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Sixty-four patients were treated with lithium orotate and observed for time
periods ranging from four months to two and one half years. Lithium orotate
is of truly unparalleled efficiency in the treatment of con.m%r%'gﬂg
constant_headache and hemicrania. Also in the treatment of depression, alcoliolism
and epilepsy, Ti ate Fas proven very useful without any problemis—in the
application. Lithium orotate is effective at uncommonly low dosages and causes
no negative side effects. Lithium citrate and lithium carbonate are far less
effective than lithium orotate.

The specific principle is considered to be a directed intracellular transport
of lithium by means of the orotic carrier molecule, which has a high affinity
for tissue dependent on the pentose pathway, c.g. glia and the blood brain
barrier. The directed carrier principle of the lithium orotate therapy makes a
determination of the lithium level in blood serum unnecessary. The effectiveness
of lithium therapy as such is based on a membranal and cellular displacement
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of sodium.

In the autumn of 1969, HAMILTON reported on
the dessication of malignant pleura effusions with
the help of fithium_succinate] given orally in capsu-
les in daily doses of mg. Lithium carbonate
and lithium acetate did not possess this therapeutic
capacity. We personally followed the progress of
one of HAMILTON’S patients and can confirm his
observations. We used lithium succinate from the
Verdun Company in Montreal for this purpose.

The succinates have an especially great affinity
for lipid structures, which may explain the superio-
rity of lithium succinate over lithium carbonate and
lithium acetate. The desiccation of malignant pleura
effusions can only be explained as the result of a
displacement of sodium by lithium in the cells or
membranes. The displacement of sodium by lithium
is also the working principle behind the lithium
therapy in neurology and psychiatry and is due to
the progressive scaling of the atomic radii of these
substances.

In the past few years, the use of lithium to con-
trol depression, constitutional migraine, constant
headaches, hemicrania, alcoholism and hygerryreo-

_sis (GERDES 1972) has played an increasingly im-
“portant role. This led us to examine ths applica-
bility of the principle of directed mineral or
electrolyte transport to the lithium therapy. Our
observations on tissue cultures have established that
the orotates such as calcium orotate and magne-
sium orotate pass through the cell membrane in
undissociated form and release their respective ions
only at the site of membranes of cytoplasmic struc-
tures. It is assumed that this is also true for lithium

orotate (NIEPER, 1969, 1970), (fig. 1).

In addition to this phenomenon, the orotates
show a special affinity for tissues in which the
metabolism involves the pentose pathway, e.g. the
glia, vascular walls and especially the blood brain
barrier (NIEPER, 1973).
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FIGURE |. — Lithium 'orotate.

Continuous use of drinking water rich in lithium
(El Paso) has been correlated with a low of psy-
choses (DAWSON, Mc GANITY and MoOORE, 1972) ;
the protective effect of hard water with respect to
arteriosclerosis is presumed to be due to the high
lithium content. Based on our present knowledge
of the course of arteriosclerotic damage, it is
probable that the lithium is stabilizing the lysoso-
mal membranes and thus preventing lysosomal da-
mage to the vascular walls, perhaps even to the
cardiac muscle itself (Voors, 1971 . PLATT, 1972).
An exactly opposite situation is observed when the
level of intracellular sodium is high. The lithium
ion of lithium orotate is specifically released in the
immediate vicinity of the lysosomes.

We have had lithium orotate in clinical use for
two and one half years, treating mainly ambulatory
patients. The therapeutic effectiveness has been so
spectacular that an extensive report on our work
is now in order.

We used stomach acid resistant gelatine capsules
filled with 15 1 hmm“’&&’a’t%fMg
the long-term therapy, an extremely exact Bausch
and Lomb spectromat was used to perform nume-
rous mineral analyses of the patients’ whole blood
and blood serum. Therapy with lithium orotate
does not cause the approximate level of 0.02 ppm
lithium in normal whole blood or serum to be
exceeded by more than 30 %. It is significant that
a completely effective lithium therapy can be achie-
ved without raising the level of lithium in the
blood excessively. This also supports the assump-
tion that the lithium orotate molecules transport
lithium ions directly into the cell. The removal of
reservations related to the toxicity simplifies the
lithium therapy in general, especially in the treat-
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FIGURE 2, — Magnesium orotate

ment of migraine. At normal doses, a continuous
control of the level of lithium in the blood is no
longer necessary.

In only three cases did we observe mild symp-
toms of muscular adynamy, lack of appetite and
general listlessness after six to eight weeks of conti- .
nuous treatment with lithium orotate. These symp-
toms disappeared when sodium glutamate (bouillon
preparation) was given.

The therapy was continued for a minimum of
cight weeks with all patients and was reinstated at
the reoccurrence of complaints, generally at the
lower doses previously achieved. We observed a
complete absence of negative side effects with the
use of lithium orotate, especially with respect to
cardiac and hepatic symptoms. According to capil-
larographic criteria, the elder patients cven showed
an increase in blood vessel elasticity during this
therapy. .

The onset of treatment.gis usually accompanied
by a rapid excretion of water from the body. Myop-
tic and hyperoptic patients experience a change in
vision due to a slight dehydration of the eyes. On
the other hand, flicker scotothe and other sensa-
tions which usually accompany attacks of migraine
disappear.

The identity of lithium concentrations in -whole
blood and blood serum indicates that this subs-
tance is normally not the object of a directed
transport across membranes. This is y it is
especially important to provide lithium with a sui-
table carrier mechanism. The widely used acetate.
carbonate and citrate compounds hardly fulfill this
requirement, the succinate and asparaginate do 5o
partially, but the orotate is by far the most effec-
tive lithium carrier molecule for the reasons pre-
viously discussed in this paper.

We have treated a total of 64 patients with li-
thium orotate. observing all but 3 of them for more
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~ than four months. The 3 patients who discontinued

the therapy prematurely were all alcoholics.

Among the patients were 44 who could be grou-
ped together according to their symptoms of cons-
tant headache, migraine and hemicrania. The
youngest was fifteen, the oldest seventy-four years
old. There were 31 females and 13 males in this
group. All of them were dissatisfied with the re-
sults achieved by previous treatment. Some com-
plained that the previous therapy had merely
lessened the severity of the attacks without pre-
venting them altogether, others claimed that the
various treatments were totally ineffective, some
were opposed to the use of suppositories and some
had experienced unpleasant side effects.

Our analysis of the case histories led us to the
discovery that the use of ergotamine preparations,
with and without caffeine, yield especially unsatis-
factory results. Compounds containing Vitamin B 15
are considered to be helpful in some cases. The
most effective compound used to treat constitutio-
nal migraine before the introduction of lithium oro-
tate for this purpose is undoubtedly benzoic acid
sulfinide (saccharin), which most probably achieves
a displacement of sodium similar to the lithium
orotate. This compound is, however, virtually unk-
nown in Germany and is no longer applicable.

16 of the 44 patients had previously used anal-
gesic compounds containing lithium citrate (13 pa-
tients) or lithium carbonate (3 patients) without
therapeutic ecffect.

Therapy with lithium orotate was started at doses
of five to six 150 mg capsules per week. Of the
44 patients, 39 reported the therapy to be tho-
roughly effective and their use of additional anal-
gesic compounds was drastically limited. The sup-
plementary intake of caffeine was frequently of
value. There was virtually no improvement in the
conditions of 5 patients, all most probably suffering
from occipital pain of cervical or neuroradicular
origin.

I cannot recall any medication which was able
to achieve such remarkable results in so short a
time as does lithium orotate. I have reason to be-
lieve that a number of the patients, skeptical of
the low dosage, were taking lithium orotate cap-
sules more frequently than necessary. This is, ho-
wever, completely harmless in every respect.

12 patients were given lithium orotate to control
depressive moods or larval endogenic depressions,

generally a maximum of five 150 mg capsules per

week. 9 patients in all reported an improved condi-

“fion, of which 3, who also showed an accompa-
nying hyperthyreosis and tendency towards migrai-
ne, noted an exceptional betterment.

Of the 8 alcoholics treated with lithium orotate,
3 discontinued the therapy of their own accord
after a short time. 2 of them have remained wit-
hout relapse for more than fifteen months now,
especially remarkable since they had each under-
gone two previous hospitalized withdrawal treat-
ments without success. One had suffered from mi-
graine and both of them suffered from depressions.
A comparable case has been under observation for
only seven months thus far, but appears to be follo-
wing the same favorable course. The wives of the
remaining 2 patients report that the situation has
improved vastly ; their husbands are far less explo-
sive and no longer resort to violence, and they are
in general more reasonable than before.

We rcalize that the number of cases presented
here is small, but believe that it is. sufficient io
compare favorably with the ecxcellent results of
KLINE’s double-blind study (1973), as reported by
the U.S. Veterans Administration. KLINE achieved
a reasonable curative effect in more than half of
over 70 sporadic alcoholics with the use of conven-
tional lithium salts. The therapy with lithium oro-
tate appears to be entircly as effective, with ihe
advantage that it is significantly less problematical.

Six patients having manifestations of cpileptic
disease were also treated with lithium orotate. Four
of them, 3 males and 1 female between fourteen
and twenty-one years of age, had had an average
of ons or two convulsive cpisodes per month. Li-
thium orotate, given over a period of five to
seven months, cntirely ecliminated the tendency io-
wards convulsions and also lessened the psychic
retardation of the patients considerably. These pa-
tients had received no medication other than lithium
orotate, with the exception of one who also drank
an effervescent preparation of magnesium aspar-
tate. Two patients, 1 male and 1 female of thirty-
two and forty-five years of age respectively, who
were also being treated Mylipsin (primidone), also
showed a marked improvement on the lithium oro-
tate therapy. All 6 patients received 150 mg lithium
orotate four times per week. We know from our car-
lier experiments performed with whole blood analysis
that epilepsy is also connected with a sodium reten-
tion in neural tissue. I feel that it would be very
worthwhile to expose lithium orotate to an exten-
sive clinical trial in the trcatment of cpilepsy.
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, RESUME
’U'nus;mon CLINIQUE D'OROTATE DE LITHIUM. ETUDE SUR DEUX ANNEES
H.-A. NIEPER
Ag}rwsologie 1973, 14, 6: 407-411

Soixante-quatre malades ont été traités A Il'orotate de lithium et surveillés
pendant des périodes de quatre mois 4 deux ans et demi. L'orotate de lithium
révele une efficacité incomparable dans le traitement des migraines constitu-
tionnelles, des céphalées permanentes et des hémicranies. Il s'est montré trés
utile aussi dans le traitement des dépressions, de I'alcoolisme et de ['épilepsie
sans difficultés d'utilisation. L'orotate de lithium est efficace 3 des dosss inhabi-
tuellement basses de lithium et ne présente pas d'effets secondaires génants. Le
citrate et le carbonate de lithium sont nettement moins efficaces que I'orotate.

L'apport intracellulaire direct du lithium par le transporteur orotate 2a
affinité élevée pour les tissus a voie des pentoses dominanie (glie et barritre
hémato-encéphalique) est considéré comme le principe spécifique de cette activité.
Ce principe d'apport intracellulaire dirigé rend la détermination du niveau
sanguin de lithium inutile. L'efficacité de ce traitement par l'orotate de lithium
dépend d'un déplacement du sodium membranaire et cellulaire.

ZUSAMMENFASSUNG

DIE KLINISCHE ANWENDUNG VON LITHIUM-OROTAT,
EINE ZWENAHRIGE UNTERSUCHUNG

H.-A. NIEPER

Agressologie 1973, 14, 6: 407-411

Vierundsechzig Patienten wurden mit Lithium-Orotat behandelt und iiber
eine Zeit von 4 Monaten bis zu 2 1/2 Jahren beobachtet. Lithium-Orotat ist
von einer unvergleichlichen Wirkung in der Behandlung konstitutioneller Migriine,
von Dauerkopfschmerzen, und von Himikranie. Auch in der Behandlung von
Depressionen, Alkoholismus, und Epilepsie zeigte sich Lithium-Orotat als sehr
niitzlich ohne irgendwelche Probleme in der Anwendung. Lithium-Orctat ist in
ungewohnlich geringen Dosen wirksam und erzeugt keine negativen Nebeneffzkte.
Lithium-Citrat und Lithium-Carbonat sind weit weniger wirksam als Lithium-

Orotat.

Das spezifische Wirkprinzip wird in dem gerichteten intrazelluliren Trans-

port von Lithium mit Hilfe des orotis
eine hohe Affinitit fiir Gewebe, das

chen Tridgermolekiiles geszhen. Dieses hat
vom Pentose-Pathway abhingig ist. wie

beispielsweise Glia und die Blut-Liquor-Schranke. Das gerichtete Trégerprinzip
des Lithium-Orotates macht eine Bestimmung vom Lithiumspiegel im Blutserum
in der Regel iiberfliissig. Die Wirkung der Lithiumtherapie als solche beruht auf
der membraniren und zelluliren Deplazierung von Natrium,
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RESUMEN

LA APLICACION CLINICA DEL OROTATO DE LITIO : UN ESTUDIO DE DOS ANOS
H.-A. NIEPER
Agressologie 1973, 14, 6: 407-411

Sesenta y cuatro pacientes fueron tratados con orotato de litio y observados
durante periodos de tiempo comprendidos entre cuatro meses y dos anos y medio.
El orotato de litio es de una eficacia sin precedentes en el tratamiento de la
jaqueca constitucional, cefalea constante y hemicrania. Asimismo, el orotato de
litio ha resultado de mucha utilidad y sin problemas de aplicacion en el trata-
miento de la depresion, el alcoholismo y la epilepsia. El orotato de litio es
eficaz a dosis sorprendentemente bajas y no produce efectos secundarios nega-
tivos. El citrato de litio y el carbonato de litio resultan de una eficacia conside-
rablemente menor que el orotato de litio.

El principio especifico parece ser el transporte celular directo de litio por
un portador ordtico.

Kamuugecxoe NpuMMEHOHKE OpPOTATE AKNTHRA B TOWYEHKR ABYX J6T

Arpeccosorxa , 1973 , 14 : 6 8407 = 41X

64 naLmeHTA OMAN AGUEHM OPOTATOM ANTHA B Nepuese OT 4 MecsUeB AO
ABYx ¢ nososxuofi xeT . OpeTaTr aAuTua obienseT supazexHoft akTMBHOCTLD
PN ZeYeRNN KOHCTHMTYLUMOHHOR MMrpeHE m ynopHol rososseff Gesx , ecolemuo
npR GeASX NOACBMMM FoJ0BM . [IDN AGUEHKN AAKOrOANSMA , LENDPOCCHN H
SNKMAENCAX 9TOT npenapar obsasaer BNpaxexuENM AeficTexen 608 neGeuHux
zpaenufi M B OueHb MBAMX 4088X . OPOTAT ANTHS e0iaaaer Geaee supaxennol
QERTRBHOCTLD , ueM AnMoHHOoKMcaAME u yraexucaull amrud .

ABTepM npeaneiarert , uTe sefcTsME ITOr0o NpENSpATA CHABAHO , C BHYT-

PHKABTOUHEM TPAHCNOPTOM , @ ODOTAT NIPAET DeAb HOCHTEAS .

411




