnne

0. Jihong Meng: Interest of PCR for the Diagnosis of Hepatitis E

International Institute of Anthropology

10.  G. Lucotte: Detection and Genotyping of Herpes Simplex Virus Types 1 and 2 by
Polymerase Chain Reaction

Laboratory and Research for Molecular Medicine/Biology

1. R.Kiehl: IGE-Regulation, Proliferation and Development of AIDS

London School of Hygiene & Tropical Medicine, Department of Clinical Sciences

12. R. McNemey: Using Simple Colorimetric Detection for PCR of Tuberculosis

London School of Hygiene and Tropical Medicine, Department of Medical
Parasitology

13. LS. Adagu: Rapid Detection of Chloroquine Resistance in Plasmodium
Falciparum Using Whole Blood Sample Blotted on Glass Fibre Membrane

14, Aura Aguirre: Diagnosis of Amoebiasis by Polymerase Chain Reaction-Solution
Hybridization Enzyme Linked Immuno-Assay (PCR-SHELA)

Medbioservice Conipany

15.  G. Panasenko: Combination Antisense Approach with Oligonucieotide-Directed
DNA Triple Helix Formation

16.  G. Panasenko: Identification of HTLV-I by PCR in Patients with Preliminary
' ELISA-Screening and Investigation These Genomes and Serum

Mun—i'cipal Health Service of Amsterdam, Department of Public Health

17. G.JI Van Doomum: Detection of Chlamydia Trachomatis by a Ligase Chain

Reaction Based Assay in Samples Collected from Various Sites in STD-Clinic
Patients
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IGE-REGULATION, PROLIFERATION AND DEVELOPMENT OF AIDS

R. Kiehl

Laboratory and research for Mol. Medicine/Biology,
93437 Furth, Germany

An "in vivo" test system on blood of atopic eczema patients has
been developed which leads to following regulatory scheme for IgE-
synthesis, proliferation and developement of AIDS: A dithiol/disul-
fide interchange mechanism is involved in IgE-synthesis. The asso-
ciated redox state is sensitive to Hg4', Diamide, = IFN and I1-4.
Il-4 reacts antagonistically to ~f“-IFN in blood samples and cell
cultures, although to opposite directions. Elements involved in the
signal transduction pathway from ‘T= IFN or Il1-4 to IgE were con-
cluded to be the cytokine receptors, (a} cytosolic 6 protein (s),
NADPH oxidase, a yet unknown electron transfer factor (etf), redox
factor (ref), nuclear transcription factors and endonuclease. These
elements are presumed to build up an electron transfer chain, NADPH
to DNA (IgE), which is coupled to ongoing mitochondrial energy
formation. The involved reduced ref, stimulating DNA-binding,
carries an essential sulfhydryl group, whereas the oxidized state,
responsible for catalytic endonuclease activity, carries a cataly-
tic disulfide: ff=IFN transduces redox signals during short time
intervals (blood samples) whereas during longer intervals {e.g.
cell -cultures) the involved oxidized redox factor determines trans-
lational activities. The involvement of Mg2+—or Ca +-—sensitiv_e
serine residues in the signal transduction to IgE synthesis is
suggested by APMSF/EDTA-titrations. An important role in modulating
IgE concentrations play kinases, esp. protein kinase C. Toxic
mercury or reactive oxygen species seem to be not responsibel for
the changes in patients IgE-levels but for activation of metallo
proteases and associated glucocorticoid sensitive inflammations.
Metallo proteases degrade -IFN. Especially the course of leuco-
cytes collagenase acitvity 1s opposite to *f'~IFN concentration.
The adaption of cells to stress conditions includes the -IFN and
I1-4 controlled synthesis of IgE antibodies. Environmental pollu-
tants, including formic aldehyde, sulfite/SO,, isocyanates and
anhydrides, reacting irreversibly with the Involved essential
dithiol/ disulfide redox state or €O, by binding to the NADPH
oxidase, are shifting the redox state to the reduced form with
enhanced probability for IgE synthesis (low for 0,-). The oxidized
form is not able to synthesize IgE but 0,~ and the risk for mitogen
stimulated proliferations is extremely high. In addition, weakening
of the immune system by dermal and intestinal dysbiosis {(C. albi-
cans), food (carbohydrate) as well as psychogenic stress {(norepine-
phrine) leads in enhanced development of IQE antibodies. The tptal
(u&specific plus specific) IgE concentrations were normally 104 to
10~ times higher than the measured specific ones. The first expres-
sion of, for instance, food- or inhalative allergen specific IgE
may then purely be incidental and relate to autoimmune diseases.
The pathogenesis of atopic eczema and of leukemia {proliferation)
relates to development of AIDS.

Our system is able to be used for detection of almost every blood
parameter. This fact is most important for research on AIDS-
patients. Pharmacologists were able to do "in vivo" experiments
without the use of experimental animals.

References:

Kiehl, R (1994) 13.Vortragstagung der Fachgruppe Biochemie in der
GDCh, Abstr.P 2.6; Analytica Conference, Abstr. p.195-196; Biol.
Chem.H.-§.375,5.61; BIOTEC 94 and Int. Alk-Ciba Corning Joint Symp.
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GGT - KATALYSIERTE ENTGIFTUNGSPROZESSE IN
DER BLUT - HIRN - SCHRANKE DES SCHWEINES

Algner, A, Frey, A., Woll, 5. und Gassen, HL. G.

PEKTINABBAUENDE ENZYME AUS FILAMENTOSEN
PILZEN UND IHRE BEDEUTUNG ALS
PATHOGENITATSFAKTOREN AM BEISPIEL VON
MYCOSPHAEHELLA PINODES DSM 52763

Plerre Heim und Edeliraud Rultkowskl

SEQUENZIELLE UND STRUKTURELLE CHARAKTERISIERUNG VON
SEHPIGMENTEN VERSCHIEDENER INSEKTEN UND IHRE PHYLO-
GENETISCHE ZUORDNUNG

Wollgang Gartner

EXPRESSION VON PHYTQCHROM-PROTEINFRAGMENTEN IN
E. COLI UND REKONSTITUTION ZU CHROMOPROTEINEN DURCH
EINBAU VON PHYCOCYANOBILIN

Woilgang Gariner, Chrisllane Hill, Silvia E. Braslavsky and Kurl Schaliner

GLUTAMAT AKTIVIERT DIE
PHOSPLUOLIPASE D IM ITIPPOKAMPUS

T._Holler, 1. Klein und K. Ldfelholz

IGE-REGULATION BY DITHIOL/ DISULFIDE IHTERC‘IM&?SI I “vivo®
ETUDY o BLOOD OF ATCPIC ECCEHA PATIENTS SYPERIOR TO CELL

CULTURE SYHTEMS
B. Kishlt
1

SUITABILITY OF DIFFERENT TYPES OF MICROCARRIERS FOR
MASS CULTIVATION OF HUMAN VASCULAR ENDOTHELIAL

CELLS
Gangagll Schimp! and Peter Filed

PROTEIN DESIGN IN MACHINA
KUNSTLICHE NEURONALE NETZE UND
SIMULIEATE MOLEKULARE EVOLUTION

Paut Wrede, Gisbert Schnelder, Fellx Pah!, Tilman
Tod! und Sylvia Rohlk




_ZUSAMMENFASSUNG
IGE-REGULATION BY DITHIOL/ DISULFIDE INTERCHANGE: IN “VIVO*

ETUDY ON BLOOD OF ATOPIC ECZEMA PATIENTS SUPERIOR TO CELL

Thema:

(in Grofbuch- CULTURE STSTEMS

staben)

Autor(en): Research Department,Spezialklinik Heukirchen,33453 Neuklirchen,FRG
(Vortragende

unterstreichen)

A dithiol/ disulfide interchange mechanism is invalved in IgE-
Institut bzw. gyntheais. The associated redox state is sensitive to Hg2+, Dia-
Firma und Ort: mide,1’~IFH and Il-4. Il-4 reacts antagonistically to J=IFN in
blood .samples and cell cultures, although to opposite directiomns.
Zusammen- Elements involved in the signal transduction pathway from f’—IFN
fassung or Il-4 to IgE are their receptors, (a) cytosolic G protein(s),

' NADPH oxidase, a yet unknown electron transfer factor (etf),
redox factor (ref), nuclear transcription factors and endo-
nuclease. This electron transfer chain, NADPH to IgQE, is coupled
to ongoing mitochondrial energy formatiaon. The involved reduced
ref, stimulating DNA-binding, carries an essential sulfhydryl
group, whereas the oxidized state, responsible for catalytic
endonuclease activity, carries a catalytic disulfide: in analogy
to the mitochondrial transport and ATP synthesis, where activated
disulfides were performing phosphoryl transfer or tranaport
activities. The involvement of Hg2+- or ca?t-gensitive merine
regidues in the signal tranaduction to IgE synthesis is suggested
by APMSF/ EDTA-titrations. An important role in moﬁulating IgE
concentrations play kinases, esp. protein kinase €. Toxic mercury
or reactive oxygen species seem to be not responaible for the
changes in patients IgE-levels but for activation of metallo
proteases and assaciated glucocorticoid sensitive inflammationa.
Metallo proteases degrade 4 -IFN. Especially the course of
leucocytes collagenase activity is opposite to 4’-IFN concen-
tration. Envirommental pollutants, including formic aldehyde,
sulfite/s0,, isocyanates and’ anhydrides, reacting irreversibly
with the involved essential dithiocl/disulfide redox state or co,
by binding to the NADPH oxidase, are shifting the redox atate to
the reduced form with enhanced probebility for IgE synthesie. In
addition, weakening of the immune system by dermal and intestinal
dysbicais (C.albicans), food (carbohydrate} as well as psychogenic
stress (norepinephrine} leads in enhanced development of IQE
antibodies. The first expression of, for instance, faod- or

- inhalative allergen specific IgE may purely be incidental and
relate to autoimmune diseases. The described pathogenese of ato-
pic eczema should be compared with development of cancer or AIDS.

Institut fiir Biochemie der Technischen Hochschule,
Petersenstr. 22, 64287 Darmstadt,
Tel. 06151 - 163657 - Fax 06151 - 165399 u. 166768
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Thema der Vortriage
und Posler:

Anwendung neuer diagnostischer
Methoden in Forschung und Praxis

In den vergangenen 10 Jahren hat die Entwicklung dlagnostischer
Verfahren zum Nachwels von Krankheiten, besonders aber von Infakli-
onskrankheiten, einen grofien Fortschritt zu verzeichnen, Diesa Entwick-
lung hal viele wissenschaflliche Teltberelche erfaBt und skitzl sich vor
allem aul den schnellen technischen Fortschritt in der Computerechno-
logle, die zu einer eminenten Verbesserung von Instrumenten und
Geraten gefihrt hat und die heule gepragt wird durch die Verflgbarkeit
elner hochspezialisierten Software,

Gegenwérlig beaobachlet man daher, daB die mit menschilcher Arbelt
stals verbundenen Unzulénglichkeiten bel der Durchflhrung diagnosti-
scher oder analytischer Aufgaben mehr und mehr durch den Elnsatz
eines hochst ‘intelligenten Equipments® kompensien und damit von
Gerdten Ubernommen wird, die Genauigkeit und hohe EHekiiviial
auszeichnel.

Paralle! dazu hal die kontinuierliche Entwicklung In der molekularen
Biologie und Genatik zur Varfigbarkeil innovaliver Mathoden und
Techniken gefinr, die sowohl den Berelch der Forschung, wle den der
Routineapplikation revelutionieren, In diesem Zusammenhang werden auf
der BIOTEC 94 akiuells Themen vorgestellt, die sich mit den derzelligen
Problemen des Nachweises von Krankheilserregern oder Innovaiivan
analylischen Techniken belassen, Kir die es bishsr nach kelpe prakilsche
Anwendung gibt. Die Beitrige werden einerselts den Einsatz der PCA-
Fechnik auf verschiedenen Gebieten vorstellen und sich famer mit
eueren Entwicklungen auf dem Gablel der Fourier Transfom Inifrarot
Speklroskopie und ihrem zulinftlgen Trend belassen.

Tagungslelier:

Vortrige
9,00 - 1250 Uhr

1250« 13.50 Uhr
14.00- 17.00 Uhr
14.00 - 18.00 Uhr

Kurzkurse
14.30 - 1730 Uhr

Prof. Dr, F. J, Fehranbach, Berlin,

Prof. Dr. U. Hadding, Ddsseldort

in Zusammenarpell mit der Deutschen Gesellschalt
fur Hygiene und Miloohiologle, Abl. fir diagnostische
Methoden

B.D. Dr. D. Naumann, Bedin

Intrarot Spektroskople und Infrarot Milwoskople -
neue diagnostische Moglichkelten fdr die
mikroblologlsche Analyse

Dr. H, Fablan, Winnipag (Kanada)

Anwendung dor Fourier Transform Infrarot Spektro-
skopie in dar Neuroblologie und Krebsforschung
Dr, E. Schreier, Berin

Dlagnoslik und Epidemiologle dar Hapatitis C

Or. A. Rolfs, Restock

Bedeutung der PCR tiir dle Well des Mikroblologen
Dr. P, Lans, Tiemhout {Beliglen}

Qualltativer und quantitativer Nachwals von Hiv-
ANA durch NASBA

Dr. R. Wallich, Heldalbarg

Identlfizierung von Bomrelia burgdorferl mittals PCR
Dr. E. Béltger, Hannover

PCR-Diagnostik von Mykobakterlen

*Round-lable”-Diskussion
Poslerpréisentationen

Technologietorum
Farschungs- und Entwicklungastandort Deutschland
(Programm-Nr, 406}

Moderatorn; Dr, Manlina Blelefeld, Ddsseldord

Noue Verfahren In dar molekularen Dlagnostlk

Dr, C. Woltt, Bad Oeynhausen

Multiplex PCR-Assay - &ln Ansalz 10r transluslons-
relavanta Viren und Plasmodium falclparum

Dr. Aot Kalser, Bonn

HiV, Gber molekularbicloglache Forechung zur
Diagnostik

Dr. Barbara Dockhorn Dvomlczak, Monster
Motekularpathologle - Erginzung zu klinlschen
Pathalogle, Neua Perapaktiven?

br, Hans-~Joachlm Grundmann, Freiburg

Neue Mathodon zur Bakterlentyplslerung

Dr. Anke Hinney, Disseldor!

Molekulargenstische Mathoden zur Knochanmarks-
Fremdspendarauswahl. Heuta schon Routina?

Dr. Harald Funke, Minster

Sequencing of candldate genes

13
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' 'Prof.'Dr. med. F. J. Fehrenbach

Leiter der Abtellung fitr Mikroblologie
Robe[_l Koch-Institut . -

Herm

Dr.R. Kiehi
Spezialkfinik Neukirchen
Krankenhausstrate 9

83453 Neukirchen b. HI. Blut

Nordufer 20
D-13353 Beriin

Tel.; (030) 4547-2250
Fax: (030) 4547-2608

Ihra Zeiohen tund Nachricht vom Gosah.-Z: kine bel Artwart angaben Talafon: (030) 4547- Berlln

- 23.08.1994 Fe/S. 2250/2466 23.08.1994
Sehr geehrter Herr Kollege Kiehl,

hiermit bestatigen wir Ihnen, dag Ihr Poster "In vivo study in biood .......... and cell cuttyras”

zur Prasentation am

Donnerstag, dem 17.11.1994

(und nicht wie telefonisch falschlicherwelse mitgsteltt am Samstag, dem 19.11.94) in der

Zeit zwischen 14.00 und 17.00 Uhr vorgesshen ist.

Mit den besien kollegialen Griiken ungd Empfehiungen

= zbdﬁrebwﬂb{fZ;Q/
Prof. F. ¥ Fehrenbach

Ny
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IN "VIVO" STUDY ON BLOOD OF HUMANS RELIABLE FOR PHARMACOLOGISTS
AND .OTHER APPLICANTS: SPRRE OF ANIMRLS AHD CELL CULTURES

" Reinhold Kiehl
Research Department, Spezialklinik Neukirchen, 93*53&Neuk1rchqn, FRG

The "in vivo" assay system we used to explore the IgE iegulation in
atopic eczema patients prbved to be very powerful, IgE regulation is
supported by a dithiol/disulfide interchange mechani;ﬁ; The
associated dithiol/ disulfide redox state is sensitive to Hg2+,
Diamide,j(‘—IFN and Il-4, Il-4 reacts antagonisticaliy'to ~"~IFN in
blood samples and in cell cultures, although to oppbsite directions.
" ~IFN transduces redox signals during short time intefvaia (blocd
samples) whereas during longer intérvals (e.g. cell cultures) the
involved oxidized redox factor determines translatibhal activities.
The developed system is able to be used for detection of almost
every blood parameter. The system is fast and to compare with "life"
conditions, by this way cell culture systems with artificial "in
vitro" conditions are to spare. This fact ig most important for
research on AIDé-patients. Pharmacologists were able to do "in vivo"

experiments without the use of experimental animals.

R. Kiehl (1994) 13. Vortragstagung Fachgruppe Biochémie GDCh,
03/16th to 18th, Darmstadt, Abstract P'2.6; Analytica Conference,
04/19th to 2lst, Mlinchen, Abstract-book p.195 - 196; J. of
Immunclogy, subm. and Meeting of the Gesellechaft flir Biologische

Chemie, 09/19th to 21st, Wlrzburg.
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THE ALLERGY INFORMATION SYSTEM: A COMPUTER-
BASED EDUCATIONAL PROGRAM FOR ALLERGISTS AND
GENERAL PRACTITIONER.
K.-Ch. Bergmann {1), L. Kolsi {2), H. Misken
(1), I. Termer (2), B.R. Tigges (2)
{1) Allergy and Asthma Clinic, Bad Lippspringe
{2) Physis Software GmbH, Linen, FRG

The Allergy Information System (AIS) is
an educational software with teaching and
practical informations for allergists and
general practitioners.
I[BM-PC or compatible bardware using M5-D0OS
(version 3.0) and a minimum of 400 KB free RAM|
may be used. A microsoft-compatible mouse and
a YGA color monitor are recommended for easier
use of the 7 MB-program. The menu-supparted
AlS-software can be used without any pre-
existing knowledge aof computers.
The program gives informations (text, pic-
tures) on &4 main topics: Basic knowledge of
the allergic reactions: regulation of Igt
synthesis, cells and mediators, allergens,
immediate and late reactions, characterizationj
of allergic diseases. Allergy diagnosis:
anamnesis, skin and provocation tests, in
vitro-tests. Therapeutic management: allergen
avoidence, medicaments, immunotherapy, reha-
bilitation. Useful informations for the aller-
gic patient: addresses of patient-self organ-
isations, pollen information service and
allergy-specific advices which may be printed
as personalized letters. The development of
AIS was sponsored by UCB Chemie GnbH.

AJTOGENIC TRAINING AND NOREPINEPHRINE LEVELS IN ATOPIC
ECZEMA, ALLFRGIC ASTHWA AND PSORIASIS.

G. lonescu, R. Kienl, J. Miller-Steinwachs

Pesearch Department, Spezialklinik Neukirchen,

8497 Meukirchen, FRG.

Free plasma norepinephrine (M) levels were measured by
ieans of a standardized HPLC method (Waters, FRG) in 4]
adult patients with severe atopic eczema (4013164 pa/ml),
in 12 adult patients with allergic asthma (5774208 pa/ml),
in 50 adult patients with psoriasis (305435) and in 18
nwealthy volumisers {174558). The circulating ME-levels
were sianificantly hicher in the disease subsets (p40.005
by contrast only slight differences were found in the epiq
|nephrine and dopamine concentrations. Neither elevated
dopamine-R-hydroxylase activity nor decreased catechol-0-
rethyl-transferase- and phenylethanolamine-methyltrans-
ferase activities were found in patients plasma. We pre-
viously concluded that MAO activities are also not respond
sible far the sbnormal ME-Tevels. However, we cannot rule
out the possibility that the elevated transmitter may be
released from and/or taken up by the sympathicus via a dig
turbed regqulatory mechanism. Psychogenic stress, biogenic
amines, food additives or other envirommental agents are
possible triggering factors. Autogenic training (AT} pre-
scribed to relieve psychogenic stress significantly lowers
NE-concentrations in relaxing patients (194433 vs 424+114,
pd0.001). However, in contrast to controls, the NE-Circu-
lating levels in patients are rising back towards initial
values 1/2 hr after AT suggesting an uncontrolled re-
lease from the sympathicus. It is concluded that repeated
autocenic training positively influences the disturbed

and B-receptors {Acta Dermatovener Suppl. 92: 19-21, 1980)

syrpathetic activity and the abrormal distribution of o - i

A COMPLEX MATRIX FOR THE DIAGNOSIS,
THERAPY ,AND PATIENT MONITORING IN FQOL
ALLERGIES AND INTOLERANCES

NEKAM, Kristof UNetl.Inst,cf Rheums-
tology,Dept.Autoimmune Diseases
H-1525 Budapest 114,P0B 54.Hungary

The increasing number of patients
with digeesseg finglly diagnosed as
food allergy?intolerance, he expand-
ing variety of additives in every-day
foods,and therefore,the multipling
number of dete make imperative the ue
of computers in this field of allergy
too.In the presentation we introduce
one posgsible version of a complex
"guestionnaire" including questions
for: A/family and patient history,
B/clinical symptomes and changes in
their activities of the often involvel
organs, GC/dietery effects,and D/the-
rapeutic procedures and patient info®
mation.The structure of the matrix is
built up with special care of recent
observations like the QAS,or possible
links between pollinosgis+food ellergy
or portprandial immunecomplexemia.
While constructing the matrix based
on observations made on about 100 pa-
‘tients in this field, the baroque
complexity was preferred to simplici-
ty,for the sake of full scale data -
acquisition.

QUALITY €F LIFE (Ool) AND NON-SPECIFIC BRONCHIAL
RESPONSIVENESS IN ADULT ASTHMATICS. G Cecco: F

D‘Agostine; M Schiane; A Mattlello. Div. of Puoeu—
mplegy and Allergological Cenmter — "A. Cardarelli™
Hospital — Maples — Italy.

1n this study a 72-items scale for assessing
oL in adult asthmatigs {("Living with Asthma - Que-
stipnnaire") has been administered to 35 consecu-—
tive subjects (14 males; 1& — &i years pld, mean
age 31 yrs; 17 skin positive to one or more aller-

gens) “referred by GP hecause of possible asthma.
The questionnaire covers 11 domains of life expe-
rience, and has been previously validated. During

the routine asthma assessment, a methacholine
bronchial challenge (BPT) has been administered to
the same subljects. The results of the two tests
have been statistically compared. All applied sta-—
tistical tests have been inconslusive for any cor-
relation between QoL score (beth as total score
and as single domains seore} and BFT results. The-
refore bronchial hyper-responsiveness, a pathophy—
siological condition related to the development of
asthma, cannot measure patiants’ perceivec health.
An assessment of BolL score will be needed ip addi-
tion to laboratory tests in gvaluating the results
of trials on asthma management.

hY
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EOSINOPHILES AS A CRITERION OF
CRAB ALLERGY

N.S5.Dubnyak
Medical Institute, Vladivostok,USSR

Different clinical manifestations
of allergy were observed in crab-
processing workers: dermetitis, bron-
chitis with zsthwatoid component,
laringitis {combined form). Total
procentage of patients with allergy
working on floatating base is 40%.

Diagnosis of crab allergy was vari-
fied according to the clinical pictu-
re and laborotory results: patients
blood was investigated in specific
with crab allergen and nonspecific
tests.

4 marked eosinophiliz was observed
in patients with crab allergen. Pro-
centage of eosinophiles in patients
with allergic bronchths was 15+ 2 %,
allergic dermatitis -7,1+ 0,9 %,
laringitis - B++ 1,6%.

[bTue vitality test and

FAST WAY TO SEPARATE WHITE BLOOD CELLS FOR
DETECTION OF CELLULAR COMPONENTS

R. Kiehl and G. Ionescu,

Research Department, Spezialklinik Neukirchen,
97 Neukirchen, FRG,

e mostly used Percoll or Ficoll leucocyte separation
echniques need special laboratory equipment, are not easy
0 handle and do not supply the actual concentrations of
ellutar components. We therefore decided to Took for an
asier alternative way to separate blood leukocytes. wWe
tested 2 different anproaches: 1) Senaration hv
rythrocyie tvsis and 2) Separation by natural sedinenta-
jon. 1: Starting with 2 ml fresh EDTA-blood, lysis for
| min with 5 ml Immunoprep A (formic acid, 1.2 ml/1 and
stabilizing agent) from Coulter, FRG, 3 min spin at 1600
ypr/min, 3x washing with PBS-buffer (KPi, 0.01 M, NaCl,
0.15 M, pH 7.2), resuspension and cell counting, Trypan
CAMP detenmination (RIA with Tritor
extract). As result emerge 13-24 pmol cAP/10 7 cells, a
value similar to that obtained on skin cells (Brit. J. of
Derm. 101: 413-419, 1979). The vitality test on these
Cells is not reliable because of the membran giycocalix
imainrent by formic acid treatment. 2: Starting with 7 m)
fresh EDTA-blood, 3 1/2 hrs sedimentation at 20°C, super-
hatant spin 3 min at 1600 rpm/min, supernatant removed,
pellet washed once with PBS, resuspended in 0.5 m] PBS,
Cell counting, vitality test and P determination. As
result emerge 6-9 pmol cAP/10 7 cells, a value too Jow
s compared with the above data. The vitality test shows
P8 to 99% intact cells. The conclusion: The First method
is fast (15 min) and supplies relisble concentrations of

Actual celiular components Tike P, cytokines, prosta-
0landines, etc. .

UNIVERSITY OF HAPLES-1SEMEDICAL SCHOOL-INSTITU
TE OF RESPIRATORY DISEASES-DIR.PROF.E.CATENA

®LAB. RIA HOSP. MONALDI NAPLES
G.MAZZARELLA, A.CAMMARATA,E.GRELLA,*)S.ZOTFRA
A_BTANCO,C.CALABRESE,G.LICCARDO.
CORRELATION BETWEEN IMMUNE CELLS AND THFLAMMA |
TORY MEDIATORS IN BAL OF PATIENTS WITH ASTHMAJ

It is know that the pathogenesis of asthma is
due to the production of inflammatory media-
tors secreted, at least in part, hy immune
cells present in the bal. Aim of our study is
to correlate the number and the type of immu-
nological cells with the amount of inflammato-
ry molecules in the respiratory fluids.

The results show that the levels of inflamma
tory mediators (TxB2;PGFly ; LTB4 etc.) in
BAL of patients with asthma were significantly
higher (p= <0.05)} than those in BAL from heal-
thy subjects. This increase could be correla-
ted with a migratory of activates macrophages,
as observed for neutrophils and eosinophils.

UNIVERSITY OF NAPLES — lsf MEDICAL SCHOOL -
INSTITUTE OF RESPIRATORY DISEASES —
Dir.Prof.E.CATENA —

GRELLA E.;CAMMARATA A.;BIANCO A.;LICCARDO G.:
MAZZARELLA G.

Increased generation of inflammatory media-—
tors and cells in BAL and in peripheral blaod
in patients with asthma : protective effects
of nedocromil sodium.

Some evidence suggests that bronchial hyper—
reactivity, a main feature of asthma,is cau—
sed by airway inflammation - Bronchial in-~
flammatory cells,and the mediators they re~
lease,play a central role in the pathophysio-—
logy of asthma.We evaluated the level in the
BAL and in the blood of wore impertant media
tors and cells before and after treatment
with nedocromil sodium.

The results showed a decrease of level of ECP
TxBZ,PGFld ,LTB (p<0,01) in the BAL related
to decrease oé IGE and eosinophyls in the
peripheral blood after treatment.
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Skin allergy: Atopic dermatitis

P2 213

Brizzi, F. Pavesi, A. Nume, L. Antonucci,

Crespa
Jliclinico San Matteo, Pavia, Italy

‘QPIC DERMATITIS: UTILITY OF ALLERGOLOGICAL
WESTIGATION.

itients with atopic dermatitis according to
:nifin and Rajka criteria and no other associ-
ed allergic disease have been investigated
+a routine protocol which includes prick
5k, RAST, exclusion diet and exposition test
y the food allergens with the aim to identi-
.cate the allergens responsible of the cutane-
15 disease. Test performed were negative in
1% of the affected patients. oOur data agree
th the literature. However, tests are often
tpensive and of limited utility, as for RAST,
1ich is reported to about 30% false negati-
:5. Other reactions, such as delayed reactions
_th involvement of other classes of immuno—
‘ocbulins (IgG4) or of basophils and linpho-
rtes as in cell-mediated (Type 1IV) reactivi-
r, are involved in atopic dermatitis. We think
1at  the actual diagnostic approach is of very
.mited use and that a new one, better investi-
iting the etiology of atopic dermatitis,
wuld be discussed.

1 5 5 P2 215
Nerri,M.Mosca,S.Ubezig,M.Gatti,
.Zeccara,A.Dt Silverio.

Neurological Institute-"C.Mondino”

Department of Dermatology-University
of Pavia—IRCCS Peliclinie S.Matteo

TOPIC DERMATITIS:PSYCHOLOGICAL, IMMUNG
QGICAL AND NEUROPHYSI10LOGICAL
HARACTERISTICS,

0 patients{20 females,10 wales,mean
ge 24 years,range 15-40 years) were
tudied. All patients were affected

y atopic dermatitis of medium-high
eriousness and were subjected teo
lergological investigation by Prick
ests and RAST for food, inhalants and
ollens., 75% of patients showed a
athological perscnality picture, with
eurotic area alterations and contact
lifficulty in interpersonal relations;
‘urthermore we noticed an increase of
rait anxiety and poor and/or not very
tructured self-image,

le correlated psycholegical picture
personality profile,affective state,
sel f-image) to disease seriousness
and lenght and IgE specific presence.

ichweiz. med. Wschr. 1991; 121: Suppl. 40/11

P2 214
G. lonescu and R.Kiehl L
Spezialklinik Meukirchen, 8457 Neukirchen, FRG.
SYMPATHETIC ACTIVITY AND IMMUNE RESPONSE IN ATOPIC ECZEMA

Intect noradresergic innervation in lymphoid tissue is ne-
cessary for normal primary antibody and cell-mediated {de-
layad hypersensitivity and cytotoxic T-cell) imune respon-
se in vivo. This jmplies that physiological norepinephring
{NE)} release and availability may be obligatory for normal
T-cell {and possibly B-cell} function. Total IgE and speci-
fic Igk in serum, B-cells, {D4- and CD8-T-cells, the CD4/
C08 ratio and nmatural killer (M-} cells in peripheral
blood as well as NE-levels in EDTA-plasma have been inves-
tigated in 31 atopic eczema (AE-) patients (aged 16-53
years) using standard enzyme immmo assays {Pharmacia, FRG,
Pasteur, FRG), nephelmetric assay (Atlantic Antibodies,
USA), flow cytometry {Coulter, FRG) and HPLC (Waters, FRG),
respectively. Total Igf varied fran 120 to 8100 U/ml and
in §2% of the cases specific Igf antibodies were found.
(D4-and CDB-T-cells showed no unique pattern, however CD4/
Ch8 ratio in 33% of the patients exceeded 2.1 - the upper
value of the nommal range. B-cell counts in 30 of 31 pa-
tients were in the normal range. On the other side NK-cell
nurbers in the atopic group were significantly lowered,
when compared to controls (22080 vs 8257, p<0.001). Qur
earlier report on elevated NE-levels in severe AE could be
confirmed in 69% of the present patients (3711169 vs 1742
56, p<0.01), but we could not find 2 direct retationship
between the NE-levels and most of the immunalogical values
described above. However, 72% of the atopic subjects with
Towered NK-cells showed significantly elevated NE-concen-
trations. Autogenic training significantly Jowers the Ne-
corcentrations in AE-patients {19433 vs 4241114, p<0.001)
but the circulating Tevels are rising back towards initial
counts within 1/2 hr after this therapy.

P2 216

M.Mosca,S.Ubezio, G.Albani~Rocchetti,M.Vignini,
C.Zeccara,A.Di Silverio.

Department of Dermatology-bniversity of Pavia
IRCCS Policlinic S.Matteo-Pavia-Italy.

IS INFANTILE SEBORRHEIC DERMATITIS A MARKER OF
ATOPY?

179 patients affected by Infantile Seborrheic
Dermatitis (ISD) were re-examined after 5-15
years in order to evaluate the evolution
towards recovery,atopy or psoriasis.

The patients were classified in four groups

clinically: patients suffering from craddle,

from craddie and flexural eczema, from diaper
dermatitis and from napkin psoriasis.

By means of guestionnaire, dermatological

examination and allergological investigation,

we were able to subdivide the initial popula=
tion into three groups:

L} recoversed patients {65.4%);

2) atopic symptomatic patients (25.1%: 14.5%
affected by atopic dermatitis, 20.7% by
respiratory atopy);

3) psoriasic patients (4.5%).

These data suggest that an high percentage of

patients diagnosed as having ISD develops an

atppic form.
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Table 1 Immunological values of atopic eczema patients and controls

related to norepinephrine levels

Controls (n=30) Atopic eczema (n=31)
fotal IgE 60 ¢ 40 4120 + 4000 U/ml (hs}
specific Igk negative positive (hs)
gammaalobulins 1.3 £ 0.5 0.87 + 0.56 mg/dl {NS)
B-cells 305 + 125 320 + 138 cells/ul  (NS)
CD4-helper-cells 995 + 295 1229 + 908  cells/pl  (NS)
CD8-cytotoxic-cells 600 + 230 649 + 500 cells/ul  (NS)
Cb4/cD8 1.63 £ 0.48 2.44 + 1.3 {NS)
NK-cells 220 t+ 80 82 + 57 cells/pl  (hs)
Monocytes (Macrophages) 54 3 9.5 1+ 2.5 % (hs)
Norepinephrine 174 *+ 56 371 £ 169 pg/ml (hs}

$ = significant, hs = highly significant, NS = not significant
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