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Copyright, license for use

The content of this book is protected by copy-
right. Disseminating and the making it available
to download are strictly prohibited, whether in
part or in entirety, in the original or in a modified
form, for a fee or free of charge. SIGHI members
have a perpetual license for personal use of the
versions, which were downloaded from our web-
site during the duration of their membership:

e For affected persons personal use in-
cludes sharing with persons living in the
same home and with the medical profes-
sionals treating them. For all other cases
dissemination is prohibited.

e Medical professionals may use this con-
tent for personal and commercial use, for
educational purposes for themselves and
for coworkers in the same institution.
However, it is not permitted to pass this
content on to patients, clients; partici-
pants of courses, members of support
groups or other external persons or. to
make available to download.

Instead one can recommend becoming a member
of SIGHI to those interested; whichallows unlim-
ited access to all our content. Thank you very
much.

Disclosure of possible conflicts of interest

The author is involved in the resale of a medical product. This is however a not-for-profit purchasing

group with the sole aim of passing on the price advantages as far as possible to those affected. Thus, a

conflict of interest in the sense of an incentive to represent a product more positively than it is or to

distort or suppress information in any other way, does not exist in the author's opinion. The author

has no (personal, financial or business) relationship with the manufacturers. The SIGHI does not sus-

tain itself by selling medical products, but through its credibility. The author strove to make the se-

lection and evaluation of the products specified here according to his best knowledge and belief for

the benefit of those concerned.
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1 Preliminary remarks

1.1 Disclaimer, disclosure
duty

This medication manual was created by a uni-
versity educated professional in the natural
sciences (MS in Environmental Sciences, ETH
Ziirich) without a formal medical education.
The information contained herein can be in-
complete, incorrect, or outdated. Also, certain
active ingredients or products listed here may
be unsuitable in your individual case for par-

ticular medical reasons.

This document is updated continually. When-

ever possible you should access the current

version at www.mastzellaktivierung.info, ra-

ther than using a printed or locally stored
version. Never use the information provided
here as the sole source, but instead seek ad-

vice from your doctor or pharmacist.

If a medical professional prescribes or di-
rectly hands out medications to you, inform
him about diseases that you have and about
all the medications and medical products in-
cluding supplements and over the counter
remedies that you take occasionally or on a

regular basis.

To be aware of potential risks and side effects
always carefully read the enclosed infor-

mation leaflet:

Switzerland: www.swissmedicinfo.ch (official),
https://compendium.ch, https://ch.oddb.org.

Germany: http://oddb.org.

Austria: https://aspreqgister.basg.gv.at.

This medication manual should only serve as
a complement to the physician-patient rela-

tionship and does not replace consulting a

medical professional. Only your doctor has
knowledge of your particular medical condi-
tions and can draw attention to any contrain-
dications or recognize other, potentially

more dangerous diseases.

Disclaimer: The use of the information in this
medication manual is done at your own risk.
The author/editor disclaims all liability for
the accuracy and.completeness of the infor-
mation contained herein, for any damage,
consequential 'damage, or other disad-

vantages of any kind incurred.

1.2 Abbreviations. Definitions

—: aleading arrow (—) means “see”, for example
regarding references to page numbers or sec-
tion numbers. Words or abbreviations with a
preceding arrow are explained in the current
section (1.2).

A: Austria
CH: Switzerland
D: Germany

DAO: Diamine oxidase, ABP1. An enzyme, pro-
duced mainly in the intestinal mucosa and in
the kidneys, which can break down histamine,
putrescine and other biogenic amines.

Drag: Dragee. A —tablet with a sugar coating.

Fct: film-coated tablet. A —tablet that is coated
with a thin polymer layer.

Histamine: A biogenic amine, that due to its
numerous features as an endogenous messen-
ger, a neurotransmitter and inflammatory me-
diator can be described as the most important
symptom inducing mast cell mediator. Hista-
mine is not only produced by the body, but is
also a degradation product of proteins in rotting
or fermented foods.

8 © www.mastzellaktivierung.info
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Preliminary remarks

Histaminosis: We define histaminosis as the
condition in which the histamine status in the
body deviates so far from the ideal range (either
locally or systemically), that well-being or phy-
sical / mental performance are impaired to a
significant degree. Usually the deviation is such
that the levels are above the normal range, i.e.
there is a histamine surplus. This term does not
refer to the cause of this condition, which may
have physical causes (originating in the body)
or be due to environmental factors. Possible
physical causes are for example the excessive
release from mast cells, basophilic granulocytes
or other histamine storing cells (e.g. due to
MCAD, allergies, autoimmune diseases, certain
tumors) or disorders in degradation (i.e. insuffi-
cient enzymatic activity of DAO).

Histamine intolerance (abbreviation:
HIT):

The term “intolerance” comes from the Latin:
intolerantia, derived from tolerare = “to bear”, “to
endure”, with the negating prefix “in-*

Different conceptions are encountered about
how histamine intolerance should be defined:

In the strictest sense histamine intolerance is
an acquired or congenital reduction of the func-
tion of the histamine degrading enzyme dia-
mine oxidase (DAO).

In a broader sense HIT can be defined as a dis-
turbance at any point in the various enzymatic
degradation pathways of histamine and other
biogenic amines (enzymopathy, quantitative or
qualitative enzyme deficiencies).

We recommend only referring to HIT when his-
tamine degredation disorders with a proven en-
zymatic cause are present and to otherwise use
the term —histamine incompatibility.

Histamine incompatibility: Only hista-
mine degradation disorders with a demonstra-
ble enzymatic cause should be referred to as a
histamine intolerance (in analogy to lactose
and fructose intolerances, which are also
caused by lacking enzymes or reduced enzyme
activity). For all other “histamine disorders” or

histamine mediated intolerance reactions of
unknown or not enzyme related cause it
would be better to use the concept of histamine
incompatibility.

Intravenous, i.v.: Using a vein, i.e. a venous
blood vessel (leading to the heart), as the route
of administration administration for a sub-
stance. For example, by injection or infusion.

Cap: Capsules, a medication form consisting of
a solid shell and a filling.

MCAD: Abbreviation of “mast cell activation
disease”. Otherwise referred to as “systemic
mast cell activation disease”. An umbrella term
for diseases in which one or more acquired or
inherited genetic mutations or epigenetic alter-
ations lead to an incorrect permanent activa-
tion, an increased sensitivity, or excessive pro-
liferation of mast cells and thereby lead to an
excessive non-specific release of mast cell me-
diators. MCAD include the very common
—MCAS, the rare —»SM, and the extremely rare
—~MCL.

MCAS: Abbreviation of “mast cell activation
syndrome”. Otherwise referred to as —»systemic
mast cell activation syndrome.

MCL: Abbreviation for “mast cell leukemia”.

Oral (per os, peroral): Route of administra-
tion of a substance via the mouth, i.e. to swal-
low.

SM: Abbreviation for “systemic mastocytosis”.
Systemic mastocytosis (SM):

A subtype of - MCAD.

Systemic mast cell activation syndrome

(MCAS): A subtype of - MCAD.

Tab: Tablets, a solid form of medications,
formed by compression of powders or granu-
lates under pressure.

03.01.2019

© www.mastzellaktivierung.info 9



Preliminary remarks

SIGHI Medication Manual: Medical treatment in histaminosis

1.3 Fundamentals of MCAD
medical treatment

According to the current state of knowledge,
mast cell activation diseases (MCAD) have their
origin in particular, complex patterns of multi-
ple genetic and epigenetic mast cell activating
factors, for which to date there is no curative
(healing the root causes) therapy. Treatment is
therefore mainly limited to keeping the inten-
sity of the symptoms under control for life and
to reducing the frequency of acute reactions.

% The mainstay of treatment is identifying
and avoiding the mast cell activating
triggering stimuli. To a certain degree
the strength of a reaction to particular
stimuli is different among different indi-
viduals. Due to the wide variety of stim-
uli with which one is confronted daily,
identifying the triggering stimulus
proves to be a difficult and lengthy task.
See www.mastzellaktivierung.info.

% Medications are in most cases useful or
even indispensable to support the treat-
ment, but in the medium term and long
term can not replace strict avoidance of

triggers!

The symptoms have to be alleviated as much as
possible by avoiding the ‘triggers (see
www.mastzellaktivierung.info) [MOLDERINGS ET
AL.2011; SIGHI]. In particular, all histamine lib-
erators contained in food, sweets, beverages,

and tobacco products should be strictly
avoided. To the degree that one reacts to hista-
mine rich foods, these should be limited to a tol-
erable amount.

In most cases symptoms will still emerge de-
spite avoiding the triggers as well as possible.
Under these conditions additional pharmaco-
logical therapy is necessary. The main objec-
tive is to reduce the release and synthesis of me-
diators (by stabilizing the mast cells and where

apropiate by reducing their amount). A second
important principle is blocking the effect of re-
leased mast cell mediators.

% Mast cell activation diseases (MCAD) do
not have a homogeneous presentation,
but instead every affected person has
their individual constellation of symp-
toms with an individual degree of sever-
ity that is subject to temporal fluctua-
tions. Therefore, an individually adapted
therapy needs to be found for each pa-
tient.

With MCAD, there is no uniform clinical
presentation and the degree of severity is very

individual. Therefore, no universally valid rec-
ommendations regarding treatment and dosage
of medications can be given, but instead the
medical therapy should be guided by the unique
type and severity of symptoms [ MOLDERINGS ET
AL.2011; SIGHI].

The basic medication at standard doses usually
already has a quite beneficial effect, but the
quality of life can be further improved by dos-
age adjustments and additional active ingredi-
ents. Over time, the affected person will find out
through patient experimentation, the specific
combinations and dosages out of the numerous
possible treatment options that will help him
best in particular situations [AFRIN ET AL. 2016;
SIGHI]. In the course of goal-directed experi-
menting, the patient will depend on the assis-
tance of a physician at least regarding the pre-
scription medications.

10 © www.mastzellaktivierung.info
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2 Overview: Who needs which medication when?

2.1 Medical treatment for
systemic mast cell activa-
tion disorders (MCAD)

2.1.1 Therapeutic strategy for
MCAD

» Treatment in the chronic phase:

e Basic medication: Even without be-
ing in contact with mast cell-activating
substances the level of release of mast
cell mediators is often so high that it
should be treated with medication on a
permanent basis. In section 2.1.2 (page
16) we describe the basic medicationto
stabilize the mast cells and to control
the symptoms while the condition is at
the long-term baseline level of severity.

e Symptomatic supplemental treat-
ment: Each affected person has an in-
dividual symptomatology. Which par-
ticular symptoms arise at which body
site and with what intensity depends,
among other things, on the particular
set of causally involved mast cell muta-
tions, which organs or tissues are af-
fected by mutated mast cells and to
which mast cell-activating substances
one has been exposed. In section 2.1.3
(page 17) we present possibilities to spe-
cifically supplement the basic medica-
tion if necessary and to adapt it for the
symptoms occurring in the particular
case.

P Treatment in the acute phase: Not all
triggering substances are reliably avoidable.
This can lead to temporal fluctuations in symp-
tom severity. Disease relapses can flare up both
slowly (within hours to days) and very quickly

(within minutes). If signs of anaphylactic or an-
aphylactoid reactions arise, proceed as de-
scribed in chapter 7.1 “Anaphylaxis, anaphy-
lactic shock” on page 79. In cases without ana-
phylaxis in the prior medical history, in the
event of non-alarming newly emerging or in-
tensifying preexisting symptoms, the dosage
of the basic medication and/or sympto-
matic supplemental therapy can simply
be increased up to at most the maximum per-
missible daily amount. With antihistamines
many affected people even need up to four to six
times'the usual daily dose on a long-term basis.
Naturally pharmacological agents with a rapid
onset of action are to be preferred, while the
dosage of very slow-acting long term medica-
tions (e.g. ketotifen) does not have to be adapted
to one-off acute events.

Also suitable for acute short-term treatment:
Benzodiazepines: Flunitrazepam per os for a
maximum of 3 to 4 days; inhibits mediator re-
lease from mast cells. [HOMANNETAL. 2010]

In severe cases: Vitamin C 750 mg as an intra-
venous infusion dissolved in a glucose solution
5% (0.51/day for 3 to 4 days). Page 67.[HOMANN
ETAL.2010]

03.01.2019
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Second-line therapy

Peroral potassium supplementation, on a pro-
batory basis for 2-3 days [ WIRZ AND MOLDERINGS
2017].

Antihypertensive treatment, if (undetected)
nocturnal hypertension could be the cause
[WIRZ AND MOLDERINGS 2017].

Dihydroergotamine (serotonine receptor ago-
nist with a potentially unfavorable risk and
side-effect profile) [AICH, AFRIN AND GUPTA 2015].
Must absolutely not be taken together with
Triptans.

Triptans (e.g. sumatriptan) are proven in ani-
mal studies to stimulate mast cell proliferation
and should therefore only be used with great
caution. [DUBAYLE ET AL. 2005; WIRZ AND
MOLDERINGS 2017; AICH, AFRIN AND GUPTA 2015]

APETx2 (selective ASIC3-inhibitor)[AICH, AFRIN
ANDGUPTA 2015]. See also: [ DIOCHOTET AL. 2004].

Endometriosis pain

Palmitoylethanolamide (PEA): see page 48
[INDRACCOLO AND BARBIERI 2010; [UVONEETAL. 2016
Cromoglicic acid or di-sodium cromoglycate:
page 33 [ZHUETAL.2015].

Throat pain
Increase the dose of H1-antihistamines,

etoricoxib (page 41) [WIRZ AND MOLDERINGS 2017]

Bladder pain syndrome, chronic non-
bacterial cystitis, mast cell-mediated in-
terstitial cystitis

H1-antihistamines, e. g. cetirizine [AICH, AFRIN
AND GUPTA 2015], hydroxyzine [MINOGIANNIS ET
AL.1998].

H2-antihistamines, e. g. ranitidine, cimetidine,
famotidine [ AICH, AFRINAND GUPTA 2015].
Pentosan polysulphate (a noticeable improve-
ment usually only occurs after more than six
months of therapy.) [TEICHMAN 2002; CHIANG ET
AL.2000; CHIANG ET AL. DAVIS ET AL. 2008; ANDERSON
AND PERRY 2006].

Stop estrogen (hormonal contraception) and
take leuprorelin [ THEOHARIDES ET AL. 2008].

NKI1R antagonists: gabapentin and L-703606
[ AICH, AFRIN AND GUPTA 2015.

CaMKII-inhibitor: KN-93 [AICH, AFRIN AND
GUPTA 2015].

Amphetamines [MOLDERINGSETAL.2011].

Prostatitis, chronic pelvic pain syn-
drome

Quercetin (page 74) [SHOSKESETAL.1999].
Disodium cromoglycate (DNCG, page 33) [AICH,
AFRIN AND GUPTA 2015|

H1-antihistamines: cetirizine [AICH, AFRIN AND
GUPTA 2015].

H2-antihistamines: ranitidine [AICH, AFRIN AND
GUPTA 2015,

NGF neutralizing antibody AB-256-NA [AICH,
AFRINAND GUPTA 2015).

Chronic pelvic pain syndrome in women

Zafirlukast (leukotriene antagonist, page 42)
[ AICH, AFRIN AND GUPTA 2015].

Anti-CCL2 / JE (AB479NA) and anti-CCL3
(AB450NA) [AICH, AFRINAND GUPTA 2015].

Complex regional pain syndrome
(CRPS)

LY303870 (NK1R antagonist) [AICH, AFRIN AND
GUPTA 2015].

Venom-induced hyperalgesia, excessive
sensitivity to pain

Disodium cromoglycate (DNCG, page 33) [AICH,
AFRIN AND GUPTA 2015

H1-antihistamines: chlorphenamine, mepyra-
mine (= pyrilamine) [AICH, AFRIN AND GUPTA
2015].

H2-antihistamines: cimetidine (not available in
Switzerland) [ AICH, AFRINAND GUPTA 2015].

18 © www.mastzellaktivierung.info
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Diarrhea

Colestyramine [ MOLDERINGS ET AL. 2011; HOMANN
ETAL.20I0].

Leukotriene receptor antagonists (page 42): e.g.
montelukast. [MOLDERINGSET AL. 201 I; HOMANNET
AL.2010]

Psyllium husks regularize bowel movements,
are of use with diarrhea as well as with consti-
pation (e. g. ground psyllium husks as available
at www.dm.de) [SIGHI].

5-HT3 receptor antagonists: e.g. ondansetron
[MOLDERINGSET AL. 2011

Nystatin [MOLDERINGSETAL.2011].

Anal eczema, inflamed rear end

After every bowel movement immediately
wash the affected area thoroughly with water
without using soap. For example, with a wet
washcloth, using a bidet, a toilet shower, or a
shower toilet (Closomat) or by sitting on the
edge of the bathtub and using the shower head.
Then gently pat dry with a cloth, do not rzb. Do
not use oily creams or ointments. If fatty sub-
stances are to be used at all, at thetaitmost some
coconut oil or olive oil can be applied after
cleaning with water.

During strenuous activities (e.g. multi-day bi-
cycle tours or horse trekking) unscented baby
powder might also'be helpful.

Only use local cortisone for a short time period
because it causes the skin to become thin.
[SIGHI]

Nausea, vomiting
Clonazepam, diazepam [AFRINETAL.2015]
Lorazepam [HOMANNETAL. 2010]

Metoclopramide (Caution: DAO inhibitor!)
[HOMANNETAL. 2010]

Domperidon [HOMANNETAL. 2010]

5-HT3 receptor antagonists: e.g. ondansetron
[MOLDERINGS ET AL. 201 T; HOMANN ET AL. 2010

Sensitivity to histamine-rich foods

Diamine oxidase (DAO): to be taken as needed
(depending on the amount of histamine ex-
pected in a meal) or as long-term medication.
Only to be taken as a prophylactic measure, and
only for problems elicited by foodstuffs. Page
62. [SIGHI]

2.1.3.3 Miscellaneous symptoms and
disorders

Inability to fall asleep or stay asleep
Benzodiazepines(3.9.3.on page 50):
Triazolam [ MOLDERINGSETAL. 2011 |
Oxazepam [MOLDERINGSETAL. 2011

Depression

Doxepin (page 50) [GONZALEZ-DE-OLANO ET AL.
2016

Anxiety, panic attacks
Benzodiazepines (3.9.3 on page 50):

e.g. lorazepam, alprazolam, clonazepam.

Mast cell activation by neuronal excita-
tion or irritation

In some people mast cells, eosinophil granulo-
cytes and lymphocytes are overly sensitive to
the excitation of nerve cells in the vicinity (me-
diator release by neuronal effector cell trigger-
ing).

Treatment options:

Stress reduction, relaxation techniques, seda-
tive antihistamines of the first generation (page
25), low dose benzodiazepines 1 to 2 times a
week (see page 50, e.g. oxazepam, diazepam).
[VAEM.EU]

Asthma

Leukotriene antagonists [HOMANNETAL.2010].

(Caution with paracetamol (acetaminophen)! It
can increase the bronchial constriction.)[SIGHI]
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3 Maedicinal products (Medications)

> ‘ i

Definition: Medicinal products (medica-
tions) are products (substances or mixtures of
substances) with the intended purpose to treat
or prevent human or animal diseases, injuries
or disabilities or with the capacity to influence
physiological functions or permit and facilitate
making a medical diagnosis. This definition co-
vers products, which are manufactured for this
purpose and proclaimed as such (regardless of
whether they are suitable for the purpose), as
well as substances which are suitable (regard-
less of whether they are manufactured to this
end or promoted as such).

For medicinal products specific and stringent
legal requirements have to be met regarding
proof of efficacy, the procedure of approval,
their production, advertising, putting on the
market and their dispensation:

Other legally defined and recognized product
categories with a relation to health, such as
medical products and devices (page 60), food-
stuffs for particular medical purposes (page 62),
or dietary supplements (page 67) do not belong
to the category of medicinal products.

3.1 Antihistamines (histamine
receptor antagonists)

Other designations:

Histamine receptor blockers, histamine block-
ers, histamine receptor inhibitors.

Einzahl:das Antihistaminikum, der Histamin-
rezeptorantagonist.

Mode of action

Histamineisone of the most important symp-
tom-causing mast cell mediators. Histamine, a
chemical messenger, affects the targeted cells
by binding to histamine receptors on their sur-
face, triggering a specific biochemical process.

Antihistamines (histamine receptor antago-
nists, histamine receptor blockers) have their
effect countering histamine-induced symp-
toms by specifically blocking a particular type
of histamine receptor. Figuratively speaking,
they clog certain keyholes (receptors) so that
the key (histamine) no longer can fit there. An-
tihistamines therefore do not directly counter-
act the histamine and do not reduce the level of
histamine in the body. Instead they temporarily
suppress certain effects that histamine would
have on the targeted cells mediated by one spe-
cific type of receptor.

Four distinct histamine receptor types have
at present been discovered and are designated
as H1, H2, H3, H4. Antihistaminergic sub-
stances usually bind very specifically to only
one of the four different types of histamine re-
ceptors, without having effects on the other
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ones. Therefore, an H1-AH (H1-receptor spe-
cific antihistamine) cannot the have the effects
of an H2-AH and the same applies vice versa.

The H1-antihistamines can be used to suppress
the most symptoms and therefore have the
greatest therapeutic significance. Additionally,
in the eventuality of excessive stomach acid
production (heartburn, acid reflux) or other dis-
orders of the digestive tract (especially diar-
rhea) taking an H2-antihistamine might be of
benefit. H3- and H4-blockers are currently of
little therapeutic importance.

The various substances with H1l-receptor an-
tagonistic activity all have the same mode of ac-
tion, but they may differ in terms of their over-
all effect, potency, duration of action, tolerabil-
ity etc. The individual substances differ in the
characteristics regarding absorption into and
distribution in the body as well as degradation
and elimination from the body, and also‘in
other properties (toxicity, side effects,staste,
etc.). It is therefore not irrelevant which Hl-an-
tihistamine one takes and the particular sub-
stance should be specifically selected for the de-
sired attributes. If the results are not satisfac-
tory after a few weeks or months another sub-
stance can be used ona trial basis.

Sometimes certain H1-antihistamines are even
claimed to have a certain mast cell stabilizing
effect. This.is probably explainable by antihis-
taminescausing the Hl-receptor density to be
reduced (i.e. a reduced receptor production by
the cells) as a consequence of a lack of their
stimulation due to being blocked. For this rea-
son, it is recommended for people with pollen
allergies that they prophylactically begin with
H1-antihistamines a few days or weeks before
the beginning of the pollen season in order to
minimize the stimulation of H1-receptors from
the beginning. [MIZUGUCHIET AL. 201 I, MIZUGUCHI
ETAL.2010]

3.1.1 H1 antihistamines (H1 re-
ceptor antagonists)

% H1-antihistamines (abbr.: H1-AH) are
among the most important active sub-
stances in the treatment of MCAD and
other histamine-mediated disorders and

symptoms. They have a favorable risk-
benefit profile.

% Their mechanism of action is to prevent
histamine from having an effect by
blocking  the
through which the majority of the symp-

histamine-H;-receptor

toms caused by histamine is mediated.
With only one active substance a very
wide range of symptoms can be treated.

% Older substances also affect the central
nervous system and cause drowsiness
(and therefore can be used to treat in-
somnia). This is not the case for the
newer substances.

% They are taken either continuously on a
long-term basis or as required. H1-AH
can be taken both with the intent to pre-
vent as well as the intent to cure.

Application and dosage:

H1-antihistamines can be used for all types of
histaminosis. The administration is usually
—peroral, in severe cases additionally —intra-
venous. Topical external application in an oint-
ment also exists (for example in soothing insect
bites and itching).

Unless otherwise stated, they may either be
taken on a regular basis or as required depend-
ing on the situation, preferably prophylacti-
cally (before expected symptoms arise), or al-
ternatively curatively (to relieve existing symp-
toms).
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Definition: Medical devices are objects or
(pharmacologically inert) substances used for
therapeutic or diagnostic purposes in humans.
In contrast to medications the principal in-
tended effect of medical devices is mainly of a
physical or physicochemical nature, i.e. with-
out uptake of a pharmacologically / metaboli-
cally / immunologically active substance in the
body or without direct Intervening in the me-
tabolism.

Market access and marketability are differently
regulated for medical devices than for medica-
tions. In this matter the Medical Devices Di-
rective of the European Council 93/42/EEC
(with applicability in the EU and also in Swit-
zerland) and the Medical Devices Ordinance of
the Swiss Federal Council (CH) are authorative.
Medical devices are not officially approved, but
instead, depending on their risk classification,
are monitored by an external body (conformity
assessment body) for compliance with‘legal re-
quirements before and during the placing of
these on the market.

4.1 Clinoptilolite)zeolite

Other names / brands:

Zeolites, Megamin®, MANC® (Modified, Acti-
vated Natural Clinoptilolite), Froximun® Tox-
aprevent®.

Mode of action:

The crystalline mineral clinoptilolite belongs to
the category of sedimentary rocks, but was
originally formed in volcanic deposits. In
chemical terms clinoptilolite is a group of hy-
drous aluminosilicates with calcium, potassium
or sodium as connecting cations:

Clinoptilolite—Ca: Caz(SizoAlﬁ)On'ZOHzO
Clinoptilolite—K: K6(8i30A16)072'20H20
Clinoptilolite—Na: Na6(Si30A16)072-20HzO

The physical properties, not the chemical ones
of this silicate structure are important:

As other zeolites cli-
noptilolite consists
of a microporous

scaffold structure of 5 <
- - OO
tetrahedra. Water _\/ A Y Y Y

small [y

'-'“'1//—*/\-—f-_>‘-">'

and other
molecules with spe-
cific properties can fit in the interstices of this
crystal lattice: Due to this the material can be
used as a_molecular sieve or ion exchanger, in
short: as a kind of “filter”. For this purpose, the
rockis ground finely. The finer the particle size,
the greater the surface area and consequently
the more pronounced the physical filter effect
of this material. When buying, do not only com-
pare the price per kg, but also the declared par-
ticle size.

In brief'it is “flour” made of rocks, in which cer-
tain substances are captured and others are not.

Clinoptilolite is one of the most abundant zeo-
lites and has many important industrial appli-
cations, where it is used in huge quantities in
building materials, in horticulture, in animal
feed, as a fertilizer carrier material, as stable
bedding, cat litter, in household products, as a
desiccant, and in environmental technology.
Amongst other things, zeolites are used for the
purification of substances, in wastewater treat-
ment, and as an additive in laundry detergents
to decalcify hard water.

Clinoptilolite is marketed as a medical device
and certain claims of therapeutic abilities are
associated with the products, for which we have
so far found no convincing evidence, neither in
literature nor in self-experiments (see also:
[KERSCHNER 2015]).

The insoluble material is ingested in powder
form and passes through the digestive tract un-
changed, without being taken up by the body.
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According to the manufacturers it should “de-
toxify” by absorbing harmful substances
(binding them to itself) and thereby decreasing
their uptake from food by the body. According
to the manufacturers' claims ammonium, lead,
mercury, histamine and other amines are
bound. “Essential substances, such as zinc, and iron
are demonstrably not bound and left at the disposal of
the body.”, is written in a leaflet.

Should this actually work, at best it would be
the meal consumed at the same time and not the
body that would be “detoxified”. It seems to be
proven that ammonium, cesium, strontium,
and heavy metals are partially absorbed. Natu-
rally this material does not have any innate “in-
telligence” which could distinguish which sub-
stances would be “harmful” or “useful” for hu-
mans. Anything is simply indiscriminately ab-
sorbed that fits into the interstices of the crystal
lattice due to its molecular size, shape and
charge. In our opinion it does not seem. to be
sufficiently researched whether this would also
include useful or essential nutrients.

Six SIGHI members have volunteered and
tested the preparation “Froximun Toxaprevent”
in a self-experiment. None of the subjects could
determine an effect after 1-2 months. Thisnon-
representative small trial of course does not
prove the ineffectiveness of the preparation,
but did not manage to convince us, that the ef-
fect is worth the price.

For this dirt-cheap substance of which tons are
used in industry all of a sudden comparatively
very high prices are charged for a few grams as
soon as the stone flour is filled into capsules and
packaged like a medication. Of course, there
might be some differences in purity require-
ments and particle sizes, but whether they jus-
tify the high price is an open question.

Use:

Depending on the particular manufacturer the
specifications are for example from 3 to 8 grams
of powder (one teaspoon) in the morning stirred
in water or in food and ingested.

Adverse effects

Clinoptilolite is regarded as a comparatively in-
ocuous substance with few side effects. It is still
not entirely without risks:

It is conceivable that with regular use the crys-
tal particles could abrasively damage the intes-
tinal mucosal cells or at least irritate and injure
them.

A report by the EFSA (European Food Safety
Authority) indicates that zeolites significantly
increase the aluminum blood levels in animal
studies performed on dairy cows [EFSA 2007].
Aluminium is suspected to be able to trigger
Alzheimer's and other diseases.

In addition to pollutants, beneficial nutrients
could possibly also be absorbed, which in the
long term could lead to deficiencies. EFSA re-
ports a “dramatic depression of feed intake” with a -
albeit not severe - phosphate deficiency (“hypo-
phosphataemia”) as an observed result in a trial
with dairy cows [EFSA 2007].

In an enclosed information leaflet one manu-
facturer warns that their product should not be
taken with medications, but only with an inter-
val of at least one hour. This shows that even
manufacturers expect that desired substances
could also be absorbed. Aspirin, theophylline,
propanolol, and phenobarbital are absorbed to
a slight degree in vitro. Regarding some medi-
cally used metal ions such as lithium or cispla-
tin, interactions with this substance can be ex-
pected. However, for most medications, inter-
actions with clinoptilolite are unlikely due to
their molecular size.
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5 Foods for special medical purposes

Definition: “Dietary foods for special
medical purposes”, according to the legal
definition of the EU, are foods that have been
developed for patients whose nutritional needs
cannot be met by eating normal food, caused by
certain diseases, disorders, or specific com-
plaints. Other somewhat shorter names are
“supplemental balanced diet” or “bal-
anced diets”, the abbreviation for food for
special medical purposes is FSMP. In ac-
cordance with article 2 paragraph 2g of Regula-
tion (EU) No 609/2013 they are intended for the
dietary management of patients with:

a) limited, impaired or disturbed capacity to
take, digest, absorb, metabolise or excrete ordi-
nary food or certain nutrients contained
therein, or metabolites; or

b) with other medically-determined nutrient
requirements

The intended special purpose for use must be
discernable from the labeling. In contrast to
medications, the permissible defined purpose
of FSMP is only to satisfy a specific nutritional
requirement and not to treat diseases. The ef-
fectiveness must be proven by commonly ac-
cepted scientific data. There is no approval pro-
cedure for this; instead proof of efficacy would
at most have to be presented upon request by
the Food Safety Authority (or equivalent regu-
latory body). Advertising with disease-related
statements is allowed for such products.

5.1 Diamine oxidase (DAO)

Other designations:

diamine oxidase, amiloride binding protein 1 (ABP1),
amiloride-sensitive amine oxidase, kidney amine oxi-
dase (KAO). Obsolete: histaminase.

Model representation of the crystal structure of dia-

mine oxidase (DAO).

Mode of action:

Diamine oxidase (DAO) is an endogenous en-
zyme that specifically degrades certain bio-
genic amines (e.g. histamine, putrescine and ca-
daverine). DAO can be found in almost all or-
gans and tissues in humans. It is produced in
large quantities in the intestines, kidneys, and
the placenta; however, it is lacking in the cen-
tral nervous system. In the intestines, it de-
grades the histamine from the food and pro-
duced by the microbiota in order to prevent too
much of it from entering the body.

If the enzyme activity is insufficient in the in-
testine either due to a diesease or due to exter-
nal influences, a DAO product can be taken to
supplement the endogenous enzyme activity.
Diamine oxidase can be obtained from animal-
or plant-based raw materials and isolated by
precipitation in salt gradients or by other seper-
ation processes.
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6 Nutritional supplements

In addition to medications and medicinal prod-
ucts or dietary foods for special medical pur-
poses, there are also nutritional supplements
that can positively impact at MCAD. While the
active ingredients of medications have been
thoroughly investigated, are clearly defined
and highly effective substances whose efficacy
has been proven in studies, this is not always as
clearly verified in the case of dietary supple-
ments and their effects are often not very strong
or even proven to exist beyond reasonable
doubt. Therefore, medicinal treatment should
primarily be based on medications and nutri-
tional supplements should at most be used to
complement this in reasonable, non-hazardous
doses. A commonly voiced opinion is that nutri-
tional supplements are more natural and there-
fore less harmful than medications. Here ‘too,
however, depending on the substance, over-
doses are possible. Some supplements are also
synthetically produced and various synthetic
additives are usually included. Moreover, the
harmfulness of a substance does not at all de-
pend on whether it is.of a “natural” or “syn-
thetic” origin, or whether approval has been re-
quested as a drug or as a nutritional supple-
ment. Both among the natural and synthetic
substances there are harmlessas well as highly
toxic substances.

6.1 VitaminC

Other designations:
Ascorbic acid, E300, ascorbate.

More E-numbers of ascorbic acid derivatives:
E301 (sodium ascorbate), E302 (calcium ascor-
bate), E304a (ascorbyl palmitate) and E304b
(ascorbyl stearate).

Vitamin C is a general term for the substance L-
(+)-ascorbic acid and its derivatives with the
same effect. These include substances that can
be converted in the body to L-(+)-ascorbic acid,

such as dehydroascorbic acid (DHA). The salts
of ascorbic acid are called ascorbates (e.g. mag-
nesium ascorbate, calcium ascorbate, sodium
ascorbate).

Mode of action:

Several scientific publications show that taking
vitamin C lowers the histamine level in the
blood [for example HAGEL ET AL. 201 3; CLEMETSON
1980]. On the one hand, this happens because
vitamin C inhibits histidine decarboxylase and
thereby slows down the formation of histamine
[MOLDERINGSETAL. 2016]. On the other hand, vit-
amin C accelerates the degradation of hista-
mine [JOHNSTON, MARTIN & CAI 1992; UCHIDA,
Mitsul & KAWAKISHI 1989; CHATTERJEE ET AL. 1975].
Also, the release of histamine and prostaglan-
din (another inflammatory mediator) is inhib-
ited [SHARMA AND WILSON 1980]. Ascorbic acid is
also a necessary cofactor for many biochemical
reactions. Ascorbic acid provides electrons for
copper(I)-dependent monooxygenases and
iron(IlI)-dependent dioxygenases. Many re-
ports of concerned attest to a positive effect of
vitamin C on overall well-being and relief of
symptoms.

The human body can not synthesize vitamin C,
which is an essential element of the human me-
tabolism, but must acquire it from food. Vita-
min C is used up (among other things) in the re-
action with histamine. A high level of histamine
exposure causes an increased need for vitamin

C.

For very brief time a high dose of vitamin C
(several grams) can be used therapeutically
against urinary tract infections, since the mi-
croorganisms thrive less well in acidic urine.
Availability:

Fresh or frozen fruits, as well as raw or not
overcooked vegetables are good natural sources

of vitamin C (although the incompatible foods
in MCAD, such as citrus fruits, should be
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avoided). In pharmacies pure vitamin C powder
is available over the counter, for example in
bottles containing 100 g. In Germany it is much
cheaper than in Switzerland and occasionally
also available as a 100 g refill bag. There are also
very many nutritional supplements (such as ef-
fervescent vitamin tablets), sweets, etc., which
are fortified with vitamin C. However, they
have the disadvantage that they often contain
other incompatible, unhealthy or unnecessary
ingredients.

Use and dosage:

Both the German and the Swiss Nutritional So-
Gesellschaft  fir
Erndhrung) recommend a daily intake of 100

ciety  (Schweizerische

mg of vitamin C per day for healthy people.
With a healthy and balanced diet, this value is
reached by normal food intake, so no additional
supplementation is needed. In certain diseases
- including allergies, chronic inflammatory dis-
eases and MCAD - but the required amount is
increased. We recommend an intake of approx-
imately 100 to 1,000 mg per day (= 0:1 to 1
grams per day), to be spread over several singu-
lar doses of each maximally 200 mg. A higher
single dose brings little added benefit, because
not much more can be absorbed, but can irritate
the stomach. Taken for brief time periods
amounts up to 5,000‘mg are regarded as safe.
Excess vitamin C is.excreted by the body via the
urine, since the body does not have any relative
storage capacity for vitamin C and vitamin C is
readily soluble in water.

Orally ingested vitamin C is rapidly absorbed
(onset of effect within a few minutes), but only
has an effect in the body for a short time. There-
fore, it should be taken several times a day. A
steady supply can be achieved for example
through nutritional supplement in the form of
delayed release capsules, which continually re-
lease the active ingredient over a prolonged
time period. There are also cheaper options:

e Twice daily put a large glass of water, in
which a pinch of pure vitamin C powder
is dissolved in front of you (e.g. at work)
and drink sips of it throughout the day.

e In abowl, dissolve a pinch of pure vita-
min C powder in a small amount of wa-
ter or fruit juice, add oat flakes or millet
flakes (no processed and refined forms
of "breakfast cereals") and let them ab-
sorb the liquid. Then as usual add the
milk, fruit juice, or©ther ingredients to
the muesli flakes. The flakes will then
slowly and continuously release the ab-
sorbed vitamin € during digestion.

e Eat fresh fruit or vegetables several
times a day.

If the most rapid onset of action is the primary
goal, then lozenges or chewable tablets are ad-
vantageous compared to other delivery forms,
since vitamin C is especially quickly absorbed
through the oral mucosa. On the other hand,
ascorbic acid is an acid and in concentrated
form can therefore damage the tooth enamel,
especially in combination with sweets (caries).

In severe disease forms, vitamin C is also ad-
ministered by infusion.

Buffered vitamin C (for example, magne-
sium ascorbate, calcium ascorbate, sodium
ascorbate) irritates the stomach less, affects the
teeth less, and is better tolerable for those sen-
sitive to acids. Also, the body does not have to
furnish the minerals for its neutralization. It is
also more expensive than unbuffered vitamin
C. Magnesium and calcium are also readily usa-
ble by the body. Magnesium ascorbate which is
brown in color tastes pleasant, calcium ascor-
bate which is white in color may taste slightly
bitter.

Side effects:

Vitamin C hardly has side effects. An overdose
does by and large not entail complications. Too

high doses (usually from about 5-15 g) can cause
osmotically induced diarrhea.
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Although vitamin C lowers the histamine level
in the blood, at the same time it seems to also
partially inhibit diamine oxidase (DAO), de-
pending on the dosage, so that histamine degra-
dation by DAO is slowed down [SATTLER ET AL.
1985]. It is conceivable that this might be unfa-
vorable for people with disorders of DAO activ-
ity.

For MCAD patients that are particularly sensi-
tive to acid, unbuffered vitamin C and other or-
ganic acids can sometimes also have mast cell
activating activity.

The risk for calcium oxalate kidney stones could
rise at high doses (from 2-3 g/d) in susceptible
persons.

No additional vitamin C should be taken in case
ofiron storage diseases (hemochromatosis, tha-
lassemia, sideroblastic anemia) and known glu-
cose-6-phosphate dehydrogenase deficiency.

In all other cases we think that vitamin C'use
should be recommended. However, one'should
observe with which dose one achieves the best
effects.

Mandated insurance coverage of costs
(valid for Switzerland):

Vitamin C is regarded as a foodstuff and is
therefore not covered by health insurances (ex-
cept certain vitamin C preparations if pre-
scribed by a physician). However, these prepa-
rations are many times moré expensive than
pure vitamin C powder bought over the counter
so it is probably still often cheaper to cover the
costs by oneself because of the deductibles and
copayments.

6.2 Vitamin D3 (cholecalcif-
erol)

Other designations:
colecalciferol
Mode of action:

Vitamin Ds is a prohormone (precursor of the
hormone calcitriol) with very diverse, as yet not
completely elucidated mechanisms of action.

Those affected report a positive effect of high
dosed vitamin Dj on their general condition. In
particular regarding weather sensitivity from
which certain individuals suffer and which can-
not be avoided, has reportedly decreased signif-
icantly in.several known cases. Recent studies
now provide ancexplanation for these observa-
tions: There are vitamin D receptors on the sur-
face of mast cells. Studies have shown that vita-
min D is needed to keep the mast cells stable.
Both invitro and in vivo, vitamin D inhibits
IgE-mediated activation of mast cells. Less in-
flammatory mediators were produced. A vita-
min D deficiency, however, leads to mast cell
activation. [LIU, LI, QUUET AL.2017; YIPET AL. 2014

Another study, however, indicates that D defi-
ciency (that is widespread in the general popu-
lation) may not be among the main causes of the
frequent occurrence of the MCAS [WIRZ ET AL.
2017].

How does the body get vitamin D;?

For historical reasons, vitamin D3 (cholecalcif-
erol) is referred to as a “vitamin”, but can in fact
be synthesized by the body itself. The body it-
self covers almost the entire demand of vitamin
Ds by producing it in the skin with the help of
the UVB portion of sunlight.

Nutrition only marginally affects the supply of
vitamin Ds. It is only contained in significant
quantities in oily fish (salmon, smoked eel, her-
ring, anchovies). To a lesser degree small
amounts are present in liver, eggs and dairy
products.

03.01.2019

© www.mastzellaktivierung.info 69



SIGHI Medication Manual: Medical treatment in histaminosis

References

11 References

ACARETAL.2016

Acar M, Muluk NB, Yigitaslan S, Cengiz BP, Shojaolsadati P,
Karimkhani H, Ada S, Berkoz M, Cingi C: “Can curcumin
modulate allergic rhinitis in rats?” ] Laryngol Otol. 2016
Dec;130(12):1103-1109. Epub 2016 Oct 6.
https://www.ncbi.nlm.nih.gov/pubmed/27707425

AFRINETAL. 2016

Afrin LB, Butterfield JH2, Raithel M3, Molderings GJ4: “Of-
ten seen, rarely recognized: mast cell activation disease — a
guide to diagnosis and therapeutic options.” Ann Med.
2016;48(3):190-201. doi: 10.3109/07853890.2016.1161231.
Epub 2016 Mar 25.
https://www.tandfonline.com/doi/abs/10.3109/07853890.2
016.11612317journalCode=iann20.
https://www.ncbi.nlm.nih.gov/pubmed/27012973

AFRINETAL. 2015

Afrin LB, Pohlau D, Raithel M, Haenisch B, Dumoulin FL,
Homann J, Mauer UM, Harzer S, Molderings GJ.: “Mast Cell
Activation Disease: An Underappreciated Cause of Neuro-
logic and Psychiatric Symptoms and Diseases.”

Brain Behav Immun. 2015 Jul 7. pii: S0889-1591(15)00236-
6. doi: 10.1016/j.bbi.2015.07.002.
http://www.ncbi.nlm.nih.gov/pubmed/26162709

AFRINETAL.2015A

Afrin LB, Cichocki FM, Patel K, Molderings GJ: “Successful
treatment of mast cell activation syndrome with sunitinib.”
Eur ] Haematol. 2015 Dec;95(6):595-7. doi:
10.1111/ejh.12606. Epub 2015 Jun 25.
https://www.ncbi.nlm.nih.gov/pubmed/26072665

AFRIN 2013

Afrin LB: “Utility of hydroxyurea in mast cell activation syn-
drome.” Exp Hematol Oncol. 2013; 2: 28. Published online
2013 Oct9. doi: 10.1186/2162-3619-2-28.
https://www.ncbinlm.nih.gov/pmc/articles/PMC3851743/

AICH, AFRINAND GUPTA 2015

Aich A, Afrin LB, Gupta K: “Mast Cell-Mediated Mechanisms
of Nociception.” Int ] Mol Sci. 2015 Dec 4;16(12):29069-92.
doi: 10.3390/ijms161226151.
https://www.ncbi.nlm.nih.gov/pubmed/26690128

ANDERSON AND PERRY 2006

Anderson VR, Perry CM: “Pentosan polysulfate: a review of
its use in the relief of bladder pain or discomfort in intersti-
tial cystitis.” Drugs. 2006;66(6):821-35.
https://www.ncbi.nlm.nih.gov/pubmed/16706553

NOAUTHOR LISTED 201 1

“Nonsteroidal anti-inflammatory drugs: add an anti-ulcer
drug for patients at high risk only. Always limit the dose and
duration of treatment with NSAIDs.” Prescrire Int. 2011
Sep;20(119):216-9.
https://www.ncbi.nlm.nih.gov/pubmed/21954519

AWME LEITLINIE 2010

Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen
Fachgesellschaften (AWMF), Leitlinien der Deutschen Der-
matologischen Gesellschaft (DDG), AWMEF-Leitlinien-
Register Nr. 013/058 «Mastozytose». 21.12.2010.
http://www.awmf.org/uploads/tx_szleitlinien/013-
0581_S1_Mastozytose.pdf

BAEKETAL. 2003

Baek OS, Kang OH, Choi YA, Choi SC, Kim TH, Nah YH,
Kwon DY, Kim YK, Kim YH, Bae KH, Lim JP, Lee YM:
“Curcumin inhibits protease-activated receptor-2 and -4-
mediated mast cell activation.”

Clin Chim Acta. 2003 Dec;338(1-2):135-41.
https://www.ncbi.nlm.nih.gov/pubmed/14637278

BAG 2018

Factsheet ,Produkte mit Cannabidiol (CBD). Uberblick und
Vollzugshilfe“. Issued by Swiss federal authorities (BAG,
BLV, BLW, swissmedic). Last accessed on 27 February 2017.
https://www.bag.admin.ch/bag/de/home/themen/mensch-
gesundheit/sucht/cannabis/thc-armer-cannabis-cbd.html

BARKE AND HOUGH 1993

Barke KE, Hough LB: “Opiates, mast cells and histamine re-
lease.” Life Sci. 1993;53(18):1391-9.
https://www.ncbi.nlm.nih.gov/pubmed/7694026

BAXTERETAL. 199%

Baxter AB, Lazarus SC, Brasch RC.: “In vitro histamine re-
lease induced by magnetic resonance imaging and iodinated
contrast media.” Invest Radiol. 1993 Apr;28(4):308-12.
http://www.ncbi.nlm.nih.gov/pubmed/7683008

BELL AND JACKSON 2012

Bell MC, Jackson DJ: “Prevention of anaphylaxis related to
mast cell activation syndrome with omalizumab.”

Ann Allergy Asthma Immunol. 2012 May;108(5):383-4.
doi: 10.1016/j.anai.2012.02.021. Epub 2012 Mar 21.
https://www.ncbi.nlm.nih.gov/pubmed/22541416

BELLO2012

Bello AE: “DUEXIS(®) (ibuprofen 800 mg, famotidine 26.6
mg): a new approach to gastroprotection for patients with
chronic pain and inflammation who require treatment with
anonsteroidal anti-inflammatory drug.” Ther Adv Musculo-
skelet Dis. 2012 Oct;4(5):327-39.

CABRAL, ROGERS & LICHTMAN 2015

Guy A. Cabral, Thomas J. Rogers, and Aron H. Lichtman:
“Turning Over a New Leaf: Cannabinoid and Endocanna-
binoid Modulation of Immune Function.”

J Neuroimmune Pharmacol. 2015; 10(2): 193-203. Published
online 2015 Jun 9. doi: 10.1007/s11481-015-9615-z.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4469415/

03.01.2019

© www.mastzellaktivierung.info III




