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Abstraks

Hauterkrankungen, Atemwegserkrankungen und vor allem Asthma, Brbschiden sowle
Krebserkrankungen, wie Leukamie, steigea raplde seit der Enfihrung des Katalysators In
den westlichen Ballungsgebieten - ab 1990 auch @iberproportional in den Ostblock-Staaten
mit Wegfall der Mauer und Austausch alter Kraftfahrzerge geren Katalysator-Attes (1-6).

Verantwortlich dafur sind die in unsere Atmosphare geblasensn feinstverteilten Metalle,
wie Quecksilber, Cadmium, das am hiufigsten verbreitete Kontaldallergen Micke] sowie -
der meist signifikante stmosphfrische “asthmatische™ KEZ -Unwelt-AnsstoB Platin,
FPalladium, Rhodium, mit oder ohoe die ebenfalls zur Emission gelangenden aliphatischen
und aromatischen Kohlemwvasserstoffs sowie RuBpartikel (9-11).

Gewarmnt wurde ver 135 hig 20 Jahren schon von Experien mit Ergebnissen aus
entsprechenden Versuchen mit dem Katalysator in den USA (12}, ohne daB irgend jemand
daranf gehdrt hatte. So sehmeit es in Grénland seit Einfithrung des Katalysators bis xu 120
mal hohere Kenzentrationen an Platin und Rhedinom {13). Die westliche Hemisphre wird
mit den Platingruppen-hMetallen In erdftem AusmaB kontaminier, neben der schon
hestehenden Kontamination durch Quecksilber aus fossilen Bremnstoffen,

Ein PEW mit Katalysator verliert im Schoitt 1.3 Mikrogramm feinst verteiltes Platin/lan
Fahrt, It einem Stau mit langsamer Fahrt sind dies ctwa 1.1 Gramm. In emer GroBstadt wie
MEnchen werden pro Tag ein (ramm Platin freigesetzt oder ca. efn halbes Kilo/Jahr plus
Kohlenwasserstoffe und RuBpartikel {14-14).

Die dirdkre Enatmung durch Fulginger sowle Schwangere und Kleinkinder erklsrt
die Erkrankungscaren. Digse Tatsache &ndert sich auch nicht mittels Verharmlosung durch
die Kraftfahrzeug-Industrie oder andere (17). Gegen die entstehenden genetischen Defelte
gehen unsere Gentechnileer nun vor, ein stark wachsendes neues Spielfeld mit nenemn
Markt: Wir dndern die Evolution im Schnelldurchgang...

Die Hydroxid-Radikal-Konzentration in der siidlichen wie n#irdlichen Hemisphire
variieren signifikant seit zwei Dekaden, Das Hydroxyl-Radikal ist die dominante
oxidierende Chemikalie in der Atmosphire und damit direkt Involviert in den Ozon-
Haushatt und den "Treibhavs-EfTeke™ (18).

Radikal-Realtionen m disser "Metall-SaverstofF-Stickstoff-Kohlenstolf-Wassersuppe” sind
verantwortlich fiir das Ozon-Lech und den Treibhaus-Effekt. Die Katalysator-Metalle und
damit der KFZ-Verkehr sind fiir steigende Erkrankungsmaten, Ozonloch, Treibhaus-Effakt,
Klima-Anderung und Waldsterben "der” Verursacher und nicht Kohlendioxid mit seinem
Anstleg (19,20,21).

Die Konsequenz diirfte damit Klar sein! schnellsie Reduktion der Metalle aus unserer
Atmasphire (nehen der Redektion von C0;) — vielleicht haben wir Gliick und die
Atmosphire erholt sich — s wie sie ¢s schen einmal einige Millionen Jahre vorher zur Zelt
des Aussterbens der Dinpsaurier getan hat.,
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Skin diseases, dizeasas of the respiratory trdet and above all asthma, penetic dafects as well as caneer,
including leukemda, are rapidly increasing fa the western conurbations with the use of catalviic converter



{cat}cars — simee 1990 very heavely in the east-Bloc states:fal] of the wall and exchange of old ears without
cat aginst cat cars 4,

R.esponsible for this fact are in the air fnest disiributed metz]s, like mercurdmercnrdals, sadminm, the most
commen oocupational as well as publie contaet allerzen mickel 7 and the most significant atmospheric
asthmatic pollution platinum ¥ palladiom, rhodium {atomobile exhaust) with ar without heavy pollutions of
aliphatic and aromaris hydrecacbens , a5 well 25 root pardeles *F.

There came already warnings about 13 o 20 vears age by american experts, who carried oot wppropriste
experiments using these caralytic converters ' Wobody, 45 usuz), heard 1o them. Now, since the use of’
catalytic Comverters, itis snowing in Greenland over 120 times higher concentrations of platinum and
thadium .

The western hemisphere 1s assumed to be contaminated in alarming propertjons i the near future with the
platinum froup metals, beside the abready codsting contarnination with mercury out of fossil fuel,

A cat car loses on average 1.5 mictoyram finest distributed {colloidal) platinum (plus palladiun and
rhoditm) per kilometer drive. In 4 tailback and 3 slow move are these 1.1 %mm [n 2 memopolis ke Munich
abour 300 to 400 gram per year including bydrocarbons and root particles %,

The direct inhalation by pedesttians/infants and pregmant woman explains the inereasing discase ries. That
fart can not be changed with minimization by the autemobile indusiry or by others T The mechanisms acting
arc the affinity of nickel for nitregen and not for sulfur, Colleidal platinum/palladium and nickel for instnce
have a preference for carbon, alkene, alidne; alkylate, catalyse addifive reactions, gyidafdons, hydrogenations,
Platinum {Cis-Plannum) inhibits/stimalates proliferations/TgE-synthesis, Apainst the emerging genetic defects
#T¢ our genetie ecogineers now fighting, a hesvely cxpanding new: field with new market; We are changing the
evolution in high speed.

There is evidence for substantial variatons of the hydrexyd radical {OH) concentrations in the Southern and
Morthern Hemisphere during (e lust two decddes. The hydroxy | radical is the dominant oxidizing chemical in
the atmosphere and is therefore diveatly invelved in the ozone depletion and the rreenhouse effeet 15

Radical reactions in that “metal-oxyren-nircocen-carbon-water soup™ are responsible for the orone gap and
the greenhause effact, The catalyst metals, and therefore the autemobile traffic, are for risTop disezse rates,
ozpoe zap, grecnhouse effect, cimate change and forest dieback “the™ responsible canses and not carbon
dioxid with its dramatic rise 23,

The consequence should therefore be clear; fastest redoction af the metals out of our atmoesphere (beside
reduetion of carbon dioxdd} — maybe we are in luck and the atmosphere is regenerating - like it did some
millions of years dgo at the timu of the ssuricn dead.
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Precious metals/transition metals and environment: Catalytic converter responsible
for genetic defects and ozone hole? Continuation of the lecture given by R.Kichl at
IPRAC, April | to 4, 2001, Praque, Czech Republic, Allergie, Abstrakta, Rocnik 3,

Suppll, 2001:

Atopy/Contact Dermatitis/Asthma:Metal lons/Cd;Hg;Ni; Pt; Pd

Key words: p-interferon, cytokines, electron transfer chain, redox potentials, metals,
diseases, 0zon gap.
Abbreviations:IL=interleukin, IFN=interferon, APMSF=(4-amidinophenyl)-methanesulfonyl-
fluoride, NEM=N-ethylmaleimide,pCMB=p-chloromercuribenzoale,

Diamide= azodicarboxylic acid bis (dimethylamide}, DMPS = dimereaptopropan-sulfonate.

Mercury, metalloproteases, [gE-Tevel, inflammation and allergic manifestations

In search for an assay system more closely atapic
related to the in vivo conditions of atopic dermatitis

eczema patients, we decided to directly i o
investigate the blood samples of these ’

- . epithellum . -
paticnts. During our first aUEMpl W& jopidormis, murosal

titrated the blood samples with activators

asthma

and inhibitors of proteases, since some of . 0T ol i
!Iu:sc cnnfpaun:ds were thm!ght to be rilsl T &
involved in triggering atopic eczema. subepithetiurn Tratar e

I

-
g

[dermnis. subrmucosa) T

Particularly the metalloprotease activator
mercury should have been able, in our
opinion, to influence gIFN-levels by activation of metalloprateases for degradation of this
important regulatory factor. Mercury has been suspected for decades now of tripgering allerpic

manifestations via the immune system.

The effect of mercury on IgE-levels was seen at concentration ranges of 0.5 0 1 mM;
concentrations which are about 1 mio times higher than the normal range in bload of control or
atopic eczema persons. Mobilization of mereury by DMPS results in 10° to 107 times higher values
in these persons, which is still about 10° 10 10° times lower than our measured effective
concentrations of Hg on [gE-levels. Nevertheless, someone describes immune changes (in the
lymphaocyte-subpopulations) induced in their opinion by mercury mobilization. However, these
changes, especially in patients with allergic diseases, were not verified. In another study high
dosages of mercuric-chloride (36 pug/100 g body weight) were repeatedly injected into rats, which
corresponds to about 5 mg/T blood (a concentration near our described effective concentrations),
with enhancement of antibody production. Thus, low toxic mercury concentrations seem not to be
responsible for the changes in [gE-levels in our patients.

Matrix metalloproteinases (collagenase, gelatinase, stromelysin) are highly glycosylated enzymes,
actve at neutral pH, which require intrinsic Zn*+ and extrinsic Ca®+ for full activity, and are
therefore inhibited by chelating agents (like EDTA) and have the ability to degrade, for example,
the extracellular matrix. They are secreted from the connective tissue cells such as fibroblasts and
from neutrophils as inactive proenzymes, and can be activated by treatment either with proteinases
such as serinc-proteinases, or with different mercurial compounds, or reactive oxygen species
(ROS). They are also inhibited by their specific inhibitar TIMP or o -macroglobulin. The signal
for upregulation of their seeretion is suppressed by immunosuppressive drugs, like glucocorticoids .



Activation of isolated metalloproteases requires pM concentrations of mercurials: 10 gm HgCls, for
instance, activates about 40% of the proteases (collagenase) within approximately 4 hrs. These
conditions were obtained in our patients after mercury maobilization and may therefore be
responsible for glucocenicoid-sensitive inflammations . However, under normal conditions the
circulating protease and lactoferrin concentrations in the patients were found to be normal. The
collagenase and pelatinase assays have been done by ELISA. ELISA measures only protein
concentrations. In blood samples of healthy donors, metalloproteases are inhibited by TIMP,
protected by o’-macroglobulin and the anticoagulant heparin from reaction with substrate or
binding to antibodies (for instance during ELISA), which leads to the lowest concentrations {and
activities). In EDTA plasma. - macroglobulin is inactive and residual heparin and/or TIMP
protect andfor inactivate(s) only part of the present lateni proleases resulting in moderate
concentrations {collagenase ca. 90ng/ml gelatinase ca. 600 ng/ml, and lactoferrin ca. 300 ng/ml at
healthy donors, Tschesche, personal communication) and activities. In the sera (coagulated blood),
o’- macroplobulin is inactive, heparin missing and therefore almost all the metalloproieases are
activated by oxidation (below). As to expect, the highest concentrations (and activities) of the
proteases (and of lactoferrin) were then obtained in the sera.

The few measurements with capillary blood samples (collected under heparin protection) of
affected skin areas (areas under acute inflammation] demonstrate that at these areas activation
pracesses exist. The few heparin molecules, possibly in here available, may not be able to block the
high concentrations of free latent and/or activated metalloproteases for binding to antibodies during
ELISA (competition). On this ground, a heparin therapy should nat work.

We could show (1) that circulating immune complexes and IgE in the patienis blood activates the
coagulation system with elevation of platelet aggregation and histamine release with further
enhancement of aggregation (thrombesis). This process could be related to sipnificantly lowered
diamine-oxidase activities of platelets. We now conclude that this process starts with rising IgE
concentrations in the circulating blood or affected skin areas (activation of the contact system by
surfactants, elc; contact allergy). Platelets agpregation results presumably in a changed enerpy
metabolism in these particles with build-up of vitamin K2 and H.0./ROS, inhibition of diamine-
oxidase by ROS (H.0,) with elevation of histamine, inactivation of ¢-macroglobulin and activation
of metalloproteases by ROS/ H.0,(2). ROS may also be produced by prolonged exposure of skin
cells to UV-light and responsible for development of skin carcinomas.. Nitric acid (NO) seems not
1o be a physiologic regulator of the cardiovascular system. However, abnormalities of the L-
arginine: NO pathway could contribute to the pathophysiology of diseases like thrombosis |

glFN-molecules were significantly degraded by metalloproteases (at least by activated leucocyte
collagenase) under in vivo conditions, although our in vitro assay showed no such behavior.
However, one should keep in mind that the concentrations of the circulating glFN molecules are
very small and in the concentration ranges of most hormones. Degradation of two plasma
components, namely Cl-inhibitor and o, -proteinase inhibitor, by metalloproteases has already been
demonstrated. The implication for metalloprotease regulation is evident, and the impact aof the
changing active gll'N-concentrations on the IgE-levels of atopic eczema patients will be discussed
below. Cn this point, we compared total IgE measurements using samples of circulating blood with
skin Prick-tests and skin Epicutanous-tests. As expected, the measurements do not match either (2).
The standardized titration of blood samples from different patients (IgE ca. 1000 U/ml) with 1 mM
HgCly resulted in unexpected positive and negative variations (> 50 %) of their IgE-values,
suggesting mvelvement of a redox reaction in the He-IgE-interaction: Hg*+ is, like Cd*+, able to
react as a dithiol reagent (3a,b). The metalloprotease inhibitor EDTA elevates IpE-levels (at least in
the experiments where Hg*+ induces positive variations). The EDTA results may be interpreted in
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favor of a direct influence of the metalloprotease on IgE concentrations, however the results of the
Hg*+ - titrations are in direct contradiction to such an interpretatian.

The seritie protease inhibitor APMSFE itself has no effect on IgE-level, which means that this
protease is not involved in [gE-regulation either directly or indireetly, and serine proteases are not
involved in our measured metalloprotease activities,

APMSF probably interacts with serine residucs afier they are liberated by EDTA treatment, and
thus prevents upregulation of the IgE-level due 1o EDTA. This suggests the involvement of external
Mg*+ - or Ca’+- sensitive serine residues in the signal tranduction pathway leading to elevation of
IE levels.

The detergent Triton X- 100 (and probably other deterpents too} drastically lowers IgE-levels,
probably by liberating IpE-degrading proteases from their storage compartments . The IgE-level
was also reduced by cycloheximide, a protein synthesis inhibitor, which shows that ongoing IgE
production is blocked and indicates that de novo IgE synthesis is measured. A similar result,
although during days of growing, has been obtained in cell culture systems |

Patients® IgE-level in the circulating blood system is regulated by degradation and (re)synthesis
(secretion seems not to be a rate-limiting step), and these two processes are regulated by various
factors, including interleukins and gIFN. We were able 1o demanstrate this well-known fact, during
relative short time intervals (=minutes in harmony with the 0; -build- up in neutrophils} in our
simple assay system, although the background level of IgE was very high (70 to 90 %4). It was then
possible to calculate degradation, as well as synthesis rates of the patients steady state IgE-level,
by doing a few assays.

Furthermore, and even more importantly, the results obtained with Heg*+ indicate the involvement
of a redox reaction in the regulation of IgE synthesis (2).

Involvement of a redox/thiol-disulfide interchange mechanism in the regulation of IgE-
synthesis

"y, THE Fymphacyies

aergen —_ C\' s This dithiol/disulfide redox state is sensitive to Hg+,

i Diamide, gIFN and IL- 4, hut not 10 1 mM Zn2+ (2), g[FN
praobably directly or indirectly changes the conformation
of the invalved protein, etf (2) in such a way that two
associated thiols become vicinal and able 10 reaet with
Heg*+. Hg*+ itsclf keeps this conformation and thus
lowers the effective concentration of gIFN by a factor of
107 to 10 or more . IL-4 reacts antagonistically to gIFN in
blood samples and in cell cultures, although in opposite
directions and at different time scales {minutes vs days) .
The interaction of conformation with redox state at the
existing glFN-concentrations in our patients explains the
highly varying IpE values in the blood samples of these
patients on addition of Hg*+. The described mechanism
relates to the origin of BSE, Creutzfeld-Jakob and similar
diseases (2).

Gur ineffective titrations of the redox state, indicated by the various IgE levels, with extremely high
concentrations of glutathione (ox. or red.) (2) for plasma, demonstrate clearly that the thiol groups
involved were located inside the involved B cells: glutathione cannot cross cell membranes.
Another point is that externally delivered glutathione is then, of course, not able to replace Hg*+ or
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Diamide in the deseribed dithiol/disulfide interchange mechanism. Hg*+ and Diamide, effective at
high concentrations, react inside the cells | most likely with a dithiol-containing protein localized, at
least for some time, on the inner cell membrane. Cytosolic glutathione should not be involved: the
results and the deseribed mechanism require the involvement of a membrane-hound protein. NEM
is ineffective although reacting normally with reduced cellular glutathione and the cellular
glutathione concentrations were 100 high {up to 10 mM) to be involved in the Hg or diamide-
induced climination of IgE-synthesis. It is concluded, that etf is a FeS-protein. The different results
obtained when using blood samples or cell cultures may be explained by the conditions in which
the cells live. We used in vivo,, conditions for our experiments, in contrast to cell cultures which
were grown in artificial systems using mitogen-stimulated B cell proliferation,

Elektron transfer chain, NADPH to DNA

The redox signal of glFN for O, or IgE production (activation process) is probably mediated by its
receptor to the NADPH oxidase, most likely at first 1o the NADPH-binding subunit via G-protein
{Rac-2). This system, thus, very much resembles the receptor-linked membrane-bound adenylate
cyclase and is starting point of the e-transfer chain, NADPH 10 DNA (IgE) (2). The defect in
NADPH to DNA (IgE) at atopic eczema patients lies at the level of etffref . The question about the

Disturbance of the dithiol/disulfide- balance, shift of the redox potential by (incl.):
Cd™, Hg®", Diamide, Aldehyde, Anhydride, Isocyanate, Isothiocyanate, HSOy /50,
Ny, Oy, MO, Qs :
CO, N0 (CO,, MNO,): Rezction alse with the NADPH-Oxidase (DNA).
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IL-4 interference in the described redox repulation of IgE synthesis is difficult to answer. The

mechanism of signal transduction by the IL-4 receplor is tather obscure. The described down

regulation of glFNmRNA and glFN production in mitogen activated T-culture cells by [L-4 iakes

days and is therefore related to the late responses of gIFN on endonuelease and its antiproliferative
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cffeets (2). During short time intervals, [IL-4 transduces opposite to gIFN redox signals. Coupling of
the IL- 4 receptors to the electron transfer chain at the level of etfiref {via G pratein?) may be
responsible for this behavior . The down regulation of IgE level, the production of several cytokines
(IL-1, TNF incl.), as well as gIFN), prostaglandin E2 and superoxide production by IL-4 implies the
possibility that IL-4 may play a role as an antiinflammatory cytokine .

Becell Extremely high serum IgE levels
SRR exist in patients with the so called

EDTA v hyper IgE syndrome. in this case,

e« "=To= S i regulation by IL-4 or gIFN is
e nEn | B0 almost impossible and the electron
n::....l.... ° | | &% ‘,—"H || transfer chain should be in the full
— S N reduced form. The defect in

_{ R L&} NADPH-OX NADPH tw IgE for electron-
e ,r-“' A ‘ transfer is most probably located at
\ s the level of eifiref as described for

Hg?s fGME, Diasida the normal atopic eczema patients.

All the factors regulating NADPH
oxidase also, of course, influence
the IgE level. An important role in
modulating  IsE  concentrations
. = = SH : sim, of DNA-Cinding then is also p]'s'l}f.d by
e ,Shé - phosphorylation and
Endonusionsa el : 5
acity dephosphorylation of the involved
proteins by kinases (e.g. PkC) and
@ eell micteus phosphatases. An indirect
influence on the IgE level exists
(as desribed) under oxidative stress
i conditions .

Cytochrome :,;Ers -;:r:;l win (Risske)?

- - .
Mitochondria

REGULATION OF IGE-SYNTHESIS

The redox potential is responsible for stress protein IgE or 0;-synthesis and proliferation

The adaption of cells to oxidative siress |, to heat shock, to environmental stress, ete. is nothing
more than their natural defense mechanism for protection against injury .

The general scheme of activation of this defense mechanism seems to be the use of stimulatory or
inhibitory cytokines/ hommones including, for instance, tumor necrosis factor (TNF) and IL-1
control NADPH oxidase (nonphagocytes), TNF and IL-1 control collagenase, and gIFN and L4
control IgE. In most (or all?) cases, the activation of NADPH oxidase (O, production) occurs
simultaneously 1o the expression of former enzymes.

In the case of IgE synthesis (and probably also in the expression of some other compounds),
environmental pollutants assumed to induce atopic cczema were able to react irreversibly with the
involved essential dithiol / disulfide redox state. The pollutants include formic aldehyde, sulfide
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/S04, isocyanates, anhydrides, ete. These compounds keep the eleciron transfer chain in the reduced
form {low or no O, production) and, under activating (defence) conditions, the IgE coneentrations
rise to pathological ranges. The oxidized form is not able to synthesize IgE but instead O, and the
risk of mitogen stimulated proliferations (leukemia, carcinomas and CGD) ist extemely high.
Another compound, CO (and NO), binds to the NADPH oxidase , preventing the reduction of O,
and therehy shifting the electron transfer chain (o the reduced state, which is accompanied by the
enhanced probability of IgE synthesis. Depending on concentration, most compounds have proven
ta prime cell proliferation in an animal model and in human studies .

Mitochondrial oxidative phosphorylation serves as sole producer of energy

B-cells have a considerable need for energy. Their proliferation, synthesis and excretion of
immunoglobulins tequire this energy in the form of nucleotide-triphosphates and their fuel is
gluamine instead of plucose . Thus, it i$ not surprising that the process of NADPH oxidase
activation (IgE synthesis) and regulation is coupled to ongoing mitochondrial enerpy formation .
All the compounds influencing mitochondrial energy formation (2) then also influence IgE and O,-
level and connects to psoriasis vulgaris (4) and AIDS (2). Dermal and intestinal dyshiosis, [ood, as
well as psychogenic stress (2) are the main triggering factors of allerpic manifestations.
Polysaccharidic, as well as protein antigens of C. albicans, play a definite role in inducing allergic
reactions in patients . Carbohydrate for instance, delivered by food, is a growth factor for these
fungi and weakens immune response by changing the energy metabolism of lymphocytes .
Psychogenic stress elevates norepinephrine levels, lowers dependent cellular cAMP concentrations
(2,5} and weakens therchy immune response (arachidonic acid, prostaglandin, leukotriene, cytokine
concentration, etc.) and elevates IgE concentration. The greatest number of specific IgE antibodies
are developed against food- or inhalative allergens. It should be stressed that the 1otal (unspecific
plus specific) IgE concentrations were normally 10¢ to 10* times higher than the measured specific
ones. Perhaps the gIFN independent IgE production by cultured cells on IL-4 and CD 40
stimulation is related 1o this fact. The first expression of specific IgE antibodies may be purely
incidental and resembles autoimmune diseases. The described pathogenesis of atopic eczema and
leukemia (proliferation) relates to the development of AIDS (2).

Ni, Ptz Pd: Contact dermatitis/ Asthma
Tumorpramation in verschiedanan Organen

Haut
Experimentelle Modelle

¥ Promotionsphase wird nach einer Reheperiodes
von ciwa einer Woehe begonnen, in der sich die Hout
von den uamitielbaren Wirkungen des Kanzerogens

Miuse sind fiir Temoninduktion in der Hawt boson-
ders emplindkich, Al Initioteren kommen
pelyeyclische gromutische KohlenwassersielTe wie das
Dimetinlbenrantbrazen oder das Methyldholanthren,
aber auch andere Kaneerogene (Teb, 5) pur Anwen-
dung. Sie werden meist aul die Haul gepinselt, kinnen
aber auch systemisch applicicrt werden, So erzeugt
bervils eine einzige Injeklion von Cisplatin ader Ure
than inimerie Zeilen in der Hawl, aus denen durch
anschli wle Promotionsbehandlung Papillome ent-
stehen konnen, In vielen Hautumoren (Karzinomen
urd Papillomen) sind Ha-ras-Gene nachgewissen wor-
den, die ¢ Punkimutation akivierl sind. Je nach
verwendeiem Kanzerogen sind die Kodons 61 ader 12
betraflen (Tab. 5). Die Artder Mutation ist charakieri-
stisth fr den verwendetes lntiator. Norpale Haw in
der Umgehung der Pupillome acigt dicse Mutation
nicht, Offenbar sen Initiatoren in cinigen Basalzellen
wihrend der Initeamion dicse Punkimutationen aus, dic
den Zellen im Rulimen der Promotion citen Wachs-
wums- cuder Seleklionsvonel versehafTen.

erholen kann. Dhe Fromotoren werden wicderum lokal
aufl die Hawt aufpehracht.

Einer der efidentesten Promotoren ist das 12-0-
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Skin diseases, diseases of the respiratory tract and above all asthma, penetic defects as well as
cancer are rapidly increasing in the western conurbations with use of cat cars - since 1990 very
heavely in the cast-Bloc states/ fall of the wall and exchange of ald cars without cat against cat cars
(6,7).

The most commen occupational as well as public contact allergen Ni (8) and the most significant
atmospheric asthmatic pollution Pt{ Pd) (9) (automobile exhavst) are responsible for this fact
(6,7,9): In the air finest distributed Pt at a metropolis like Munich results in about 300 to 400 g/ year
plus haevy pollutions of aliphatic and aromatic hydrocarbons (10), root particles {10-12) and a
direct inhallation by pedestrians/ infants and pregnant woman. The mechanisms acting: Ni does not
bind to sulfur but 10 N. Colloidal Pt(Pd) and Ni for instance have a preference for C, alkene, alkine;
alkylate, catalyse additive reactions, oxidations, hydrogenations. Pt (Cis-Pt) inhibits/ stimulates
praliferations/ [gE-synthesis.

] Direct labeling without enzymes
'\ it Using Nucleic Acid Labeling Kits:
+ : = A derivative of cis-platin reacts with the
i N-7 position of guanine residues,
R = Y, R providing a stable linkage between the
v o ) N/ nucleic acid and the fluorescent label
\_—-"' ! {ULS = Universal Linkage System,
i Ulysis™ Nueleic Acid Labeling Kits).

cross-coupling reactions
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Abb. I1:  Transmissicnselektronenmikroskopische  Aul-

aahme vom S3-Segment des proximalen Tubulus nach \

Behandlung von Ratten mit Cisplatin,

a) Kontrolle: by 3 Tape nach der Behandlung von Ratten||
(5 mgfkg, I p.) treten strke Verdnderungen der Mitochon-||

drien (kugelfdrmige) em. BM = Biirstensaum: M = Mito-
chondrien: ™ = Zellkern (X 16300,



A summation of the causes for multifactorial diseascs, ¢.g. allergies, respiratory tract diseases and
asthma is described by us {13).

1.Kichl R and Ionescu G. Mediators of Inflammations 1993,2:403-406.

2.Kiehl R IFCC-Proc. of the 17" Ini. Symposium on “The Confluence of Critical Care Analysis
and Near Patiemt Testing”, Nice, 1998 June 4-7, p.467-482; Habilitation, University Munich,
Med. Fakulty 1923; Boehringer Ingelheimy Bender Wien 1993,

3a,b.Stigeall DL et al. BBRC 1979, 196, 638-644; Kichl R. FEBS Letters 1980,109:280-282.

4 Kichl R and Ionescu G. Acta Dermato Venereological 992, 72:253.255,

5.Kichl R. Psoriasis Magazin (Deutscher Psoriasis Bund ¢.v.)1992,4:8-9.

6.Kiehl R. Neurodermitis, Umweli-Haut und Allergie 2001,38:37-38.

7.Kichl R. IPRAC Allergie (CS) Abstrakta, Rocnik 2001,3(Suppl.1):72.

8.Bidinger L. and Hertl M. Allergy 2000,55(2):108.

9 Kichl R. J Lab Med 2000,24{10):465-466.

10.Alastair CL et al. Nature 2000.405:778-781.

11.Cullinan P and Newman Taylor AJ. Clin. and Exp. Allergy 1997(27,1):41-46.

12 Science 277,25 of July 1997, News and Comment.

13.Kiehl R Bictechnology in Bavaria {Profiles, Porraits, Perspectives — Global Partners)
2001,1:45-46.

14.Chenyin Britain, April 2001, p.15/ Environ.Sei, Technol.2001.35,p.835.

15. Happstack K. Nachr.Chernie 2001, 49, 1305-1309.

16.Prim RG et al. Science 2001, 0, Issue of May.

17.Kiehl R. Bioforum 2002, 10, 618.

18.Kiehl R. Straubinger/Landshuter Zeitung, 17.Sept 2002,

19.Kichl R. Int.Patent PCT/DE 02/01966.

20.Kiehl R. Internet at www.rki-i.com, (html-, pdf-) files.

# Medierd 2 Mcnafeeisica! deiceand 67 (20000 245238

70 -
G0 P R S
- *
e 50 - - =
E -*
L= - .
S f— * -
E * *
£ o0 =5 o
£ ’ YT —
= - 1 * O‘f * |
il ], Y — 5 + i .---"'"-:-—_
L ] 1
2 F O :t % |
1t 9 st &
. " “ " s

Jan83  Aug 93 Mezed Sep94  Apr 05 Gt 95 Mai g8 Doz
Sampling date

Fig L Airharse platinum concentialivns in Munich cite buses and teanwags Joring regnlaz mdes,



ﬁelastung des Miinchner hutohahnéﬂetzes

A Nurnbarg

(- e

Biicher: F.A Cotton/G.Wilkinson, Anorganische Chemie, VCH
R.Kiehl, Buch, Literatur und Dateien unter www.rki-i.com
H.Marquardt, S.G.Schifer, Lehrbuch der Toxikologie



Katalysator verantwortlich fiir Ozonloch
Reinhold Kichl
RKI-Institute, Laboratery and research for molecular medicine/biology, Saliterweg 1, D-93437 Furth,
Email: kiehli@ rki-i.com , Intemet; www . rki-i.com
Haut-, Atermnwepserkrankungen und vor allem Asthma, Erbschiiden sowie Krebserkrankungen,
wie Leukiimie,steigen rapide seit der Einfiihrung des Katalysators in den westlichen Ballungsgebieten.
Seit 1990 auch {iberproportional in den Ostblock-Staaten mit Wegfall der Mauer und Austausch alter

Kraftfahrzeuge gegen Katalysator-Autos'!. -

- Verantwortlich dafiir sind die in unsere Atmosphiire
seblasenen feinstverteilten Edelmetalle, wie Hg, Cd, das am hiiufigsten verbreitete Kontaktallergen
Nil" sowie - der meist signifikante atmosphérische "asthmatische" KFZ-Umwelt-Ausstof Pt, Bd, Rh*,
mit oder ohne die ebenfalls zur Emission gelangenden aliphatischen und aromatischen Kohlenwasser-
stoffe sowie RuBipartikel'™™. - - So schneit es in Grénland seit Einfithrung des Katalysators bis zu 120
mal héhere Konzentrationen an Pt und Rh” . Die westliche Hemisphiire wird mit den Pt-pruppen-
Metallen in grisBtem AusmaB kontaminiert, neben der schon bestehenden Kontamination durch Hg aus
fossilen Brennstoffen. - - Ein PKW mit Katalysator verliert im Schnitt 1.5 pg feinst verteiltes Pt/km
Fahrt. In einem Stau mit langsamer Fahrt sind dies etwa 1.1 g. In einer Grobstadt wie Miinchen
werden pro Tag 1 g Pt freigesetzt oder ca.1/2 kg/Jahr plus Kohlenwasserstoffe und RuBipartikel!'. - -
Die dirckte Einatmung durch FuBiginger sowie Schwangere und Kleinkinder erklirt die
Erkrankungsraten, auch wenn anderes behauptet wird™., Der Mechanismus, der hier zum Tragen
kommt, ist die Affinitit von Ni fiir N und nicht fir S, anders als im Falle von Hg und Cd"™.
Kolloidales Pt/Pd und Ni z.B. haben eine Priferenz fiir C, Alken, Alkin; alkylieren, katalysieren
additive Reaktionen, Oxydationen, Hydrogenierungen. Pt (Cis-Pt) inhibiert oder stimuliert
Proliferationen, eine IgE-Synthese, je nach Konzentration. Die Metalle kénnen leicht in den normalen
Metall“-Haushalt (Zn, Mn, w.a.) biogenen Materials mit entsprechenden Anderungen eingreifen. - -
Dic Hydroxid-Radikal-Konzentration in der sidlichen wie nordlichen Hemisphire wvarileren
signifikant seit zwei Dekaden. Das Hydroxyl-Radikal ist die dominante oxidierende Chemikalie in der
Atmosphire und damit direkt involviert in den Ozon-Haushalt und den "Treibhaus-Effekt""),

Radikal-Reaktionen in  dieser “Metall-Sauerstoff-Stickstoff-Kohlenstoff-Wassersuppe”  sind
verantwortlich filr das Ozon-Loch und den Treibhaus-Effekt. Die Edelmetalle und damit der KFZ-
Verkehr sind fir steigende Erkrankungsraten, Ozonloch, Treibhaus-Effekt, Klima-Anderung,
Wasserqualitit und Waldsterben "der” Verursacher und nicht Kohlendioxid mit seinem Anstieg. Neue
Analyse-Methoden fUr die Platingruppenmetalle werden demniichst zur Verfiigung stehen!"?.
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