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il. Pharmaceutical/technical documentation

1LLA. Pharmaceutical

1. Name of the Product: HUMETe-R syrup, 300 mi
Product for macre and micro clement suppicmentation

2. Qualitative and guantiative composition of the product with INN of the active
ingredientls) and excipients:

Name of the Quantity/ f Unit | Refcrence
active ingredients 300 ml , standards
. Humicadd | 225 | g | manufacurer's stand
2. Potassium | 1.10 | 2 BP
Magrwesiom 450 mg | BP/USP/DAB
4 Iron 420 mg | USP/Ph. Eur.
5. Zing 300 mg Siggma for anal.use
| 6. Manganese 90 mg | Sigma for anal.usc
7. Copper 80 mg USSP
8. Vasnadium 1% mg i Sigma f& anal.usc
9. Cobalt & mg ; Sigma for anal.use
10. Mol)"bde;ﬁm 5.25 mg | Sigma for anal.use
11.  Scicmum 375 mg | Sigma for analuse

3. Description of the manufacturing process

Before disclosure, the peat is to be crushed through a screen with 1 ¢m
aperture. The peat is then to be processed during 48 hours in 2 mixing vessel,
enamelled or made of acid-resisting stecl, in a 196 {with regard to the total
quantity of the reaction mixture) aqucous solution of K-pyrophosphate, in the
propoction of 4:1 1o the mass of the peat After the sedimentation (24 hours)
the upper colloidal solution phasc is to be removed by suction. The
temperature of the matenal is to remain bebveen 15-45 °C during the whole
process.
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The sediment remaining afier the first decantation is 10 be processed for a
second Ume in a 1% K-pyrophosphate salution (analogous to the first phase
of dixclosure). The joint solution phass of the two decaniation sections is to
be set to the value of 60 g of total humic acid per cuble decimetre. This is the
~standardised” humie acid solution
The K-pyrophosphate disclosure of the peat results in 2 colloidal humic acid
solution with 60 g/dm? concentration, free from any solid accompanying
substances, which we apply afier a radiation sterihning process, carried out in
Cﬁ\ 10 1 PE vessels. On the base of the radiation sterilised humic acid solution,
by adding potassium hydrogen phosphate with a concentration of 100 g K-
ion per litre and sterils water, K-hunaiclsprcpaxedfmﬁwp\nposcof
producing metallic chelates.

The standardised humic acid sohution vsed during production contam all the
compenents (grcy and browm humdc acids, fulvene acids, hymstomelane
acids, humic &id fragments), The moleculxr mass of the humic acid
comporients in the solution determined by method of cryoscopy is between
3600-4400. '

; mhmmcmdumdndmedbyihemﬂmgmofﬂmmﬂpeatmdbyme
C\ : potassium pyrophosphate dissciving process.

Steps of the chelate :
1. The Cw, Zn, Mgmd(,‘ostocksoluuom are being applied

simulianeously;
2 &Femodmmmmdm_ﬁwmm
3. the V, Mo and Se stock solutions are slso added to the preperation
separately.
The dipotassmam hydrogen phosphatc used in the potsssium pyrophosphate
C\ dissoMng process and for the production of potassivm humate introduces
into the preparation a total quantity of 7.2 g/dm’ of potassium and 2,9 g/dm?
of phosphores. The sulphur content, introduced together with the indtial
substances in the form of sulphate makes up 6,6 g/dm3.

4. Pharmaceutical form (rowte of adndnixtrotion):
- SUSPETEioN 5yTUp
The suspension - being a form of medicine - 8 a liquid pharmaceutical
preparation 1o be taken orally or used externally, where the solid phase is

floating in a liquid dispersion substance cvenly distributed, or may be re-
dispergated after precipitation (Ph. Hg, VIL).

Compoamouafthemspenmon.quddwpemmmednm:ndsoﬁddwp:md
material {grain volume: < 200 pm).

Type of the suspension:
According to its apphication: oral suspension

(m\ On the base of the nature of the moedium: suspension syrup
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R"uuxrcmcms towards the suspensions:
the suspended particle should precipitate stowly; the particles’ precipitated
on the bottom of the bottle should not carburize, might be shaken up by
way of slight mechanical shaking and become homogencous;,
~ should not be 100 viscous, nor have any unplzasant tasie or scent;
- should be casily poured out of the bottle and measured out;
- should have an appropriate appearance.
4.1, Appearance of the product:
brown suspension with characteristic sourish fruit taste and odour.
Administered us a fruit-flavotred syrup, 30 doses per 300 mil botde.

S. Specificaion of active ingredients

5.1. The bischemistry of humic acidy
¢Pil Gémary, MSe., Edtvés Lorind Univenity of Sciences, Budapest, Faculty of Nahural
Sciencex, Dept. of General and Inorgande Cherastey)
Aboul kn uaousandpnbhmdcalmzhhnmcacldsmyw Of these,
the industry related ones amount to about 9500. All decaying vegetable
matier & subjec: 10 a bacteriological decomposition process. Several centuries
hawve to flow by untld the laver commonly referred to as the humus contert of
soil develops. Where this humns laver ie destroyed, the damapge lasts for
scveral centurics. To use a commonplace metaphor: the most substantial
wealth of Hungary is.the upper 20 to 40 cm thick layer that covers the good
scil of the country, Hungary is one of the "Great Powens™ in this respect,
since hirnus has accumubsted in vast masses in the Carpathian Basin during -
the past 10-30 thousand years. Particularly thick peat marshes could develop’
in the basins in whith ampk water had covered the land for several ten
thousand years, to for instance in the Transdanmbia Region, around Lake
Balaton, Owing to this fact, the chemical change proceeded undisturbed with
exceptional purity. The region was methodically explored on the initiative of
Professor Loczy, a fact worth noting since the accumulated humus substance
was evidenced 1o be thie purest, most uniform deposit of the world. Its dcp:h
reaches 8-10 meters in some places. This exceptional purity 8 why we can
safely exploit this substance as the raw matenial for our preparation.

What is then humus chemically? In attempiing to describe it we deal with a
substance of unique and incomparable biological imporfance. This was that
Hlack earth’ which the continental world of vegetable life could take Toot in as
a result of biological processes. '

To say same words of the biological relevance of peat: besides its colour,
characteristic behaviour and the utiization of substances extracied from if,
peat s well known for farmers and agriculural cxperts for its effects
accekeraling germination and improving rhizomic growth. This is attributed to
tts property of promoting oxygen transport and acoclerating respivation,

A sealth of knowledge has accumnulated of the ways it affects the growth of
algae, intensifies enzyme functions, protein synthesis and processes of
fermentation, but also concernmg its effects on domestic amimals (dogs,
rabbits, ctc.). Hungarian veterinarians and rescarchers had a fair share n
exploring peat treatment and evidenced its effects on promoting the weight
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gain and improving the ¢gg yicld of poultry. Owing (o its disinfectant effect,
peat has even been uvsed as an ingredient of cosmetics. Though human
aspects are less often mentioned in the repors, its use in balneo-therspy {mud
packing) 15 well known, and 30 are the related theumalological and other
practical observations,

The peat msed for the manufacthure of HUMET R contaits calciam humate
mixed with shell remnants and calcareous shidge, some sand and minerals. It
is of 2. homogenous fen type (Table 5.1), geologically young and slightly basic
(pH 7-8), with an ash content of 28-43% (Table 3.2). Table 5.3 (taking the
105 g/kg amino acid content of the peptides as 100%) shows the particular
amino acid composition in this peat that contains several of the essential
amino acids as well

Rmhmacidacmcwdﬁ—ompcm,hgnmsmdbm@mwabmbc
characterised by the Haworth scheme.” Aswhb:opobmmmgcnm},xw;
very difficult to détermine the accumate chemical composition of huumic acids,
According to 2 view comunoaly accepted in literature, each and every
molecule in & given humic acid fraction i most fikely to have a diffevent
structure, yet the samples contain functional groups of similar types and in a

Table S.1: The composition of the peat vehicle.

Component % of total weight
Organic substance 55-70

Carben ' 20-39

Hydrogen 3-4

Nitrogen 2

Total protein content 10.5

l Tablec 5.2: The ash analysis of the peat vehicle.

Elements %% of total ash weight
Ca, Al Si Fe, Mg 10-18

Naoand B i-10

Ba, Li, Ti, Mn, Cu, Ni, K 0.1-1

Ph, Mo, Be, Zn - 0.001-0.0001]

The Haworth scheme illustrates that diverse polypeptides, phenol carbonic
acids are bound to the polynuclear heteroaromatic nucleus characteristic of
humic acids, so therr struchoe is most varinble even in purc form. A
combination of these structurcs provides the most important functional
groups (—-COOH, phenolic ~OH, =NH, -NH,, =C=0). Besides di- and in-
hydroxy-phenol rings, also 2 quinanoidal structure s detectable in the nuclear
structure. Also carbohydrate type compounds are connected [o the nucleus.
The average clemnental composition is: 54% of C, 37% of O, 4% of N and
5% of H.
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Table 5.3: The specific distribution of amino acids.
Aming acid % of total Amino acid %% of total
Aspartate 169 Isoleucin 5.2
Glutamatc 13,1 Lysine 4,5
Glyein 10,4 Prolin 3.9
Alanin 8.4 Argirun 33
Walin 7.3 Phenylalanin 29
Treonin 7,1 Hitidin 2.0
T eucin 6,1 Methionin 1.9
Serin 52 . Tyrosine 1,3

At soveral sites and with different strength, all the metals are bound through
multiple chelate bonds 1o the polypeptides and phenol carbonic acids
connected to the heterparomatic nucleus. The important fact is that the metals
fose their jonic nalure in this kind of bond. The carboxyl group has zn
obvions role in binding the metals to the amino acids: due to the -COQOH
functions, the non-chelate links represent one third of the total cation

changngcap;mty This implics then a property of quick metal cxchange by

ioric dissociation as well.

The peculiar metal binding and metal ion exchanging capacity of humic acids |
arises from the simuliancous prescace of these functional groups. The fact
that raasking them by methylation and acetylation sharply reduces the extent
of metal binding confirms the same.

In svaluating the metal binding and releasing capacity of humic acids it is very
important to know that any chelate-bond cation basically modifies the
dissociation conssant (binding stability) of the other mectal linkages. Se, for
mstance, svhen some alkali metal (K, Na) is bound by the previoushy empty
functional groups, then the chelate bonds of Fe and Al rupture casier than
when the humic acid molecule contains some alkali earth metal {¢.g. Ca).
This is why vegetation suffe.s from micro-clement deficiency in the presence
of Ca-humate, a characteriztic. constituent of baxic fon soils, albeit the noodcd
clements abound i the humnus.

The dissaciation constants for the chelated bivalent metals vary over a very
broad range depending on the molecular compasition of the humic acids.
Certain molecules of a humic acid fraction can bind 3 grven metal, say, Zn4,
very strongly, practically irreversibly, while another would fix or relcase its
zine content much ¢asier.

In this way, one finds an infinite number of intermediate values for the
dissociation constants with smooth, almost continuous transitons between the
WO extremes.

If the free metal bindimg capacity of the humic acids is high, they will, so to
say, "extract” the metals from their emvironment. On the other hand, with a
sufficiently high concentration of a mctal humale, the humic acid will surcly
trade off this metal to such (e.g. protein type) molecules of its environment
that are able to bind it. This cxplains why the bicavatlability of metalio-humo-
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chelates is much belter than of the same metals in the ionic forms (high-
charge ions are retained by the cell membranes) and why humic acid
melceules with a high free capacity of metal binding will remove these
elements irom the carrier type metallo-proteins.

An important data to the interpretation of metal ion exchange processes in the
living organism s that humic acids of a small molecular mass have a metal
binding capacity 2 to 6 times higher than the share of the large molecules of
the same sammple, further that 3 1o § times more bivalent ions become bound —
by themn than trivalent omes. Compared to bivalent transifion metals, the
binding capacity is smaller for Catr, and stll kess for Mat,

Concerning the cation exchanging capacity for bivalent metals the following
sequence was found:

Pbi~ = Cdt = Cudr > Nitr > Ferr 2 Cotr 2 Mni- 2 Zna 2 VOu2-,

Molecular gize of the humic acids is markedly influcnced by the pH of the
solution. At 3 lower pH the agoregates are larger, but these will break up into
smaller molecules ay pH nises. Univakent ioms abo affect aggregation. So for
instance, mokecular mass will increaze to its 15-fold if 0.2 M NaC? solution it
added to a humic acid fracion of apprmdmately 5000 Dalton at pH 4.5,

A strmary ofsdmcbmbgw&cﬂ’aﬂscfhmsmds

a)

b)

c)

d)

Their antitosic effect has been utilised in both medicine md@c\ﬂxwe
(Lotosch 1991);

apphed as a bath in rat experiments, they reduced the number of cheloids
caused by surgical inferventions (Mesrogh et al 1991);

waler containing humic acids drawn from wells in a peat field or the water of
peaty fens normalise trace element deficiencies and have a haematopoietic
effect (Kucera and Stedber 1969);

humic acids reduwce the toxic effect of heavy metals in unicellular algae
(Shanmukhappa and Neclakantan 1990);

physiologically also the human body contains humic acids (Klécking <t al.
1978);

in addition, humic acids ere surface~active and good adsarbmis;

they are present in roasted coffee (Aurich et al. 1967, Klbcking ct al. 1967),
Exsorption inducing faculry ir: radio-cesium contaminared rats

Hnos Hideg, MO, PRD., et al, Research Inst. of Public Health and Military Medizine of the
Hungartan Anmy. Department of Toxicological Rescarch

The aim of the experiments was to study the biological cffect of the humic
acid preparation HUMET¢-R, momzommmm Lid, Budapest) in
a form that contained no added trace motals.

The experiments were performed in randomised groups of female Wistar rats
of 190-200 g body weight. The animals received tap water and either
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untreated standard Laboratory - rat fodder (LATI, Godolis) or the same
engiched by humic acids.

The havic acid preparation was mixed with ground fodder to produce a dose
of 240 mgfandmal (dbout 1200 mg/kg b.w.). The mixture was homogenised

and press granuiated, then dried at room temperature (20-22 °C). Daily

consumption was determined by group measurement (3 to 5 animals/cage).

Through a gastric tube, the animals were given a single dose of Weesium
chioride (Amensham, England) of 74-111 kBq (2-3 }tCi) activity dissolved in
0.5 mi distilled water. The radicactivity of the cesiom adminisicred was
detfermined by an NK-370 modedd enctiy sckctive speclrotieler.
Measurements were ahways comparad to a standard of an activity identical
with the isotope administered. Whole-body measurements were performed
daily during the frst week, then two to throe times a week. Time changes in
the whale-body radioactivity of the rats were followed for 24 days. Relention
vahies were determined separately for each test anfmal then the dala so
obtaincd were averaged for cach group. Biological half time of radio-cesium
was estimated by 2 double exponential plot of best fit to the measurements,
Test aninmls consumed humic acid-added fodder as a pre-trcatment for
7 days, then for another 25 days after the administration of radio-cesium, ie.
for 32 days altogether. Colloidal Prussian blue was used as the refervnce
compound for the exsorption inducing faculty.

The haematological {crythrocyts, white blood cell and platclet counts,
haernoglobin, haernatocrit, mean corpuscular vohxne, hasmogiobin content
and haemoglobin concentration) and clindeal laboratory parameters (blood
glucose and urea nitrogen concentrations, activities of glutamic oxaloacetats
and pyruvate trapsaminascs, hydroxy-butyrate dchydrogenasc, lactate
dehydropenase, creating kinase, ganma-ghitanyyl transpeptidase,  alkaline
phosphatasc and amylase, scrum total protein content, albumin, bilirubin,
creatining, ionised calcium, phosphorus, cholesterdl, triglycerides and uric
acid levelsy were compared both at the start and end of the study.

In the coursc of the scveral weeks long cxperiment, the general physical
condition (har, weight gain, food intake, agility, eic.) of the animals treated
with 1200 mg/kg b.w, (i.e. 600 times the human dose of 2 mg/kg b.w.) of the
humic acid preparation showed no diffcrence from the control. The
comparison of the internal organs of animals sacrificed at the end of the
experiment evidenced that neither of the treatments did cavse any change in
tiver, Kdney and spleen wreights or in the muacroscopic appearance of these
organz. No pathological alierations weore seen in any of the organs. White
blood cell and platelet counts were unaffected by the prolonged (32 day)
treatment with the humic acid preparation. On Davs 1-5 gfter the isotope
administration, radio-cesium retention of the animals subjected to humic
acid pre-treatment was by 20-259% less than in the controls.

The cffect of humic acids on the rat snbjected to whole-body irradiation

Tanos Hideg, MD., PhD, et al, Research bnist. of Public Health and Military Medicine of the
Hungarian Army, Department of Toxicologacal Research

The aim of the experiment was to study the radio-protective cffect of the
metal camer humic acid preparation (serving 2s an. active substance of
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HUMET-R, (HORIZON-MULTIPLAN Lid., Budapesty in a forrn that
contained no added trace metals. The experment was performed in
randomiscd groups of temale Wistar rats of 230 g mean weight, The animals
were given Lap waler and standard rat fodder (LATI, Godald).

Humic acid preparation was administered in a dose of 240 mg/animal (about
960 meke b.w.) through a gastric tube (2 mi‘animal).

By using plastic imradiation stocks (4 animalvstocks). whole-body irradiation
{cmploying 1 dose of 7.0 Gy and 2 dose rate of 0,653 Gy/min.) was canricd
out in the Sicmens-CGammatron-3 model gamma wradiater of the QOSSKI
{National Research Institute of Radiation Biology and Radistion Medicine,
Budapest).

Al the start and end of the study, hasmatological data {white blood cell,
erythrocyte and platelet counts, total iron binding capacity) were determined
from blood sxmpled from the abdominal aorta under ether anacsthesia,

The results of the pilol study (the mean of 3 rais used for each measurement
time} showed that platelet count, which had markedly decreased after
frrodiation, began to normalise one week earlier than in the untreated
controls, even when onlv a single dose of the humic acid preparation was
used.

11.B. Control of the finished product

Owality description of the product
1. Propersies

11

Characteristics: A brown suspension with typical sourish fruity odour and
tastc. The suspension can be mixed with water in evéry proportion, its colour
remains dark, brownish even after a tenfold dilution.

2. Drug test

2.1.

Filling volume: 300 ml £3%
Test: according o PhHg VILL425.0. Kig. 3.2.1., on the base of which in
this case 1419./K70 1.2.1. is applicable.

For the wlume contro} calibrated jars or cylinders with mi graduation are
used.

Acecptable limits: 300 md £3% i.c. from 291 to 309 ml,

Mechanical impurities ,
The zuspension should not contam any macroscopically detectable extraneous
particles. Test: according to Ph.Hp. VILL425.0. Kig. 3.2.2.

"Approx. 10 mi of the well shaken-up and homogeneous suspension is 1o be
tcsted in 2 test tube, at appropriate ifluménstion, aganst 2 black- white
background, in incident and transmitted light, For the detection of extrancous
particles in case of necessily a manual eyeglass with fourfold magnification
may be uged as well.”
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2.3, Grainsize '
None of the lincar dimensions of the suspended grams in the suspension
should exveed 200 micromeicr.
Test; according to Ph.Hg. VILL425.0. K/g 3.2.3.
"A 0.10 g sample of the well shaken-up suspension s to be smeared into 2
thin, even layer on an object shide, by means of ancther slide In four
different sections of the layer we measwre the largest linear dimension of 25
P neighbouring panticles of the dispersed substance vnder a microscope.®
"ﬁl\ During the test we show the largest, smalest and the average size, as well as

the oscurrgnces in %4

24. Homogeneity, dispergating capacity
The particles sedimented during storage zhould be homogencously re-
dispergated by way of shaking
Test: according to Ph.Hg. VILL425.0 Kig 3.24.
From the suspeusion, after shaking it vigorously $-10 times, we pour 10 mi
into a test tobe with grinded glass-stopper. The content of the test be is to
‘ be shaken up repeatedly, three fimes. The suspension lLquid should seem
(W\ homogenous during 60 seconds, when being tested macroscopically.

| 2.5 pH:3.035
N Test: with litmus paper of with Radellds pH/AON ANALYSER (OP- 274)

: . 3. Tests

3.1. Composition test

3.1.1.Detection of carbohydrate comtent

After carcfully heating 2-3 ml of sample in a menl spoon or a porcelzin
: skillet, a caramel formation melt with the odour of bumnt sugar will appear,
! it which after further heating will carborise.

I 3.1.2.Detection of humic acid - metal chelate content

j Approx. 10 ml of homogenised sample we dilote with approx. 30 ml of
digtilled water, then mux # with 10 ml 2N HCl solution and botl. The
appearing falt-out is, after fitering and rinsing, humic acid metal chelate, free
from accompanying substances. The fall-out is solubk in 2N NaOH

| 3.2 Purity test

/ 3.2,1. Microbiological putity

To the product apply the prescriptions conccmmg the preparstions which
belong to PhHg. VIL T purty class.

Test: according to Phllg VIL L307.0.F.2.
Tabk Ff1, purity class HL

Requircment: Max.: 1000 micro-organtsms/mi;
among them: max 100 fungi/m}

g
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Not alowed: Enterobacteriaceae, Pseudomonas aerugingsa
Staphylococcus aurens

{The requirements apply 1o the preparation, basic and nuxiliary materials and
intermediates).

Microbiological purity fest of not sterik drugs (Ph.Hg VIL LF.4.)

The preparation should not contain pathogens detrimental (o health, nor other
non-pathogenic, so-called. indicator micro-organisms indicating hygienic
i insufficiencics during production, storage ¢ic. .

(Appendix 4 Conunission contract to cary out microbiological tests;
Appendix 3.: Microbialogical protocol)

Preparation of the tests, taking of samples:

For the tests should be taken a quantity comresponding 1o 3-4 g of sample. In order
1o avoid extemal contamination, the sampls should be taken according to the
general rules of azeptic procedure, with sterilised 100ls, and be put in sterilised
conlainer, The preparation of the samples and the tests should be carmied out
under aseptic conditions, also with sierilised tooks. It is necessary to be
convinoed of the stertlity of the culture-media as well.
(T * Conttrol of the inhibitory effect:
St , For the evaluation of the resils of the microbiological punity tests R B
| necessary 1o contyod previously, whether the substance to be tested has any
anti-microbdal effect and if o0, o which extent and in regard of which
micro-organism gpecics. To the test of the inhibitory effect the following
tribes should be uscd:
Escherichia coli
! Staphylococcus anreus

S

j‘/ Bacillus sublifis
Candlida albicans
Aspergilus niger

For the control 1est we measure in at least 3 paralle] serics into sterile Petri
dishes 1 ml of test sample diuted In 1:10 and 1:100 proportion, adding
1.00 ml micro-organism suspension, while using frosh 24-hour bacteriam
culture and 72-howr fungl culture. Into the same quantity of sierile Petri
dishes we measure for each control 1.00ml diluting solution Ne.l.
{Ph.Hg VI. LF.4.7.1.) and 1.00 ml micro-organism suspension. Then, by
using the comesponding culfure-mediom  {culture-mediom 2. and 3.
Ph.Hg VIL 1322 /F.4.7.) we pour out a plate (1. 319/F.4.5.1.), and incubate
the plates for 5 days at the prescribed teraperature, There is no inhibitory
effect, if the observed quantity of micro-arganismus it the substance to be
tested and in the culiure~media docs not differ substantially (by more than
25%). In case of an inhibitory effest adequate inactivating agents should be
used.

o
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Determination of the total number of micro-organisms

F.4.5.1. Pouring of plares

From the properly prepared sample we measore |00 ml substance and,
adding to # thinning sohiion No. 1 or if needed, also emulsifying agent, we
prepare a 10-scale dilution sequence, if nocessary, even up-to a 1:10000
propartion.

From the dilutions we measure info 3 Petr dishes 1.00 mi each, and from the
culnure-media No. 2 and 3., meltsd and cooled down to 45 °C, we pour
plalwWeplmﬁ\chardcmdphmroridaysmamcmozmwzﬁxa
temperature range of +0 =32 °C. The culturs media for the testing of fungi we
place for 5 days in a thermostat with 2 temperature range of 22-23 °C. Afler
the incubation we count the appearing colonics. In cach dilution seguence it is
" necessary 1o prepare also control samples which do not contain the substance
10 be tested, in which no growth should be observed after the incubation.

F.4.5.2 Membrane filtering

1.00 ml of the propeddy preparcd sample i difuted in adequale propertion
with sterile thinning solution No. 1., then the solution will be filtered through
2 fitering plates with 0.45 pm pore size. After filtering, the filtering plates xre
washed at least 3 times with 100 mi sterile thinning solution, then the filtering
plammp!mdmmcuim-madmnandmmbamddmmgsmﬁ
one a1 a temperature of 30-32 °C, the other at 22-25 °C. After the incubation
wecumu}wcoiwugmonﬂ\eﬁhﬂmgphm

T.4.5.3, Evaluation
We 1aks the arithmetical mean of the number of ccinmcsontheparaﬁr:} plates
which may be evaluated, and the results are shown rlsted to 1.00ml
substance. The total number of micro-organiems equals to the sum of all
aerobe bacterta and fung) {Appendix 2.)

Special test for the detection of pathogens
For the test we measure 1.00 ml ssmple into thickeners prescribed for the
given teat, directly, (or, in case of inhibitory effect in the necessary dilution),
then, afier incubation in the thickener,” we smear #t on an clective culture-
medium. The volume of the thickener usually exceeds 100 times that of the
sample.

F.4.6. Special test for the detection of pathogens
For the fests we measurs isually 1.00 g or 1.00 ml properly prepared average
sample {1.318./F.4.3.) into thickencrs prescribed for the given test, directly,
{or, in casc of mhibitory cffect in the necessary dihmion), then, afier
incubation in the thickener, we smear it on an clective cnlure-medium. The
volume of the thickener usually excesds 100 times that of the sample.

F.4.6.1. Test for the detection of the members of the Enterobacteriaceae family
1.00 ml of the propely prepared sample [1318./F.43.] 3 measured in
100 mil thickener No. 4. (factose thickener) and incubated for 24 hours at a
temperaturs of 37 9C. After incubation we smear 0.10 mi of the lactose
thickensr containing the sample on the surface of the culture-medium No. 5.
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(lacrose-indicator agar). and place Lot 24 hours i a 37 °C thermostal, During
incubation no colonies should appear, which are charactenstic o the
members of the Enterobacieriaceae family.

In case of suspicious colonics we inculcate parts of the individual colonics on
culture-medium No. 6. (eosin-methiene blue agar) or No 7. (Ende-agar).
After incubation {245 at 37 °C) there shoald be on eosin-methylens blue or
Endo-agar colonics consisting of characterstic Gram-negative bacteria which,
after being placed on cullurz-medinm No. 19. (iron([{-iniple-sugar-agar) and
incubated once more (24 at 37 °Cy, mghz thow no gas or gas-and-acid
formation. :

F.4.6.2. Test for the dercction of Prendomonas acruginesa

1 ml of the properly prepared sample [L318.F.4.3.] s mexsared in 100 ml.
cultwre-medium No. 8. (glcose thickener) and incubated for 24 hours at a
temperature of 37 °C. This glucose thickener is used also for test [4.6.3.1

ARer incubation we smear (.10 ml of the thickener containing the sample on
the surface of culturo-mediom No. 9. (cetrimide 20ar) and No 11. (TTC-
agar), and place this for 24 bhows in a 37 °C thermostat. If no colony
formation, or only slowly growing colonies are obsenved, the plates are 1o be
incubated for further 24 hours. On the cetrimide culture-medium therz should
not be arty greenish colonics producing fluorcscert pigments, and on the
TTC-agar there should be no red colonies, If such colomies develop on any of
the plates, they have to be placed, in order of further verification, on culture-
medinm No. 10 (blood-agar) and mcubated for 24 hours at 37 °C, then we
shall carry out the so-cafled oxidase test,

Oxidase test. We drop reagent No. 20. on a stripe of filtermg paper placed on an

object shde and smear onto it the colony grown on blood-agar culture-
medium with the ¢dge of a slide. The reaction is positive if in 20 seconds red
coloration is observed. For the test may also be used indicator papets
specially produced for this purpose, available in the shops. They can be
evaluated according to-the enclosed instructions.

On the base of the performed test series, the tested drug samplcs shon]d ot
contain oxidase-positive rods with colony merphological or eventual pigmen
formation characteristics as described above.

Test for the detcetion of Staphylococcus aurcus

Afier fcnbation we smear 0.10ml glucose thickener {L3200F.4.6.2.]
containing the properly prepared sample on the surface of cullurc-medum
No. 12. (manmitol-salt agar), and place the plate for 24 hours in a 37°C
thermostal.

On the culture-medium no colonies should develop which dye the medium
yellowish. In casc of appearance of such colonies they have 1o be inoculated
onto culttre mediam No. 10. (blood-agar) and No. 13, (Baird-Parker) ar No.
14. (Vegel-Johnson) and the plates have to be incubated for 24 hours at
37 °C. On the elective culture media no bright black colomies should devxlop,
nor should any hacmolizing colonics appear on the blood-agar.
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In sasc of wspﬁcion magulmic test and Gfafn staining arc alzo te be carried

E ou

Coagulase test, Into the plasma (reagent No. 21.) dropped on the object slide we
l mix 3 tendril of colony from one of the elective culture-media (N, 13. or 14.).
Neither the plasma nor the colony should be cooler than room temperature.
i The resction is postive if the colony cannot be ovenly mixed, while a sudden
‘ ‘ coagulation takes place, During the test a positive control is to be corried ot
‘ as well, In the substance 10 be tested there should be no coagulasc-positive or
o Gram-positive cocchi.
L9 l Culture-media and reagents
The sohstions, culture-media and reagenia necessary for the tests may only be
‘ made from analytieally purest® matcrizls or of pharmacopocia quality, or
from those produced for bacteriological purposes.

The solid substances necessary for the various culture-media are vsually

‘ dissotved cither in distilled water or meat extract of prescribed qaanmy,by

' heating, The solations arc brought to the boil but are not boiled. It is

; advisable to swell the preseribed agar-agar previously in & small quanfity of

i distilled waler or meat extract, The pH value of the solutions is to be set, by

~ using 0.1 M sodium hydroxide solution or 0.1 M hydrochlork acid solution,

Cw\ : in a way that the required pH value after sterilisation should remain between

the given prescribed Bmits. The stll warm culture-media have to be atways

filtered; the agar-agar through pelstine containing cotton-wool and the other

ores through filtcring-paper. T!mmﬂ:caxorpamtsmmuiﬂymu‘wncedm

the culture- medium after soiving in a small quantity of the already prepared

sotution, The! way of preparation of culturc-media requiring special procedure
is showm in the instructions concerning such culturc-media.

| For the purpose of the tests we can also use controlled, standard powdered
7% : cultare-media with composition required by the cormresponding prescriptions
Lo and with clectivity appropriate to the purpose of the test.

F.4.7.1. Thinning solution No.1. ‘alienuating phosphate solution)
The pH walue of the solition 2fler sterilisation: pH = +0.2

Composition: A
potassinm dihydrogen phosphats Q.58 ¢
disodinm hydrogen phosphate (2H,0) 1.02g

sodium chiotide 92809
distilled water ad 10000 mi
; Sterilising: at 121 °C, for 20 mintes.
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F.4.7.2. Culture-medium No. 2. (for the dotermination of total number of all
acrobe bacteria).

The pH vahe of culturc-medium after sterilisstion: pH = 7.2+0.2

Composition: '
casein digested by trypsin 10.00 g
sodium chlogde 300¢g
ghucose (counted as dehydrated) 1.00g
dipotassium hydrogen phesphate 2.00g
agar-agar (powdcred) 15.00g
meat extract [1312.F.3.7.1.] ad  1000.0ml

Sterilising: & 121 °C, for 15 minules.

F.4.7.3. Qﬂmm:d:mn\lo 3. (modxfnds;\bomndmcdxmforﬁte
determination of number of fungi).
The pH vahe of cultnre-medium affer sterilisation: pH = 5.740.2

Contposition:
gucosc (counted ay dchydrated) 4000 g
casein digested by bypsin 10.00 g
amphenycole chloride . 40.00 mg
agar-agar (powdered) 13.00 g
distilled water ad  1000.0mi

Sterilising: at 121 °C, for 15 minutes

F.4.7.3. Thickoner No. 4. (for testing of Emcrobacicriaceac tibes).
The pH vahe of culturc-medium after sterilisation: pH = 7.3:0.2

Composition:
cascin digested by trypsin 1000 ¢
lactose _ 500¢g
disodium hydrogen phosphate (2H;0) 200g
potassiura dihydrogen phosphate 200 ¢
ox bile extrast 20.00 g
brilliant green 15.0mg
distifled water ad 10000m

Sterilising: for 30 minutes in streaming vapour of in autoclave at 121 °C, for
10 minutes.
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F.4.7.5. Cuiture-medium No. 5. {for the detection of Enterobacteriaceac tribes)
The pH value of culture-medium after sterilisation: pH = 7.4:0.1

‘ Composition: :
J yeast extract {(powdered 3008
| cascip digested by Lypsin 700g
r sodium chioside jpog
| ox bile extract 500g
| factose 1000g
‘ agar-agar (powdered) 15008
e peutral red . : 3003
~ " crysml violst 20mg
L . distifled water ad 10000 mi

Sterilising: at 121 °C for 15 minutes
F.4.7.6. Culture medizm No. 6. (cosin-metiylene buc-agar for the detection of

Enterobacteiacese tribes)
The pH valus of culture-medium afier sterilisation: pH = 7.040.1
peprone 1000 g
Tactose 1000 g
dipotassium hydrogen phosphiate 3.00g
{“"’\ cosin 0.30g
N agar-agar (powdered) 15.0¢
‘ methykene blue 65.0mg
distilled water ' ad  100.0mi
Stenlising: at 121 °C for 18 mimntcs.
F.4.7.7. Cultwe-medinm No. 7. {(for the detection of Endo-agar
Entcrobacteriaceae tribes)
The pH value of culture-medium after sterilisation: pH = 7.5:0.1
Commposition:
peptone 10.0Gg
lactose 1000 g
dipotassium hydrogen phosphale 350g
sodivry sulphite (TH;0) 2508
fuchsin : DAadg
agar-agar (powdered) 15.00g
disitled water ' ad 10000 ml
Sterilising: at 121 °C for 15 minutes. :

The peepared culture-medium is to be stored protecied from light!
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F.4.7.8. Thickener No. §. (liquid thickener for the detection of Pscudomonas and
Staphylococcus trikes, pre-thickener for that of Salmonelln trikes)
The pH value of culture-medium after sterilisation: pH = 7.2£0.2

Composut:on
cascin digested by vpsin 1000 g
sodium chlofide 300g
dipotassium hydrogen phosphate 200g
glucose {counted as dehydrated) 1.00 g
meat extract [LI12GF.3.7.1.) ad  1000.0m

Sterilising: a1 121 2C for 15 minutes, -

F.4.7.9. Culture-medium No. 9. {for the detection of Centrimid-agar Prendomonas)

The pH value of culrure-medinm after sierilisation: pH = 7.2+0.1

Lomposition:

peptonc 2000¢
mx:rcmc{ﬂ) chloride 1.30g
potassium sulphate 1000 g
N-cetyl-N,N, N—umcth»%—armnmum-brmde {Cetrimide) 030g
agar-agar {powdsred) 1500 g
glycenine 10.00 ml
diztilled water ad 1000.0ml
Steriksing: at 121 °C for 15 minutes,

F.4.7.10. Culrue medmm No. 10. (b}ood-agar}

The pH value of culture-medium after sterilisation: pH = 7.320.1

Composition:
{basic culure-meditm) 7.00¢
powderad meat 500 g
peptone 3.00¢g
sodium chlonids 560 g
agar-agar (powdered) 15.00 g
meat extract (L312.F.3.7.1] ad  1000.0 ml

We stedlise the basic culture-modium for 20 minutes at a lemperature of
121 °C, than we niX inio the basic culiwe-medim, cooled down to 45-
50 °C, 7% of defibrinated horse or cattlc blood. The pourcd plates have to be
stored for 24 hours in a therraostat, and then have o be tested.
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F 4.7.11. Culure-medivm No. 11, {for the dewzction of TTC-agar Pscudomonas)
The pH value af culture-medium after sterilisation: pH = 7.440.1

Composition:
protcose peplonc ‘ 1000 g
+ sodium chioride 3.00g
dipotassium hydrogen phosphate 200g
agar-agar (powdcred) 15.00 g
mzat extract {L312.F.3.7.1.] ad  1000.0ml

Steriising: a¥ 121 °C for 20 minutes,

{nto the culure-medivm cooled dowm to 43-50°C we mix, in asephc
conditions, 100 ml -of freshly prepared, sterile filtered 1% 2,3,5-triphenyl-
tetrazolivm-chloride solution.

F.4.7.12. Culture-medium No. 12. {for the detestion of mannitol-salty-agar
Staphylococcus) :
The pH value of colturc-mediom after sterifisation: pH = 7.5£0.1

Composition: .
casein digesied by trypsin 1000 g
D-mannitol 1000 g
sodiuen chloride 73.00g
agaz-pgar (powdered) A 1500 g
phenol red 2500 mg

meat extract {L312./F.3.7.1.] ' ad  10000m
Steriising: ot 121 °C for 13 minutes, .

F.4.7.13. Culture medium No. 13. (Baird-Parker-agar for the detection of
Staphylococous)
The pH value of sulfure-medinm after sterilisation: pH = 7.1x0.1

Compasition:

casein digested by trypsin 1000 g
powdered meat 2.00g
yeasl extract {powdered) 1.00 ¢
hithium chlotide 5.00g
agar-agar (powdered) 5.00 g
glycering 1200 g
sodiurn piruvate 1000 g
meat extract (L312.F.3.7.1.) ad 10000g
Sterflising: at 121 °C for 15 minutes.

To the sterised and cooled basic culre-medinm it is poccssary to add,
under ssepix circumstances, 50 mi yolk emulsion and 10 ml sterile filtered
196 potassium telluride solution, then to mix this carcfufly and pour plites,
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F.4.7.14. Culture-medium No. 14. {Yogel-Johnson-agar for the detection of
Staphylococeus)
The pH valus of culture-medium after sterilisation: pH = 7.220.2
Composiﬁon:
cascin digessed by rypsin : 1000 g
yeast extract (powdered) 5.00g
D-mannitol . 10.00g
. _ dipotassium hydrogen phosphate » 500g
o glycedne 1000 g
C fithinm chioride 5008
agar-agar {powdered) : 1300 g
phenol fed 250mg
distilled water ad 1000.0mi

The solution is 1o be boilked for onc minute and sterilised for 15 minutes at
121 °C, then cooled down to 45-50°C, and 20.00 ml sterile filtered 1%
potassium selluride solution will be adied to it under sseptic circumstarces.

F4.7.20. Oxidase reagent No. 20, (for the verification of Pscudomonas fribes)
, The reagent is 2 1% aquecus solution of N,N-dimeihyl-1,4-phenylene-
C““ \ , dismmonium-dichlonide  (CyHyN,*ZHCI'M,:209.1). Being kept i a
[ refrigerator, it can be used upto 3 days.

F.4.7.21. Coagulant reagent No. 21. (for the test of Staphylococcus tribes)

! To 1 volume part of stedlle 3.3% trimetallic sodium citrate (2H,0) solution
i ' we measure 4 volume parts of human blood, centrifuge this, then we add 10
} 19.0ml plasma 1.0md of 0.2% phenyl mercury () boratc or 0.2%
thiomersale solution. Instsad of human blood rabbit plasma can be used as

3,?#‘ well, diluted in 1:2 or 1:3 proportion with Botonic sodium chlonde solution

‘7 : and presened as above.

] 3.2.2 Lead content: max.: § ppm
. Test: according to Ph.Hg.VIL L189.0.C.7.1.1.

Previous destruction is necessary on the base of PhHg VI 1182/C.1. or
according to L183/C.1.4.

We heat 3 ml sample (HUMET-R syrup) on waler bath in an Erdenmeyer
flask mixed with 3ml ¢c HNOy, until the foaming stops. The sample 15
destructed in the mixture of 10 ml ¢c P-H,S0, and 20 ml R-50% HNOy in a
destruction flask by heating. The sample 18 dosed slowly by 1 ml, in order to
avoid the fall-out of carbon particlkes. Then we add 6 ml H,O, and 6 md
The superflnous sulphuric acid will be expelied by Bunsen flame heating, on
smalf flampe, taking carc that the flame could not reach the glass sbove the
surface of the liquid (sulphuric acid vapours will appear vigorously, then the
dark brown mixture will fade into a vellowash-white colour).

The solation will be evaporatad to 0.5 mi, then after cooling down diluted
with 2.0 mi of water and neuntralised to pH 7 mith § M NaOH solution. Then




HORIZON= - |
MULTIPLAN Page 21 of 24

we wash it with ¢qual quantity of bidistilled water in a fest tube 50 that the
volume of the solution would reach 15.0 ml, The solution prepared in such a
way will bt tested as 1o 1ead content,

Than we measurs into one tube 1.00 mi of this solation and into the sther
one 1.00 ml of the kad measuring solution.

Bath sclutions will be acidated with 1 drop of 2M HCY, mixed with 1.0 nd
freshly preparcd 196 ascorbic scid solution and heated to the boil. The cooled
Jown solutions will be filled up with water zplo 12.0 ml and mixed with 1 m
M KCN solution, then with 2.0 ml 2M NaOH solution. The solutions will be
shaken up, then we add to both solutions 5 drops of R-Na-sulphide sotufion
and shake up the content of the test tubes agam.

After 5 minutes we record the changes,
Result: :
The observed changs in the solufion ta be tested should be at most of such an

extent, as it is in the lead measuring reference flask. Preparstion of lead

measuring solutions: Ph.Hg VH 1597/R.4.1.
3.3. Detormination of content
3.3.1. Metal content 1281

Prescription: '

Zn 300 mg300 mi H-20%

Co  60mg300ml +0/-20%

Fe 420 mg/300 ml +0/-20%

Co 6.mg/300 ml +0f-20%

Mn 90 mg/300 ml +0/-20%
Test: Atom absorption anatysis following wet destruction
Preparation of the sample

After complete homogenisaion of HUMET-R containing syrup {after
thorough shalking-up) we measure 50 cm? sample (3 parallel samples) into a
tall 50 em3 heating glass.

We add Smi ¢cc. HNG;. We stant heating carcfully, because the veaction
begins vigoroudly, and after stabilisation of the diasolving process we add
5 el more cc HNO; and heat thi coversd with watch-glass for approx, 3-4
tiours at 130-150 °C until the sugar and the organic substances et destructed.
Then we carcfully add 3.0 ml cc HCIO, and evaporate the solution dry. The
* rernaining perchiorine acid will be evaporated from the surface of the heating
by small Bunsen fame. We add 20.0 ml 0.4 M Sclckton-B2 sofution

with 9 pH and let this stand for 12 hours.

Finalty we pour it together with Selekton B-2 solution into a 25 mi measuring
fa<k upto the mark.

Preparation of Sckekton B-2 solvtion:
148.8 g Scickton-B2 ad 1000 ml
To stahilise with NaOH at 9 pH.

This solution is called stock solution "A".

FE O STTR S P
e .
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Prepamtion of stundards

We prepare £ standands which contam:
- the metals to be ‘measured,
- humic aid, K. Cs and syrup contained in the sample.

Compeosition of the stmdards;
Into $ heating glasses we measure by pipette the Tollowing standard solutions:

% Co standard | .
Ty 1. 2ppm Co= 1ml from 100 ppm Co solubion
kC"S 2 dppmCo= 2 ° -

s 3. 6ppm Lo~ 3 ° *
T 4, EppmCo= 4 " "
5. 10ppmCo= 3" "
Mn standard
\ 1. 20ppmMa= Iml  from 1000 ppm Mn solution

‘ 2. 40ppmMn= 2 "

; 3, ppmMn= 37 -

] 4, WppmMn= 4 © -

L 5. 0 ppmMn= 5 " d
C\ 1. 20ppm Co= 1 ml from 1000 ppm Cu solution

| P WppmCu= 2 " " '

3. cppmCo= 3~ -
4, ppmCo= 4 ° -
o 100 ppmCu= 5~ -
1. 100 ppmFe= 1ml from 5000 ppm Fe solution
) 2. 200 ppm Fe= 2 ° -
3. 300ppm¥e= 3 7 -
4. 0 ppmFe= 3 7 -
i S. SO0 ppmFe= 3 7 "
| Zn standard
L. 1. 160 ppmZo= 1 ml from 5000 ppm Zn solution
2 200ppmZ= 2 °
i 3 30ppmin= 37 -
i 3. A0 ppmZn= 4 ° -
| 5. W0 pomZn= 3 7 -
To the standards we add:
| + 730 ppm K = 37 m 10.00ppm K
! + 300 ppmCa = 1.5ml 10,000 ppm Ca

i The $ composed standard soluions will be evaporated to 2-3 mi, then we add:

| : £ 1.25m - 60 g/l huwnde acid

} +3m} syrup '

{ The composed standsrds will be destrucied under the same conditions as the
(«4»\ samplos and diluted in a twofold quantity of acids, then we ditute this i ina
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twofold quantity of Scickton-B2 and pour into 2 50 ml measuring flask upto
the mark.

The device fo be applied

Two-ray atom absurption device of VARIAN SPECRA A-20 type,

Dietermination of Co:
The mcasmmg is being camied oul from stock solution "A" with  S-fold
* dilution, usmg the basic standard line, at 240.7 o wave length and 0.2 nm
sfit width, in :xr-and—acmee flame.

We dilute the stock solution "A® and the basic standard linc 20-fold with
disnlled water. The measoring B being catried ont &t 324.8 nm wave length
and 0.5 o slit width, in an str-and-acetyiene flame.

Determimation of Fe:
We d&lute the stock solution "A™ and the bask standard Ine 20-fold with
distifled water, The measwring is being carried out at 248.3 nm warve length
and 0.2 nm shit width, in 20 sir-and-zcetylenc flame,

Dutermination of Mn:
We dilute the stock schation "A” and the basic standard inc 20-fold with
distilled waler. The measuring is being carded our at 279.5 nm wave kength
and 0.2 nm skt width, in an sir-and-acetylene flame, —

Determination of Zn:
We dihute the stock solotion "A” and the basic standard ine S00-fold with
distilled water, The measuring is being carried out at 213.9 nm wave kngth
and 1.0 nm slit width, In an air-and-acetylene flame.

S0 x )
100 %

160 x

10 x

25060 &

Caleulating of the result:

resulting ppm x dihition rate x eriginal veltome (300 mY)

Metal don concentration=

1000
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II.C. Stability

1. Packing nnit:

300 miboude/pack
Z. Packing:

extetior: cardboard

interior: brown bottle, white plastic cap with guaranies seal
3. Swrage condiions:

The product is 10 be kept 2t room temperature (15-20 °C), protecied from
Hght. After opening, the bottle should be kept well closed, in a dark, cool

place (refrigerator).
In ons cardboard box we place 20 bottles (packs) of HUMET preparation.
Tbeooﬁwhngbmmbcmgkcptmadxy codpbcc,onsmda:d!oadmg
platforms with joint siraps.

+ Keepmgnmc.
12monﬁ‘xscomﬂedﬁ’m ﬁxcdmafpmducucm,
1 mouth fiom the opening.

Annex 1.




; 3 93, szeptember 20,

ORIZAGO8 GYOOGTILERRSZRTT INTRIKT Budapess, 18

1031 Budapest ¥, Zrinyt u 2. L fE 1 IV
Lavélcin: 1372 Postatik 439, Sum:  7419/51/95
Telefon: 117-1488 RiSags:  S20ke Krisztina
Telelax: 11-1187 et .
Targy:  Nyilvdniartisi adatok
midositica

A 10/1987.(V1i1.19.) Eii. Min. rendelstben kapott felhatalmzz4s alapiin
a kOvetkezo hatdrozatot hozom.

- Az aldbbi, gydgyszernek nem minesiilo gydgyhatisd késztmeny {gydgytmn&) eredetiteg
8575750793 szdmon adodt €5 6245/51/94, 10008751194 sxdmokon mddositon
*nyivintartisha vé&teli igazoldcfnak™ 1. sz, mellékiesdt az aldbbiak szerint

médosftom.

Gysgytermék peve: HUMET-R SZIRUP
Nyilvéntartdsi szdma: O G Y1- 43071993
(\ Forgalomba bozanli engedély szdma: 6808/51/94

A gydgytermék mddos{tott ayilvintrtis adatai a készitmény
lejdrati idejére vonakomak.

Cﬁw A madosiott adatokat tisd glabh:

u "35

ad B8575/50/93 sz. hatdrozat:
Lejdrati ido: 12 bdnap,
(felbontis utdn 1 héuap)

Indokids: Az Intézetbez beérkezen dokumenticidk alapidn a fenti viitoris

sxakrmailag megatapozott.

A jelen batdrozat ellen kérhez vételiol szimitott 15 napon belil,
a Népilén Miniszntérivmnak cfmezve, de hozzink benydjtva fellebbezéssel £ihet.

Dr?aﬂzmj}

.foxgazgmé




'NATIONAL INSTITUTE OF PHARMACY  Budapest, September 20, 1995  /
1051 Budapest, V., Zrinyiv. 3. No.: 7419/51/85
Mailing addrass: 1372 P.O.Box 450 Dur Clerk: Krisztina Szoke

Phone: 117-1488 Annexes: - o
Fax: 118-1187 Re.: Modification of registration data

5

e

Authorized by Order No, 10/1987 (Viil. 19Y/Ei. Min. issued by the
Minister of Heaslth, herewith | make the followingd écision:

"Decision on Registration' of the paramedicinal product below, originally
issued under No. B575/50/93, and amended under Nos. 6245/51/94,
10008/51/24 is modified as foliows:

Name of paramedicinal product: HUMET-R Syrup
Registration No.: OGYI-430/1983
- No. of Distribution Licence; 6808/51/94

The amended registration data of the paramedicinal ;:mdu(:t apply
totheshelf life ofthe product.

For amended data, see below:
to Decision No. 8575193:

Shelf life: 12 months
{1 momth after the product is opened up)

Reasoning: on the base of documentation submitted to the lnstrmte the
above modification Is professionally well-grounded. »

Appeals against the above decision may be executed within 15 days as
from the dehvery, as addressed 1o the Ministry of Public Welfare, but
submitted to us.

Stamp, Signature
Tamas Paal, M.D.
General Director



