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Prolonged HUMETg-R feeding in the rat

Hnus Hideg, MD, PA), & al, Research Inat.Budapesi 1996 04, hd 73, nap of Public
Health ond Mty Medicine of the Hunganan Anay, Deportuent of Toxizologica
Research

The aum of study was to test the cffedt of 2 long-lerm feeding whh 2.8, 7.5,
25, 75 und 250-fold (caloulated for ky b.w.) of the human daily doss (about
2 mg/kg b.w.) of the syrup-free HUMETe-R on 2) rat wmortality; b) weight
changes; ¢} onan weights; ) haematopoiesds; and ¢) chemical data in test
groups of 10 rats each.

Majer methods: Standard rat fodder (Code 624, LATL Godolid) was ground
and added to syrup-five HUMETe-R (HORIZON-MULTIPLAN Ltd.) in
quantities caleulared for the humic acid comtent of the preparation. after
homogenisation the muxture was dried, press granulated, then dried again at
room temperature. Taking a daily food ¢onsumption of 20 g/day per rat, the
daily doses comresponded to §, 15, 80, 150 and 500 mg/kg b.twv. caleulated for
the hwrde acid content. After 3 ane-wveek preliminery period this fodder was
administered for 4 weeks.

Of blood sampled under ether unuesthesia, blood cell counts (Medicer,
Hungary, sutomatic medels PHA-1 snd PHA-2) and chemical propecties
were deterntined (Hitachi, Japan, automatic model 717). Body tass was
measured weekly, urgan masses at the cud of the study.
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Fig. 6.1: Effect of a d-week feading of syrup-frec HUMET R
on the bedy mass of the rat
{ten anirals cach per group, € = Control).
{Ocdinate: Body mass means in gram, which did nat differ a1 the beginning, of
the study. The abscissa shows the quantny of trace-clement-cruiched and
syrup-free husrde acid product consumed daily ¢ magkg b.w.). The tested dady
doges comesponded (0 2.5 - 7.5 - 23 - 75 - 250-fold huran doses (abowt
2 mg/kg) caleulased for mass vait. By the end of the d-week HUMETZR
feeding with the doses conesponding 1o 75 und 230-fold of the human dose.
weight gain was fess (P < 6.05) than in the nniveated Sontwols.




HORIZON*~

MULTIPLAN Page 2 of 2
Resulta:

2} All angmals survived.

b) By the end of the third week the animals meated with 150 and
S00mgkgbw, (752  and 230x  calculatcd  human  dose)
had lost appetite and .

¢) at the end of week 4 thir body end organ weights were lower than those
of the untreated coatrols (Fig. 6.1).

d) Haematological or chemical data (erythrocyte, platelet and white bleod call
courtts, Hgh, MCV, MCHC, scrum fron, transferring, glucose, creatinine,
total protein, albumin, GOT, GPT, HBDH, LDH, CK, alkaline
phosphatase, amylase, Cs, P, cholesterol, triglycerides) showed no
difference between the treated and untreated groups.

Conclusion:

Profonged admdnistration of the wace element ermiched humic acid
preparation HUMET R had no toxic effects even in a dosage containing 25
times the amount of the recommended human daily dose. Weight galn was
stoppzd by excepuonally high pharmacological dosas only.
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ITUMET-R: EFFECT OF PROLONGED ORAL DOSE ON RATS

o ,by Andras Gachalyi, MD, Jézsef Neményi, MD, Janos Hideg, MD, Ferenc Gelenesér, MD,
- “Ereséber Hidvégi-Koildr, MD, Magdolna Ricu-Bah, Natalia Németh-Karpova, Béliné
Spiller

We studied the effect of the profonged feeding of {UMET-R containing food o rats; its

effect on whole body and organ weights, and on hematological and clinical-chemical
parameters.

Material and Method

Test animals

Random-grouped, 150117 g female Wistar raty were used for the experiment. The animals

were kept in a room of constant temperature and humidity, and alternating illumination,
e --..Normal or HUMET-R enriched granuled food and tap water was administered ad hbitum.

The rats were housed in Type Il plastic cages (5 animals/cage). Genern} physical condition

was monitared on daily basis, and eventual mortalitics were recorded. ’

Compouads

HUMET-R (HR) was manufactured and supplied to us by the Client.

Humic acid enriched food was prepared from HR supplied to us, as a function of the active
substance content. Standard rat food (Code 624, LATI, Godollg) was ground, and HR was
added. After homogenization, it was gronulated, and dned at room temperature. in
coasideration of the feed applied (20 g/day), the daily HR consumption by the animals was
determined as 1, 3, 10, 30 and 100 mg 1IR/200 g body weight/day.

Hemaiological studies

At the end of the experiment, the animals were ether anesthetized, the abdominal aorta was
penctrated, and blood samples were taken inte plastic syringes. Blood samples were
distributed into chemical test tubes.

From the blood samples, complete blood counts were tested, and quantitative assays were
made by MEDICOR-PHA-1 and PHA-2 automatic davices, and by HITACHI 717 analyser.

Determination of whole body and organ welghts

Weight changes were recorded | week before starting the experiment, then weekly for 4
wecks.

At the end of the study, after blood samplo taking, the lungs, hieart, spleen, liver and kidneys
were removed, resultant macroscopic alterations were recorded, and organs were weighed.



oups
s were acclimatized to laboratory conditions | week before starting the trcatmmts

uowmg treatments were performed:

lroi 10 animals
nanent feeding for 4 weeks,

with | mg/200g b.w. HR enriched food 10 animals
me - feeding for 4 weeks,

\\mn 3 mg/200g b.w. HR enriched food 1G animals
manent feeding for 4 weeks, ’

“with mﬁg&o(}gbw ‘HR enriched food 10 animals
maﬁent,feédmg for 4 weeks, ’
Wi 372003 b.w. HR enriched food 10 animals
mtfw’jéing for 4 weeks,

wnh 100 mg&OOg b av. HR enriched food 10 animals

3b‘WB t&é’t gmups were. armngod one week before the start of the study. All enimals
/)ormn! food forone week, then Groups 2-6 consumed diffezent doses of HUMET-
;d

conttois (Group l) showed continuous weight gain during the 5 weeks of the

riment. In the HR-groups (Groups 2-6), a trend sirsilar to the controls was ohserved
Day 21 of the study. In Groups 5 and 6 (30 and 100 g/200mg b.w. [HUMET-R, resp.)
ed weight loss was seen from Week 3 on. A possible cause of this change is that the
q  'yofcertsin trace elements in HUMET-R {e.g copper) may influence the

it wi the animals, which leads to decreased food consumption and thereby weight

effect of 4-weck-long feeding on weight gain is shown in Fig, 1.



nt changes were found between white blood cell, red blood cell and platelet

¢ controls (Group 1), and HR groups (Groups 2-6). Practically the same applics
hematological and chemical parameters as well. We underline that no

were scen even in the serum calcium level in the highest dose group (100

ssted chemical paranweters and enzymes were similar to the controls in each test

and conclusions
; with test animals fed with HR-enriched food permanently for 4 weeks are

d-as follows:

[-R humic acid product did not influence the general physical condition (motility,
1¢.) and some other biological parameters (whole body and organ weights,
.-..l and chemncai vnluw) of animals ¢ven with prolonged exposition to oral

g are thc 30 and 100 mg/200g b.w./day groups, where the animals lost appetite 3
r the stast of consuming HR-food, and this resulted in marked weight loss.
ng data of test animals obviously proved that pcrmanem exposition to HR-food

mostality during the study period.
v~ -ative study of hematological and chemical parameters showed that there was

@ .erence between the controls and the different test groups.
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