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LA. BASIC DATA ABOUT THE PRODUCT

1. Name of the preprietary medicinal product:

HUMETe-R Syrup, 300 ml
1.2) INN of the sctive ingredient(s):
Name of the Quantity / Unit Referencs standards
active ingredients 300 mi

1. Humic acid 2.25 g manufacturer’s stand.
2. Potassiom 1.10 g BP
3. Magnesum 450 mg__| BPAUSP/DAB
4. Jfron 420 | mg |USP/PhPur
5. Zinc 300 mg | Sigma for anal use
6. _Mangancsc 90 mg Sigma for anal. use
7. Copper 60 mg | USP '
8. Vanadiom 15 mg Sigrma for anal. use
9. Cobalt 6 mg | Sigma for anal, use
10. _Molybdenum 5.25 mg | Sigma for anal. use
11. Sclenium 3.75 mg | Sigma for anal. use

2. Pharmacentical form:
suspension syrup

Route of administration: oral

Dosage: From well-shaken syrup, once daily, aficr 2 main meal, 10mlis
recommended for adults as dosed by the measuring device in the box, and
one half of the adult dose is recommended for chikiren with a body weight
below 40 kg, Drink the syrup slowly, in draughits, as mixed with 100 1o
200 mi water or fouit juice, Medical consultation is essential when the product
is given to children younger than 3 years of age.

3. Name ond address of:

3.1. authorization holder:
HORIZON-MULTIPLAN LTD.
H-1121 Budapest, Konkoly Thege u. 29-33.
Phone: 361/160-1828 FAX: 361/160-3704

3.2, applicant:
HORIZON-MULTIPLAN LTD.
H-1121 Budapest, Konkoly Thege u. 29-33.
Phone: 361/160-1828  FAX:361/160-3704
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3.3, mamfacturer of the active substance:
HORIZON-MULTIPLAN LTD.
(Humic acid on basis of original proprictary process)
SIGMA-ALDRICH Hungary Lid., Budapest
{mineral components)

3.4. exclusive representative:
Tibor Farkas
LUPUS, Bratislavskd 25
900 24 Velky Bicl
Tel: 07/91 61 35

Date: Budapest, 08.03.96

Executive director Marketing & sales director
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LB. SUMMARY OF BASIC CHARACTERISTICS OF THE
PRQDUCT
1, Name of the Product:
HUMET@-R syvup, 300 ml
2. Qualitative and quantitative composition of the product with INN of the active
ingredient(s) and exciplents:
Name of the Quantity/ | Unit | Reference standards
active ingredients 300mL
1. Humic acid 225 g manufacturer's
stand. specificstion
2. Potassium (K;HPO) 1.10 g BP
3. Magnesium (MgSO, x 7H,0) 450.0 mg | BPUSP/IDAB
4, Iron (FeSO, x TH;0) 420.0 mg | USP/Ph.Eur.
$. Zine (ZnSO, x TH,0) 300.0 mg | Sigma for anal. use
6. Manganese (MaSO, x H;0) 20.0 mg | Sigma for anal. use
7. Copper (CuSQ, x SH,0) 60.0 mg | USP
8. Vanadium (NavO,) 15.0 mg | Sigma for anal. use
9. Cobalt {CoSO, x 7H,0) 6.0 mg | Sigma for anal, use
10. Molybdenun ((NHJMoy0z0) 525 mg | Sigma for anal. use
11. Sclenium (Na;ScOy) 3.75 mg | Sigma for anal. use
- ether excipients -
flavouring 150.0 m] | stand, food quality
Orange super concentrate
3. Pharmaceutical form (route of administration):
suspension syrup
Size of the dispersion medium of the suspension: <200 pm
Type of the suspension on basis of
- its administration: oral
- its type of medium: suspension synp

Traditional suspensian

4. Pharmacelogical properiles:
incompatibiliies:

physical - not known
chernical - not known
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5. Clinicnl data:

1 merapeuncmdacanom
for general robonation in convalescence periods and for the eldedly,
. 10 help trace element deficiency conditions,
- 1o strengthen resistance of the orgamism and to prevent diseases in
- 1o improve mental and physical performance
- to climinate ron deficiency, to supplkrnent ron-requirement in conditions
with blood loss (¢.g in women's periods),

5.2. contra-indications:
the first third of pregnancy,
- renal diseases

£.3. undesirable effects (frequency and sericusness): not known

$.4. special precaution for use: as under point 5.9 hereunder and as under peint 7.
of the enclosed "Information for users”

5.5. use during preghancy and lactation: from the 4th month of the pregnancy and
during lactstion as under point 5.7 hereunder and as under point 7. of the
enclosed "Information for users™.

5.6. interaction with other medicaments and other form of interactions: none if
taken 3 hours before or afier any other medication.

5.7. posology, method and route of drug administration (for adults, where
necessary for children and elderty patienis):
From welshaken syrup, once dally, after a2 main meal, 10ml is
recommended for adults as dosed by the measuring device in the box, and
one half of the adult dose is recommended for children below 40 kg

Drink the syrup slowly, in draughts, as mixcd with 100 to 200'm! water or
fruit juice.

Medical comsultaion is cssential when the product is given to children
younger than 3 years of age.

5.8. overdose (symptoms, cmergency procedures, antidoies):
59. specu! warnings:
If you are under medication, consultstion with your physician about the
use of HUMET-R s necessary,
Other drugs or paramedicaments used concomitantly with HUMET R
should be taken 3 bours before or after taking the product.
- HUMET¢-R & not recommended to take in combination with other
micro- or macro element products.
In Eabetes, consider that cach dose of the product contams 3.3 g
carbohydrate.
. Faeces might be discoloured to dark brown in the period the product is
consumed.
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6. Pharmaceutical dote
6.1. Description of the product
HUMET¢R SYRUP 300 mi
Macro and micro clement supplement.

6.2, Nature of contamer:

bottle of 300 mi: brown, type PFP28

security cops: type AF 6134-100 3 28 am
bottle Label: size 162 x 63 mm

tndrvidual cardboard box:  size 66,5 x 66,5 x 158 mm
direction for use: inside the box

6.3. Pack size: holding 20 bottles, size 355 x 284 x 170 mm

6.4, Sheiflife:
12 months from the date of manufacture (sce date stamped on top of box).

6.5. Special precautions for storage:
Once opened, tw bottle should be stored well-tight in a dark place, preferably
p in refrigeratoe (+2 - +2 C) and should be consumed within on¢ month.

7. Information for users

1HTUMETe-R SYRUP
Roborant, macro and mucro clement supplement

450 mg magnesium, 420 mg tron. 300 mg zine, $0 mg manganese, 15 mg
vanadium, 6 mg cobalt, 5.2 mg molybdenum and 3.75 mg sclenium in
300 m) flavoured syrup.

- for genceral roboration in convalescence periods and foc the
cliderly,

- 10 help trace element deficiency conditions,

- tostrengthen resistance of the organism and to prevent diseases
in epidemic periods,
to improve mental and physical performance
1o eliminate iron deficiency, to supplerent iron-requirement in
conditions with blood loss (c.g. in women’s periods),

Contra-indications:
the first third of pregnancy.,
renal discases

Dosage: From well-shaken syrup, once daily, after a main meal, 10 miis
reconunerded for adults as dosed by the measuring device in the box, and
one half of the adult dosc is recommended for children below 40 kg
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Drink the syrup slowly. in draughts, as mixed with 100 to 200 ml water or
fruit juice.
Medical consultation is recormmended when the product is given to children
younger than 3 years of age.

Shelf life; use before the date indicated on the 1op of the box and the bottle,

Storage: store at 1510 25 °C. Once opened, the bottie should be stored well-tight
on & dark place, preferably in rofrigerator and should be consumed within one
month.

Warning;
- If you are under medication, consullation with your physician about
the tss of HUMET ¢-R is necessary.
- Other drugs or paramedicaments used concomitandy with
HUMET¢-R should be taken 3 hours before or afier taking the

product.
- HUMET R is not recommended to take in combination with other

L micro- of macro gement products.
- In &abetes, consider that each dose of the product contains 3.3 g
carbohydrate.
- Faeces might be discoloursd o dark brown while the product is
consurned.
A paramedical product!

Registration No.: OGY1-430/1993

Manufactured by: HORIZON-MULTIPLAN Ltd.
’ 1525 Budapest, P.O.Box 49.
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1.C. EXPERT REPORTS ON CHEMICAL, PHARMACEUTICAL
AND CLINICAL DOCUMENTATION

1l Annex !

1.D. PROPOSAL FOR INFORMATION OF PHYSICIANS AND
PHARMACISTS

HUMETo-R SYRUP

Roborating product foe macro~ and micro elernent supplementation; its effect
was confirmed by animal experiments,

A fical rod

For a Jong time, & has been well-known in medicine that cenain metals of the
natural elementz i the periodic table are essential for the living organism,
Intake of macro and micro clementx, and their correct proportion in the body
are inevilable for the bealthy (optimal) function of the organism. In owr age,
nutrition is not always sble to meet the complete macro and micro element
requirernent of the organasm, 80 these substances should be supplemenicd.
Up-to-date rescarch  has  suggested that trace claments should be
supplemented not in the form of monotherapy, but as complex treatment
where interactions smotg clements are considered as well.

HUMET-R syrup, 2 product of RORIZON-MULTIPLAN Ltd, meets these
requirements. -
A specific feature of HUMET-R syrup is that essential elements (s total of 10
kinds of macro- and micro elements) arc bound to humic acids, orgamic
carriers present in the organism. as well. Humic acids in the product contain
16 kinds of amino acids whose presence can be verified by amino acid

analysis.
Role of the 10 kinds of macro- and micro clements in HUMET R syrup is as
follows:
{On the base of MSD Medical Handbook - 1994 /The Merck Manual/):
Micro element Role in the organism
Potassium .} Muscular activity, noursl transmission, intracellular
acid-basis balance and water retention A
Magnesium Bone and tooth formation, stimulus conductance,
muscular contraction, enzyme activation
Tron Haemoglobin and myoglobin syntheais, enzyme
component
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Zins Enzyme and insulin compooant, mamenance of
skin ixtactnews, wound healing, growsh,
mmune sysem stengihening, nail snd hair
_Frovth

Masgansss Enzyme campanent, bone formation, growth,
mainenance of skin bntactness, hair
pigmmition, bair growth

Vaosgiom {Cholewerol synesis, peevention of dental cacka

Cobalt Component of B, molecale, incraxses haemogiobin
concentation

Molybdemuon Component of redox eatalyzing enzymes,
prevention of denial caries

Selealum Anticddsn (protects from hasmfil effcts of foe
radiculy), sirengthens Gs fnmiing system,
soppors heart functicn, protecs from
myocardial imfarction

Active ingredieniss The product uontains 223 g humic adid, 1.10 g potassiam,
430 g magnesham, 420 mg iron, 300 mg Zink, $0 mg mangansse, 15 mg
vaaadium, 6 mg cobalt, 5.2 mg molybdenum and 3.75 mg scdesivm in
300 mi flavoured syrup.

Imﬁunom

for general roboration n convalsscence periods and for the okicrly,
- 10 help trace elenuent deficiency conditors,
- nmmmd&ewmmmdmh

epidemic periods,
- o iniprove mental and physical perfarmance
- o codso iron deficiency, fo swpplemen fromrrequirement in conditions
with bioed lows (e.g. i worners petiods).
Countop-indieations:
- the first Grird of posgnaecy,
+  repal discasce

Doeages: Frov: well-shaken synup, coce dally, alter s main meal, 10 mi b
recamemendad for adulte a3 dossd by the messuring devics in the box, and
ane talf of the sdult doee b recommended for cheildren bedow 40 kg,
gnmnk&emxpsm tn draughns, as mixed with 100 to 200 ml wacr ar

Juice.
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Medical consubation is essential when the procuct is given to children younger than
3 years of age.

Shelf life: use before the date indicated on the top of the bax and the botde.

Storage: store at 15 40 23 °C.
Once opened, the botde should be atored well-light on a dark place,
preferably in refrigerator. Broken product should be consumed within one
month.

Warning:

- {f you sre under medication, consulaion with your phiysician about the
use of HUMET ¢ R is necessary.

- Other drugs or paramedical products used concomitantly with
HUMET R should be taken 3 hours before taking the product.

- HUMETeR s not recommended 1o take in combination with other
micro~ or racro element
In diabetes, consider that each dose of the prodact contains 3.3 g
carbohydrate.

- Faeces might be discoloured to dark brown in the period the product is
consumed,

Registration No.: OGYR-430/1993

Manufactured by: HORIZON-MULTIPLAN Lid
152¢ Budapest, P.0.Box 49,




H U M ET@-R SYRUP

Produced and distributed by
HORIZON-MULTIPLAN Ltd.
H-1525 P.O.Box 49,
Budapest, Hungary

Tel.: (36-1)-160-1828

Fax: (36-1)-160-3707

Compiled by Lorand Debreczeni MD, Ph.D.
Refereed by Sandor Takacs MD, D.Sc.Med.

© HORIZON-MULTIPLAN Ltd , 1996
HUMET,, is a registered trademark of HORIZON-MULTIPLAN Ltd.
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introduction

Micro elemmts act either as structural pans cf the enzymes or as activators of the lsner
Deficiency i micro elements or an excess of their antagamsts will impair enzymatic activity so may
lead to deticiency syndromes, resp. signs of enzymatic malfunction.

Nutrition ought 1o supply ouwr need of micro elements. This way of supply may be, however,
olten unsatisfactory sinee ofien not even the soil containa the required amount. So both animat and
vegetable foods vary in their conlent of the micro clements and are not infrequently Jdeficient.
quanttatively as well as in regard of the newxssary proponions. Etfons 1o regutarly provide both
humans and their environment with the neccswy smount and composition of micro elements have
teen made world-wide

Relying on the most recent results of research, ihe expens of HORIZON-MULTIPLAN Lid
have developed 2 micro element carrier of natural origin that provides for both the supply of the
physiologically most important micro elements and promotes their sbsorption This natural carrier is a
mixture of humic acids.

The colloidal solution of humie acids as the basic ingredient of the syrup HUMETeR 15 a
eamier of choxce for the following ressons:

its varlcgawd biofunctional groups van bind the metallic macro- and micro elements
added 1o 1t in amounts conforming to the ntermations] recommendations with specific,
i.¢. dissimilar, strength so ensures an uptake always meeting the actual needs,

* it comains the wrace metals in chefate bond, that 1, in @ biological structure resembling
that of the transport proteins ol our body, 0 uptake conditions are most favourable for
their utilisation,

e metals incorporated. but undesirable for nommal life functions, such as Jead or

cadmium, become srongly bound to humie acid 3o their excretion gets cormiderably
faster.



,fﬁ

Chemistry and biochemistry

HUMET,-R, the poterk revicalising preparation, 1s a humic adid compound produced by using
a special way of exaraction and is complemented by macro- and micro-metals in doses recommended
by the WHO 1o which 8 fruit-tiavoured syrup 1s added

The standard 300 mi bottle contains 225 g of hurmie acids, 1.10 g of potassium, 450 mg of
magnesium, 420 mg of iron, 300 mg of anc, M my of manganese, $Dmg of copper, 1Smg of
varadium, 6 mg of cobait. 3.23 mg of molyhdenum und 3.75 mg of selenium in the flavoured synup

Humic scids as s mixture of active bropolymeres of different moleculsr weight occur tn the

human crganism as well, The impontance of these compournds ts due to the chelating capecity of thewr
broactive nucleus the structure of which vanies slightly from molecule to molecule.

The metsl binding property of the humic acids closely resembles the behawviour of the active
sites 1n the human functional and transpaon protemns

The elements in HUMETe-R and their physiological
role

IRON (Fe}

It is responsible for the basic tunctions of the axygen carners haemeglobin and myoglobin,
and of the elecron carmier cytochromes Iron deficiency is a rather frequent ailment with manifest
¢limcal symptoms and signs such as tatigability. headache. illammation of the oral mucosa and puas,
loss of sppetite, etc b chrome won deficiency hypochrome ansemia with microcytosis and a form of
osteomedullary hyperplasia with a scaecity of haemasidenn develop

lron uptake is heavily atfected by the presence of absence of other micro elements. On the
other hand, ison ingestion may pramete the exeretion of kead.

POTASSIUM (K}
Representing the main intraceliular cation, it has a pnmary role i the conduction of nervous
impulses as well as in a number of other fundamental life processes. Potassium deficuency s rare snd

develops mainly duning medical treatment (¢ g diaretic therapy), though there are diseases 100 Wn
which 1t occurs

MAGNESIUM (Mg}

A noturnl calcium ontagomist which sffects in addition to cakium the metabolism of
phosphorus and sodium. It 1s an sctvalor of glyoolysis and has on essential pmt in protein
metabolism. It is 2 modifier of muscle activity and helps maintain ciraulatory equilibnum. Also
germinative functions are repocted 10 depend vn . When lacking, cramps, tc. moy develop.

ZING (Zn} .

A number of énzymes contain it as the active part of ther prosthetic group. Its imponance in
the synthesis of the nuclides DNA and RNA as well 23 of protewns is outstanding and so s its
centribution to the sterco-chemical structure of insulin Its presence 1n adequate smounts in people

-
- -



exposed 1o lead and cadmum intaxacaton 1s particularly essentigl since these metals are then Jess
toxic as evidenced by the results of its therapeutic admumstration Chronic anc deticency s
associated with typical signs fskun l¢sions, baldness, testicular dysgenesis, sexual retardation, hepato.
splenomegaly. impaired grawth processes. delnyed healing of wounds, derangement of unmunological
resistance, ¢18.) s concentration may dJectense a1 s wde cffent ot concord andior diuretic therepy or
of prolonged administration of contracepuves tou. bt 1t is conunon in sickle cell anacrma. tung
rumours and myocardial infarcion. Zine Jeficiency is perucularly menacing in slcohol gbuse,
especially when liver curhosis had developed

COPPER {Cu

Haemopoiesis, cell respiration. enzymatic processes, and the catecholamine metabolism of the
brain are the primary sites of’ 1ts achion |t wileracts with the equilibrium of iron and 2mc 100, A
shown by inferulity studies, 11 afects repraduction. Cadmium toxicity is more severe when copper
supply is deficient Longer penods of inadequate copper supply are assocsted with ansemis, lestons
of the bene marrow, retarded growth, cerebesl dystunction and myocardial degeneration.

MANGANESE (Mn]

It has an active role ur osteogenesis. Jts uptake s less etlicient because of the competitive
anaponmm of the usually smple supply of caleum k plays an casential part 1n midintaining the
synthesis and inegrity of biological membranes by bemng part of the enzyme phamesyl pyrophosphate
synthetase responsible for the synthesis of membrane cholesterol.

Another enzyme with 2 membrane protective role is a superoxide dysmwtase contuning
manganese which collaborates with the enzyme Cu?* - Zn* . superoxide dvsmutase i the
neutrelisation of 1axie wtracefiular superoxides

Lasting manganese deflicrency gives nse to dermatztis, symplaros resembling diabetes when an
oral glucose test is employrd, prgmentaton diserders of the hav, impaired growth and infentility

SELENIUM (Se)

115 an acuve part of the enzyme glutathion peroxadase which protects us (scavenger effect)
from ntracellular free radicals so it is umportant everywhere where there 18 ¢ chance of e mereased
praduction of {ree eadicals {iradiation etfects. tumours, incressed degradation of fats and protens,
starvation, cic ). When uptake 1s deficient. the function of muscle tissues sutfer and the carcinogerue
effect of heavy metals (Pb in aumals. possibly Cd in humans) is augmenied Adequate supply
prevents the development of cardicenyopathy, muscle dystrophy and colorectal cancer

COBALT (Col

It interscts with the metabolism of iron, increases heemoglobin concentration in the
crythrocytes 1t s the metal n the prosthetic group of vitamin By, 1t forms & part of the ennymes B-
Iysine 1somerase, glyeenol dehyvdrogenase, etc

MOLYBDENUM (Mo)

Several enzymes catalysing redox-processes contain 1t. [t plays a part in copper metabohsm
and prevents the incorporation ot surgsten which competes with other metals necessary for our body
It protects against canies

VANADIUM (V)
1t affects the metobolism of mangunese and plays a part in ostecgenesis. Tt inhitts cholestzrol
synthesis and the development of canies



Effects

Humic acids ard their biological effects have been dealt with tn 3 number of studies
¢ Medicine and agneulture have profited by theur antitoxic effects since fong.
+  The number of adhesions following surgical interventions in ammal expeniments ceuld
be decreased by applying humic aqids extemally
&  Peat moor waters were found te compensate for deficient trace ¢lement supply and to
improve haematopoes:s.

*  Humic acds could stgnilicantly reduce the taxic effects of heavy metals i unicellular
algae

By restoning the desimable balance among the provided micro elements, HUNET4-R can
cotrest centain disorders of the system of metal containing enzymes and improve the adapiation of the
bady. In addition to offering & correct amount of micro elements. and in pant because of 11, it can
cantribute to promoting the natwal excretion of heavy metals.

Thes particular and flexable capacity of humic scids to tind and release metals 1s sttnbutable
12 the broad range of functional groups in their mixture Addhitional effects also ocews. such as surface
2tvity and adsomption eapacity, due to the colloidal nature of the preparation

\When ingested, the humic acid suspension may in pan becorne hydrolvsed by the gastine juice.
However, as soon as subjected to the bases of intestinal jusee, the origimal condiuttons are restored The
exchange of the micro clements takes place through an interaction with the enzymes of the ntestinal
musosa The absorbed micro elements become bound to the transport proteins albumin, wansfertin and
metatlothioncin. On the other hand. since heavy metals are supposed 1o circulate and become exereted,
& [east 1n part. v1a the bile and the intestinal juice, the re-cstablished chelating capacity of the humic
actds can bind them and so prevent heavy metal reabsorpiion.

The pnmary advantege of HUMET-R 15 therefore that, owing to iis humic and content. 1t
Prosides the metals in & form that masks their wonic nature and {in the suggested dosage) 1n amounts
that conform ta the recommendations of the World Health Organication

Adding 1t to the normat dict helps sausty the daily nead of sevem] of the most important micro
clements and some of the macro clements of the hody. In this way, disorders of the enzyme systems
and ali associated functional disturbances can be avorded or nomalised.

By establishing the balance between the micro elements, it relieves the body from the burden
of mantanmng compensory mechanisms

Toxicology and mutagenicity

- LDy wos expenmenially evidenced to be sbove 10 gkgbw. in the rat in the peute
toxicoloeical study and so was Jeclared to qualify as prsctically non-taxic,

In the cumulative test of toxicity HUME T-R did not produce any toxie effects

- The preparation was tound 10 be {ree from ony mestagenie eflects i the *"AMES” test of

-5



- Clinical studies

These studies were carried out in the Labomatory for Occupational Health of the Lustitute of
Hygiene and Public Health of the Hungarian Railways (MAYV Kdzegészsépigyi Intézet, Budapest).

After mformed consent, 104 subjects from among the persons regularly screened for
cccupational health risks at this institute (age range 18-63 years) volunteeted 10 1ake HUMET,-R as
prescnibed and undergo the initial and clesing blood chemistry. They were tree from complaints end
consented to avord ary drugs during the three weeks of study,

Of them, 14 had a lower than 8 nmol/l= 20.0 ug/l level of serum lerntin Figury | shows the
changes that took place after 3 weeks of HUMET §-R administration
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Fig 1. Percentage change in biood chemistry and taematology (clowing 3 weeks of HUMETR
admimstration (n= 14; serum fermitin levels betow 20 ug/). Abbreviations (and nitial / final levels
of substince, mean <SEM). Hgb= hzemoglobin (780 2044 i 837 0.2 mmel®. Hic=
haematoctit (0 36 £0.02 7 0 41 £0.01 UTx, Far= serum ferntin (489 2055/ 8,14 =1.73 nmot= 12.23
£1.37 72035 24 33 poly, Se Few serum won 112,58 %1 48 ¢ §4 46 =2 58 pmolty. TIBC= total won-
tanding capzcety (76.49 =216 7 80.51 =3 1 ¢ pmal(); astensk= diference sigruficant at #<0 03

As shown m Figure 1, the preparation HUMET-R could effectively supply the essential
micro clements and replenish the iron stores. wrespective of notntion

-




Information for users

HUMET,-R SYRUP
Roborart, macro and micro clement supplement

Agtive ingredients: The product contains 2.25 g humie acid. 1.10 g potassium, 450 mg magnesium,
420 mg rrom, 300 mg zinc, 90 mg manganese, 15 mg vanadium, 6 mg cobaly, 5.2 mg molybdenum
and 3.75 mg selenium in 300 m! flavoured synp

Indseations:
- for general roboestion in convalescence pentods and for the elderly.
- to help trace element deficiency conditions,
- tostrengthen resistance of the organism and (0 prevent diseases in epidemic pericds,
- %o improve mental and physical performancs
- toe¢lomnate iron deficiency. to supplement tron-requirement 1n conditions with blocd loss (e g
in women's periods),

Contm-indications,
- the first third of pregmney
renal disaases

Dosage; From well-shaken syrup, ance daily, afler @ mamn meal, 10 ml 13 recommended for adulls as

dosed by the measuring device m the box, and one half of the adull dose is recommended for
children betow 40 kg

Drink the syrup slowly, in draughts, a5 mixed with 100 to 200 ml water or {ruit juice.
Maedical consultation is recommended when the produst 15 given 1o children younger than 3 years
ol'zge

Shelf-lfe: use before the date indicated on the top of the box and the bottle. -

Storage; store 3t 15 10 23 °C Once opened, the bostle should be stored welldight on a dxk place,
preferably in refrigerator and should be consumed within one month.

Wamuing:
- I your are under medication, consultation with vour physician sbout the use of HUMETe-R 18
necessary
Other drugs or paramedicaments used concomutantly with HUMET¢-R should be taken 3 hours
before ot alter takung the peoduct.

HUMETo-R is not recommended to take in combinanion with other micro- of macro clement
products.

. Indisbetes, consider that each dose of the product contans 3.3 g carbohydrate.
- Facces might be discoloured to Jark brown while the product 18 comsured.

A paramedical product!
Pepstration N°.- OGYT-430/1993

Manulactured by HORIZON-MULTIPLAN Lwd
1525 Budapest, P.O Box 43,




Appendix

Recently, a regrertably hugh incidence of metal mmtoxscation of variable severity has been
reported. Environmental pollution with heavy metals owing 10 technological or industrial (glass, dye
and enarnal ware production, for instance) contamination may cause nation-wide concern Both in
regard of health nak and morbidity, lead and cadnuum are the pamary merace

CADMIUM (Cd)

It is ane of the major sources as well as an indicator of enviranumental pollution L is an
importam metal for industris! plastic. dye and pestiaide provduction and battery manutacturing (where
¢ can csuse cccupabional harms). The mamn sources of cadnuum vptake are vegetables and fruit
(because of soil contamination), foods getng 1 contact with centain plastic implements and wrap
materials, and totacco smoke.

it gets stored by the kidneys with a wery long hall-life ume so exerts lasting effects Cadmium
1s an inhibitor of enzymes containing ane as the active element. Subjects exposad to hugher cadmuum
doses develop renat dysfunction. imbalance of phosphorus and calcium metzbolism and vonsecwive
csteomalacia, and ztne and copper dsmetabolism  Aumal expenments have clearly evidenced its
teratogente (developmental disordersy and cancerogenic effecis dlung cancer) It ceverely interferes
with the bicavatlability and storage of iron and may couse won-deticient arnaemua.

There 18 no eadmiun i the new- bom as taxic accumulabion in the bady 1s solely due to
environmental po\luum

The main biologxal antagomst of cadmium s ane which when used therapeutically can
reduce ar counteract cadmium toxuerty. Also selemum interacts with cadmium and selerum
admirustranion can prevent the todie effects of cadmium. Copper administration has a similar effet
while rron-deficient anzemia caused by cadmium intaxication can be effectively treated with adequate
doses of the suitsble iron compounds

Figure 2 demonstrates the eflect of sdmmustering HUMET,-R to 26 subjects exposed to
cadmun ptanicstion (blood cadmum levels sbove 0 08 pmeol 1)

Mate M. reur AeAD o3°

Fig 2 Percentage charge 1 blood chermetry and haematologneat status following 3 weeks of
HY \1& TR adminsstration un subjects exposed (o cadmiun intoxication (N= 26, blood < above
003 pmoll) Abbreviagons iwith tugal ¢ fingd kevels of substance: mean +SEMi Hgb~
haemeglobur 1391 2025 . 902 =4.13 mmalTr Hee= haematoent .42 =001 / 0.44 =0 0} Lh
Ferr= senun fernitisy (776 20 % - 87 8 3390 yumol= 1044 =1.2 5 219.5 =836 goly; ALAI™ 5-
armne-levubnuc and dehydrogenase (761.5 2723378738 £55 2 pmol Dy, 9= tlood cadmim 10.23
<005 /0042001 pmoll. The asterisk demoles sizmficance of change at P<0 05,




LEAD (Pb)

Lead incorporation represents a major risk to health and afTects many people exposed to
envuonmerital lead pollution ceused by gasoline dnver vehicles, industrial ermssion, etc.

Lead withm the body interferes with haemoglobin synthesis and-tron metabolism at several
pounts of attack. ft reduces the life span of erythrocytes and cormderably unpairs conduction velocity
n the sensory and motor nerves. By destructing the proliferative tissues of the testicles, lead
intoxication may cause infertihity. It accumulates in the bones, Liver and kidneys from whuch it 18
excreted very stowly, in constam balance with the actual blood level,

No direct teratogenic effact of lead has been repocted slthough in vitro DNA synthesis was
impeded by 1. Itz cancerogenic effects have been evidenced, however,

Lead and iront are competilive antagonists so Jesd intoxication gives rise to severe iron-
deficient anacmia while iron cxcess inhibits the absorption and storege of lead, Suitable iron therapy
can reduce the risk of ead intoxication.

Also zinc compeles with lead so zmc deficiency sggravates lead toxiaty. When lead
intoxication has developed, severs zinc deficiency is bound to arise with complications. Zinc
admnistration can be used to inhibit Jead deposition within the body and promote its excretion.

Sclenjum treatment 18 also effective in mitigating the toxic manifestations of lead intoxication,
inclusive of the cancerogenic effact. Selenium also promotes the excretion of lead by the fasces In
this way, selemium has an important role both in neutralising the toxic effects of lead and
prophylactically

Figure 3 demonstrates the effects of 3 3-week sdministation of HUMETe-R 10 21 patients
with blood lead levels above | ymolil As seen, HUMET o-R may be of considerable help in reducing
the blood level of both cadmium and tead through promoting the excretion of these taxic metals.

Mgh  Mta  Fuer ALau® eed

Fig 3. Percentage change m blodd chemistry and hiemnawiogical staws following 3 wesks of
HUME Ty-R admntsiration in subjects exposed to lead intoxication (N« 2¢; blood Pb above
1.0 pmold). Abbreviztons (with indtial / firal kevels of substance; mean =SEM): Hgb~
haernoglobin (9.42 20.18 7 9.26 £0.17 nanoll), His= haermatoent (0.43 £0 01 / 0.44 0.1 LT), Ferr=
serum fernun (988 £39 7 /903 £330 pmol= 246.9 £99.3 / 7238 B2 5 ugl), ALAD= F-arino-
evutinee wowd dehydrogenase (761.5 27437 8733 277 9 pmoal), Fb~ blocd Jcad (1 74 £0.191 ¢
10.16 pmold). The ascerisk demotes sigrificarce of change at P<0.03.




