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Summary. Based on earlier clinical experiences a group of 52 nonmigrainous 
depressed women were treated with 3- -6  mg/day  pizotifene (Sandomigran- 
Sandoz) in order to evaluate a presumed antidepressant action. The Bunney- 
Hamburg  behavior-rating scale was employed to quantify the results. Thirteen 
patients showed marked improvement and 22 patients partial improvement 
after three weeks' treatment. Involutional and psychoreactive depressions 
responded better than endogcnous forms. Symptomatically, anxiety and 
dysphoria were significantly more favorably influenced than retardation or 
paranoia.  No serious side effects were observed. 
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Zusammenfassung. Aufgrund frfiherer klinischer Erfahrungen wurde eine 
Gruppe von 52 depressiven Frauen, die frei yon Migrfine waren, mit 
Pizotifene (Sandomigran-Sandoz) in Tagesdosen von 3- -6  mg behandelt, um 
eine vermutete antidepressive Wirkung zu untersuchen. Zur Quantifizierung 
der Resultate wurde die Bunney-Hamburg Behavior Rating Scale verwendet. 
Nach 3w6chiger Behandlung zeigten 13 Patienten eine ausgeprfigte und 22 Pa- 
tienten eine partielle Besserung; involutive und psychoreaktive Depressionen 
sprachen besser an als endogene. Unter den Einzelsymptomen wurden Angst 
und Dysphorie signifikant gtinstiger beeinfluBt als Hemmung und Wahn- 
haftigkeit. Ernsthafte Nebenwirkungen wurden nicht beobachtet. 

Schliisselwtirter: Pizotifene - Depression - Angst. 

Introduction 

A rapidly increasing number  of our patients, having found relief from their 
recurrent migraine attacks, provide further evidence for the therapeutic value of 
pizotifene in various tbrms of functional vascular headaches. In the course of the 
treatment, besides the common side effects of a mild sedation and weight gain due 
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to an increased appet i te  [4, 8, 9, 22, 24- -27 ,  30], we regular ly  observed an elevat ion 
o f  m o o d  and  a decrease in anxie ty  states. This p h e n o m e n o n  d id  not  appea r  to be 
closely re la ted  to the p rophy lac t i c  effect of  the drug on the f requency and  
intensi ty  o f  headache  a t tacks ,  but  seemed ra ther  to depend  on the severity of  
p r e t r ea tmen t  psychopa tho logy .  This observa t ion  p r o m p t e d  us to pos tu la te  a 
direct  anxiolyt ic  or  an t idepressan t  effect of  pizot i fene,  independen t  of  its 
mig ra ine -p rophy lac t i c  p roper ty .  Other  repor ts  [1, 17, 20, 34] had  a l ready  raised 
this poss ibi l i ty ,  which could  be fur ther  conf i rmed  by  pha rmaco log ic  con- 
s iderat ions .  An tagon i s t s  o f  serotonin ,  e.g., c inanser in ,  have been repor ted  to yield 
anxiolyt ic  effects [16], and  benzodiazepines ,  the most  widely used anxiolyt ic  
drugs ,  are also supposed  to act by  an tagoniz ing  b ra in  sero tonin  [6, 7, 35]. There-  
fore we dec ided  to test whether  pizot i fene has any an t idepressan t  or  anxiolyt ic  
effect in true depress ion.  

Material and Methods 

Fifty-two female patients with primary depression were included in this study. Thirty-seven of 
them were hospitalized for the first time, and the others had two or more prior admissions due 
to former manic or depressive episodes. Their age ranged from 26 to 51 years, with an average of 
44 years. The diagnosis of depression was established according to the usual criteria [18], the 
most frequent symptoms being depressed mood, loss of energy and interest, ideas of guilt and 
insufficiency, motor retardation or agitation, anxiety, suicidal thoughts, insomnia, weight loss, 
etc. The current depressive phase had usually begun 5--20 days before admission. 

After medical examination and psychiatric exploration, all patients were scored on the 
Bunney-Hamburg (BH) behavior-rating scale [5], which has proven to be sufficiently reliable 
for longitudinal observations. Further, patients were divided into subgroups according to two 
separate aspects: pathogenetically (involutional, psychoreactive, and endogenous) and sympto- 
matically (anxious-agitated, dysphoric-hypochondriac, retarded, delusional-paranoid). This 
latter differentiation is somewhat arbitrary, but roughly corresponds to that created in drug 
selection and has many advantages in clinical practice. 

Treatment was initiated with 3 • 1 tablets of Sandomigran (0.5 mg pizotifene) and gradually 
elevated according to clinical response up to 3 x 2 to 3 x 4 tablets (3--6 mg) daily. If no 
beneficial effect was seen with 6 mg/day during 10--14 days, or even earlier, if the severity of 
the symptoms made it necessary, the treatment was changed to standard tricyclic therapy and/or 
electroconvulsion (ECT). During the trial, we carefully avoided administering other major 
psychotropic drugs, particularly tricyclic antidepressants, and therefore only tranquilizers of the 
benzodiazepine type and nonbarbiturate hypnotica were given when necessary. 

At the end of the third week, each patient was scored again on the BH scale and therapeutic 
ratings calculated as follows: 50% or more decrease of the initial BH score was given 2 points, 
20--50% decrease 1 point, and less than 20% decrease 0 point. Zero was also given for those 
patients who could not end the trial. 

Results 

Thir teen  pat ients  of  the to ta l  52 showed clear  (2-point)  improvement ,  and  
ano the r  22 subs tan t ia l ly  benef i ted f rom the pizot i fene t rea tment  (Table  1). These 
two groups  represent  67% of  the to ta l  pa t ien t  popu la t ion .  In  the table,  we 
ca lcu la ted  the n u m b e r  of  m a r k e d l y  or  modera t e ly  improved  pat ients  separa te ly  
for  the d iagnos t ic  subgroups :  significant differences were revealed between 
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Table I, Therapeutic response to pizotifene after three 
weeks' treatment 

N Therapeutic rating (points) 

0 1 2 

Endogenous 13 8 4 1 
Psychoreactive 16 4 7 5 
Involutional 23 5 11 7 

Total 52 17 22 13 
J 

35 (67%) 

69 

endogenous  depression and the other two groups with respect to their average 
therapeutic response, (Table 2). In the evaluation of  these data it has to be con- 
sidered that  this popula t ion  consisted of  cases severe enough to require psychi- 
atric haspitalization. Symptoms  often included recurrent delusions, paranoid  
ideation, repeated suicide attempts,  etc. 

Statistical compar i son  of  the symptomatical ly  differentiated subgroups (Table 
3) clearly demonst ra ted  that anxious and dysphor ic-hypochondr iac  forms of  
depression showed more favorable therapeutic response than retarded or para- 
noid-delusional forms. These differences are statistically highly significant [19]. 

Clinical observal:ion of  the patients during the trial confirmed the findings 
obtained by the formalized rating scale. In responder patients, marked im- 
provement  of  the vegetative symptoms occurred on the second to the four th  day. 
Sleep and appetite returned first, accompanied  usually by a transient sedation. 

Table 2. Average therapeutic ratings 
after treatment in different subgroups 
of depressed patients 

N• S.E.M. N 

Endogenous 0.461 + 0.18 a 13 
Psychoreactive 1.062 + 0.23 16 
Involutional 1.087 + 0.10 23 

a Significantly different from the other two 
groups (P< 0.05) 

Table 3. Average therapeutic rating after pizotifene in the 
symptomatic subgroups 

N ~'__+_ S.E.M. 

Anxious-agitated 19 1.316 + 0.13 ~ 
Dysphoric-hypochondriacal 14 1.214 + 0.18 a 

Paranoid 12 0.417 + 0.16 
Retarded 7 0.143 _+ 0.14 

Significantly different from nonmarked groups (P< 0.01) 



70 C.M. Banki 

Anxiety decreased after the end of the first week, while mood elevation became 
evident in the majority of cases during the second half of the second week. 

Undesirable side effects were moderate and infrequent. Initial drowsiness did 
not cause complaints and gradually decreased in the course of the second week. 
In some cases a marked increase of appetite led to rapid weight gain, even to an 
undesired degree. Three patients mentioned 'restless legs,' two patients ob- 
stipation, and one a transient dysuria. 

Discussion 

Elevation of mood in the course of pizotifene treatment has been observed by 
other authors [20, 34] in migrainous patient populations. In such cases, however, 
there always arises the question whether it can be attributed indirectly to the 
alleviation of the migraine, or to some direct pharmacologic effect. In the present 
study we intended to provide additional data on this subject, since after a 
literature survey we were not aware of any other publication dealing with 
pizotifene effects in nonmigrainous but depressed patients. In our female patient 
group (although they were too few in number to permit definite conclusions), 
pizotifene proved markedly or moderately effective in about two-thirds of the 
patients. However, the employed doses were somewhat higher than those 
recommended for migraine prophylaxis. 

Some theoretical considerations about the mechanism of an antidepressant 
action may arise from the investigations of the last two decades aimed at 
clarifying the biochemical background of depressive illness. Among these, a large 
and still continuously growing body of data seems to support the so-called 'sero- 
tonin hypothesis,' i.e., the involvement of pathologic changes in brain-serotonin 
metabolism in the development of depression [12, 28, 31--33]. The most widely 
accepted version of this hypothesis postulates a decrease in free serotonin level at 
certain central receptor sites. In fact, tricyclic antidepressants can elevate biogenic 
amine levels at receptors by inhibiting their reuptake into the presynaptic vesicles; 
monoaminooxydase inhibitors, the other major group of effective antidepres- 
sants, have the same final effect through blocking the disposition of the brain 
amines. Pizotifene is also a tricyclic drug [10] with amine reuptake-inhibiting 
properties [23], which can also play a part in its migraine-prophylactic action [1, 
34]. In this way some antidepressant effect of this compound seems to be 
expected. Further, depletion of brain serotonin results in a state characterized by 
anxiety, increased locomotor activity, insomnia, and decreased appetite [15, 21]. 
Some of these manifestations, strikingly similar to certain symptoms of depres- 
sive illness, can be reversed by administration of the serotonin precursor L- 
tryptophan, which is also sometimes therapeutically effective in clinical depres- 
sion. Pizotifene has opposite effects to those of serotonin depletion (sedation, 
sleepiness, increased appetite, anxiety reduction). These are often referred to as 
side effects of the migraine-prophylactic treatment. 

Some recent observations suggest the involvement of altered serotonin 
metabolism in both migraine and the development of depression. In a prelimi- 
nary study we combined a daily dose of 4.5--6 mg pizotifene with 120 rag/day 
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pyridoxine for  depressed patients. Synergic action was found,  and therapeutic 
responses were more  rapid and strong than with pizotifene alone. As pyridoxine 
itself has profitable effects in milder forms of  depression, p robably  due to 
increased biogenic amine synthesis [2, 29], the deviation of  newly synthetized 
serotonin f rom the periphery toward  the CNS may account  for this synergism. 
Alternatively, pizotis can interrupt the feedback loop by blocking serotonin 
receptors, thus leading to increased synthesis, which can be further supported by 
exogenic pyridoxine supplementat ion.  

Independent  of  these highly speculative aspects, we found pizotifene remarka-  
bly effective in certain forms of  authentic depression, an observat ion that  seems 
to warrant  further  trials. As most  of  the c o m m o n  antidepressants have con- 
siderably numerous  adverse effects [13, 14], we believe there is clearly a need for  
new and safe compounds  for  treating depression, one o f  the most  c o m m o n  
psychiatric illnesses. 
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