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The influence of many drugs on plasma levels of free fatty acids (FFA) (F. P.
Kupiecki, 1971; A. Bizzi et al., 1964) presents possibilities as well for imitation
or interference with lipid metabolism changes in certain pathological processes
as for difficulties and mistakes in their diagnosis or prognosis. The literature
data (L. A. Carlson and J. Ostman, 1961; R. Santi and G. Fassina, 1965) about
some changes in total plasma FFA after Phenamin or Acetysal application direc-
ted us to the comparison of the effects both drugs on total concentration and
levels of 7 individual FFA with the changes of the same indexes in 2 patients’
groups; with hepatic cirrhosis (HC) and with chronic renal failure (CRF) (39—
4th degree).

Our attention was paid to Acetysal as a drug belonging to the wide-spread
group of non-steroid antiinflammatory agents. Its basic mechanism of action
is the inhibition of prostaglandin synthetase (D. Metzler, 1980). The often non-
controlled use of Acetysal can lead the physician to false interpretations of labo-
ratory findings. The duration of prostaglandin synthetase inhibition after a sin-
gle dose Acetysal is 5—7 days long (J. Hirsch, 1977) what is of importance for
the clinical practice.

The Phenamin was chosen as a representative of indirect sympathomi metic
amines the use of which as regards of their doping and anorexigenic action can
be left out of control by physicians.

Material and methods

The study was carried out on 108 persons divided into 5 groups as followed:
1*t one — 50 healthy; 2" — 9 volunteers treated with a single dose of 10 mg Phe-
namin; 3¢ — 9volunteers given Acetysal (total dose 3,0 g, thrice daily divided
in equal 6 hours intervals) 4th — 24 patients with HC, and 5% one — 16 pa-
tients with CRF. In any persons the following FFA were determined: myristic
Cis .0 palmitic Cyg. o; palmitoleic Cy . ;; stearic Cig. o; Oleic Cig.4; linoleic Cig. o;
and arachidic C,y.,. The changes in both saturated and unsaturated FFA and
in the arachidic acid level were followed up and the ratio between the linoleic
acid as a precursor of arachidic acid and the arachidic acid itself (index Cyg.,/
Cy.4) Was calculated. The arachidic acid was taken into special consideration
because of its importance as an immediate precursor in prostaglandin synthe-
sis for the second series.

The FFA were determined by using gas chromatography with the apparatus
Chrom-4. The extraction was perfomed according to Dole’s method (1960) and
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the methylizing of FFA — by using diazomethane syntesized from acetamide

in our laboratory. ) R o
The calculations were made .according to an intrinsic standard arachinic

acid (Cy.0)-

Results and discussion

The received results show that the total amount of FFA is significantly in-
creased, as well after Phenamin and Acetysal treatment as in HC or CRF patients
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in comparison with that in healthy individuals (fig. 1). This increase is in both
patients’ groups within the range of drug-mediated changes. The relative share
of saturated and non-saturated FFA and arachidic acid varies in this total in-
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crease. After treatment with Phenamin (fig. 2) and Acetysal (fig. 3) the enhanc-
ing is due exclusively to the Cy.,. Probably, the Acetysal inhibition of prosta-
glandin synthetase blockades the involving of this acid in its further metabolism,
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Fig. 4

i. e. in prostaglandin synthesis. In both patients’ series the three FFA groups
increase. Here, similarly to drug effects, the part of arachidic acid is the largest
one. It is fourfold increased in HC patients and even more — in CRF ones. The com-
parison of absolute amounts of this acid shows a marked similarity of the levels
in both patients’ groups and Phenamin (fig. 4) treated individuals. In regard to the
mechanisms determining the pathological changes of the FFA levels one can
presume a larger analogy with the selective adrenergic mediated adipokinesis
realized by Phenamin than with the Acetysal action.
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The received data demonstrate certain one-way changes of the index Ciq: 2(
Cyo . 4 (fig. 5) in the series studied. The sharp increase of the relative part of arachidi‘
acid in the group under Acetysal treatment and the similarity of indices in al
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patients and individuals under Phenamin treatment is clearly outlined. The
data showing a significant diminution of the ratio Cyg.,/Cyy.4 point out that th-
liberation of the C, ., and the eventual transformation of the Cy., into Cy.,
in all groups studied is accomplished considerably more rapidly than the transfor
mation of Cy ., into prostaglandins.

C onclusions

1. Phenamin which is a representative of catecholamines liberating or ago-
nist adrenergic activity carrying drugs, increases the level of plasma FFA, espe-
cially of the arachidic acid as an immediate precursor in prostaglandin synthesis.

2. Acetysal which is a prototype of prostaglandin synthetase inhibiting
drugs, causes also an increase of the level of plasma FFA by means of selective
enhancing of arachidic acid concentration.

3. The interaction between Phenamin and Acetysal with plasma levels of
FFA is indirect and it is realized by means of pharmacological mechanisms.

4. The increase of FFA levels and the distribution of FFA after Phenamin
or Acetysal application is similar to the changes established in HC and CRF.
This circumstance make the interpretation of the results from the studies of FFA
by the physician difficult, indeed.

REFERENCES

. Meuaep, J. Buoxumus. M., Mup, 1980, 1. 2, c. 554. — 2. Bizzi, A.,, A. M.
Codegoni et al. Nature (London) 204, 1964, 1205. —3. Carlson, L. A,J. Ost-
man. J. Metabol., 10, 1961, 781. — 4. Dole, V. P., H. Acinetz J. Biol. Chem.,
235, 1960, 2595. — 5. Hirsch,J. In: Thromboembolism. Eds. J. R. A. Mitchell and J. G.



24 D. Zheljazkov, V. Mihova, M. Zheljazkova. . .

Domenet. Academic Press, 1977, p. 128. — 6. Kupiecki, F. P. Progr. Biochem. Phar-
macol., 6, 1971, 274. — 7. Santi, R., G. Fassina. J. Pharm. Pharmacol., 17, 1965,

596.

JIEKAPCTBA U JIABOPATOPHDBIE TECTbI: 1. BBAUMOAEACTBUE ®EHAM HHA
U AUETH3AJIA C ONPEAEJIEHUEM
CBOBOJHBIX )XHUPHBIX KHCJIOT

A. XKeassrkos, B. Muxoea, M. )Keanaskosa, M. Maneaposa, I'. Bapb6aros

PE3IOME

I'a3oBo-xpoMaTorpaduuyeckuM Crnoco6oM GBI HCCAEIOBaH YPOBEHb MNAa3Mbl CEMH HHIMBH-
AYalbHBEIX XKHPHBIX KucaoT 108 aui, pacnpenenednbix B 5 rpynn. K nepsoit rpynne oTHOCHAUCH
3J0poBHIe AKuLa. BTopoii KOHTPOJIbHOM Ipynne Jdojeil BBOAHIHN (heHaMHH B 103e 10 mMr. K Tperbeit
KOHTPOJIbHOM IpyMIle OTHOCHJHCH JTIOAH, KOTOPbIM BBOAHJIM alleTh3an B go3e 3 r. YerBeprtas rpyn-
na BKJIOYata GOJbHBIX UHPPO30M neueHH. K nmaToit rpynne oTHOCH/IHCh GOJbHbIE XPOHHYECKON
TIOYeYHON HeJOCTaTOYHOCThIO. YCTaHOBJIEHO, UTO CBOGOJHbIE XKHPHblE KHCIOTHI JHL, OTHOCSIHX-
ca k 11, 111, 1V u V rpynnaM, yBeJuUeHbl O CPaBHEHHIO C HX YPOBHeM y Jiojeit I-oft cpymmbi.
OGHapy Xenbl pasiuuusi B pacnpefeleHHH HHAMBHAYATbHBIX CBOGOAHBIX /KUPHBIX KHCJIOT, a4 TaK-
M€ M B CTOMMOCTAX HHJIEKCAa JHHOJEBON/apaxHIOHOBOH KHCIOT. deHaMHH BhI3bIBaeT CeJeKTHB-
HBIH, HanpaBJeHHbIH K apaXMAOHOBOH KMCJIOTe ajHNOKHHE3. AleTH3a/ NOBLILIAET ypOBeHb CBO-
6GOAHBIX JKHPHbIX KHCJIOT H B OCOGEHHOCTH apaxHAOHOBON KHCJOTHI, siBJsiouleiics HHIHOMTOPOM
NPOCTOTJaHAUHCHHTETa3bl. T10of06HbIe H3MEHEHHSI YCTaHaBAHBAOTCS y OGOJbHBIX LHPPO3OM [Me-
YeHH M XPOHMYECKOH NOYeYHOH HEeJOCTATOYHOCTbIO, YTO OCHOMHSIET HHTEpPNpeTaluio pesyJibTa-
TOB MCC/JeJ0BaHUS CBOGOAHBIX MKHPHBIX KHCJAOT y GOJbHBIX, NMEPEUHCACHHBIX K BblleyKa3aHHbIM
rpynpam. : : R



