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Smoking Cessation using “Tabex” Tablets Containing Cytisine

By D. PAUN and J. FRANZE

The Minister of Health of the Democratic Republic of Germany pointed to the “rising amount of impairment from tobacco, particularly the increasing number of deaths from bronchial cancer and heart attacks in recent years” in his memo of 24 June 1965 to “all regional and district physicians and all medical directors” and recommended among other things:

“Heavy smokers should be influenced psychologically and supported with medication to give up smoking permanently or to at least reduce smoking after discharge…

Qualified physicians should be enlisted increasingly to conduct smoking cessation clinics and they should be offered every possible support for this undertaking…”

We followed up on this appeal and set up smoking cessation clinics which used group therapy for smokers who wished to quit, and tested several domestic and foreign medications  for smoking cessation.

We achieved the best results using the Bulgarian “Tabex” tablets containing cytisine from Pharmachim in Sofia. 

The former Research Center for Experimental Oncology of the German Academy of Science in Potsdam-Rehbrücke also collaborated with us on a “Tabex” study, parallel to an extensive placebo study, the results of which they kindly made available to us.

F. Linkint (1955/56) wrote the following about cytisine:

“The well-known pharmacologist Fühner has suggested smoking laburnum (Cytisus laburnum) or golden gorse (Ulex europaeus) instead, since the cytisine or ulexine contained in them has an effect similar to nicotine, but apparently does not lead to addiction…”

The Bulgarian pharmacist Strashimir Ingilisov developed “Tabex” from laburnum. One tablet contains 1.5 mg of the respiratory stimulant alkaloid cytisine which is similar to lobeline and nicotine.

The toxicologist S. Moeschlin (1964) wrote about cytisine:

“Pharmacology: Cytisine has an effect similar to nicotine, but is more stimulating, a sympathicomimetic compound, initially centrally stimulating especially the medulla oblongata (in particular the vasomotoric and vomiting centers), then paralyzing them.  Blood pressure is elevated centrally and peripherally (vascular stenosis). Tachycardia, mydriasis, vertigo, cephalea…”

“Symptoms of poisoning:  These are quite similar to nicotine poisoning…”

The manufacturer announces:

“It stimulates respiration, mainly reflectory  – it increases the distribution of adrenaline in the adrenal medulla, and raises blood pressure… Its effective mechanism is similar to that of nicotine.  However, in contrast to nicotine, its therapeutic range is much broader…

In case of an overdose, the toxic effect of both alkaloids causes nausea, vomiting, widening of the pupils, tachycardia, general weakness, respiratory paralysis, etc.”

“Relative counter indications:  High blood pressure and arteriosclerosis, in which case treatment should be conducted under a physician’s supervision.”

If his organism is saturated with cytisine, a smoker does not experience nicotine withdrawal…”

In group discussions, our patients were first asked to attempt to quit smoking without any medication. Those who were still smoking at a second meeting and believed that they could not quit without pharmacological support were prescribed “Tabex”. They usually received the following treatment plan, together with the urgent advice to quit smoking completely at the beginning of the medication therapy:

  1st to   3rd day:  1 tablet 6 times daily

  4th to   8th day:  1 tablet 5 times daily

  9th to 13th day:  1 tablet 4 times daily

14th to 17th day:  1 tablet 3 times daily

The elevation of blood pressure caused by this compound was often quite positive for patients who – often subconsciously – smoked to raise their low blood pressure.  We used “Tabex” in persons with hypertension only if blood pressure was measured twice weekly. For patients above age 50 and for all others with diagnosed or suspected arteriosclerosis, the dosage was reduced as follows:

1st day:  1 tablet 6 times daily

2nd day: 1 tablet 5 times daily

3rd day:  1 tablet 4 times daily

4th day and after:  1 tablet 3 times daily

In these cases, we advised the patients urgently not to smoke any tobacco products after the first day of the treatment and recommended that they further reduce the dosage as soon as possible and – if no strong urge for tobacco was present – to take the tablets only occasionally, when a relapse was imminent, e.g. in stress situations. 

During the period of treatment, we checked the blood pressure in patients with hypertension twice weekly. During this process, we did not observe any elevated blood pressures or any complications of any kind. 

In the following weeks, individual and group sessions were held with the patients. After 3 months and again after 6 months, they were questioned as to the success of the “Tabex” therapy, their condition, and any side effects.

It was shown that the most subjects consumed fewer tablets than the recommended amount in the treatment plan. Of the patients in group F who had not smoked again for at least a week after completing the treatment plan, only 18% consumed more than 50 tablets, 66% between 21 and 50 tablets, and 16% up to 20 tablets.

St. Stoianov and M. Janachkova (1965) also reported that the majority of patients gave up smoking without having to complete the entire treatment plan.

The Research Center for Experimental Oncology in Potsdam-Rehbrücke treated 36 subjects with “Tabex”  – 42% of whom were non-smokers after 4 to 5 months – and 239 subjects with a placebo – of these, only 34% were non-smokers after 2 to 4 months (Group R).  With the patients treated jointly with the Research Center there is a total of 266 patients in comparison with the 239 who were given a placebo.(Table 1).

Table 1 Classification of the patients whose treatment was successful according to the minimum period of smoking cessation (for explanations, see text)

___________________________________________________________________________________________
	Group
	After the beginning of treatment, at least ,,,,, of the smokers treated were nonsmokers for  at least: 

	
	4 weeks

abs.           %
	8 weeks

abs.           %
	13 weeks

abs.            %
	26 weeks1
abs.          %
	Subjects

	_____________________________________________________________________________________________

	F
	111            
	86
	  83           
	64
	68               
	52
	51
of 108
	47
	130

	P2
	84              
	84
	  68           
	68
	62
	62
	35
of 81
	43
	100

	F + P2
	195            
	85
	151           
	66
	130
	57
	86
of 189
	46
	230

	R
	
	 15
	42
	
	
	
	
	36

	F + P2 + R
	
	166
	62
	
	
	266

	Placebo
	
	80
	34
	
	
	239


__________________________________________________________________________

1 Not all subjects have been questioned.

The selection, type of treatment, and compilation of treatment results are identical in essential criteria, so that summarizing them in one group appears to be justifiable. The patient group comprises smokers of various ages, various smoking durations, varying social status, and various levels of consumption, and may thus be considered representative for a smoking counseling office.

The comparison between “Tabex” and placebo levels, which can be made only for subjects who were still non-smokers 8 weeks after the treatment began, is significantly (according to Koller’s tables) in “Tabex’” favor. The first 100 of Paun’s patients treated with “Tabex” (Group P1), are not included in Table 1. These included hand-picked cases of severe tobacco dependency, mostly those who were not successfully treated or did not achieve lasting success with lobeline and who for the most part were contacted by telephone and invited to join a free trial of the new compound. (In 1965 until the middle of 1966, “Tabex” was not yet available in sufficient amounts.)

Of these 100 patients, 46 were non-smokers after 4 weeks, 36 after 8 weeks, 31 after 13 weeks, and 21 after 26 weeks.

If this group P1, which has a different composition than groups F (Franze), P2 (Paun, 2nd group), and R (Rehbrücke), is included in the calculation, the success rate of “Tabex” treatment is lowered (Table 2). The result remains, however, significantly better than that achieved with the placebo. Under these difficult conditions, 55% of all subjects treated with “Tabex” were still non-smokers 8 weeks after the beginning of treatment.

Table 2   Total of successfully treated patients according to the duration of nonsmoking (for explanation see text)

	Group
	After the beginning of treatment, at least ,,,,, of the smokers treated were 

nonsmokers for at least:
	Subjects

	
	4 weeks
	8 weeks
	13 weeks
	26 weeks1
	

	
	abs.
	%
	abs.
	%
	abs.
	%
	abs.
	%
	

	_____________________________________________________________________________________________________

	P1
	46
	46
	36
	36
	31
	31
	21
	21
	100

	F + P1 + P2
	241
	73
	187
	57
	161
	49
	107

of 289
	37
	330

	F + P1 +

P2 + R
	
	
	202
	55
	
	
	
	
	366

	Placebo
	
	
	80
	34
	
	
	
	
	239


_____________________________________________________________________________________________________

1 Not all subjects could be questioned

At the time of questioning, the relapsed smokers generally consumed smaller amounts of tobacco than before the “Tabex” treatment. In group F, for example, the relapsed smokers smoked less than half of their previous consumption up to 6 weeks after relapse. But we should not draw any premature optimistic conclusions from this fact. Every single patient in group F was expressly asked about side effects; this was not the case for groups P1 and P2.

In the following, the side effects mentioned by the patients are listed without any remarks, irrespective of whether they are nicotine withdrawal symptoms, side effects of cytisine, or coincidental observances.

For this the patients were divided into two categories:

1. successful treatment (non-smokers 4 weeks after beginning treatment)

2. only temporary success or unsuccessful treatment (still smoking or smoking again 4 weeks after beginning treatment)

The patients who successfully completed treatment had significantly fewer complaints than those who could not be convinced to quit smoking completely. Subjects who seriously wanted to quit often lowered the dosage when any side effects appeared, but still quit smoking; subjects who were less serious about quitting simply stopped taking the tablets and resumed smoking more or less as before. 

Groups P1 and P2  (200 patients)

	_____________________________________________________________________________________________________

	Symptoms
	Category 1
	Category 2
	Total

	______________________________________________________________________________________________________

	Vomiting
	----
	2
	2

	Abdominal complaints
	1
	----
	1

	Queasiness
	2
	----
	2

	Nausea
	----
	1
	1

	Headache
	----
	1
	1

	Heart pain, or unpleasant sensation around the heart
	1
	2
	3

	Tendency to faint
	1
	----
	1

	Dizziness
	1
	----
	1

	Fatigue
	1
	----
	1

	Missing a period
	----
	1
	1

	Slight urticaria
	----
	1
	1

	Shortness of breath
	1
	----
	1

	Unclear symptoms
	----
	2
	2

	_____________________________________________________________________________________________________

	
	8 of 130

(6%)
	10 of 70

(14%)
	18 of 200

(9%)


Group F (130 patients)

	_____________________________________________________________________________________________

	Symptoms
	Category 1
	Category 2
	Total

	_____________________________________________________________________________________________

	Constipation
	5
	----
	5

	Diarrhea
	----
	1
	1

	Nausea
	----
	1
	1

	Abdominal complaints
	3
	2
	5

	Loss of appetite
	----
	1
	1

	“Unclean saliva”
	1
	----
	1

	Gum bleeding
	----
	1
	1

	Headaches
	----
	1
	1

	General nervousness
	4
	----
	4

	Depression
	1
	----
	1

	General fatigue
	----
	1
	1

	Heart pressure
	2
	----
	2

	_____________________________________________________________________________________________

	
	16 of 111

(15%)
	8 of 19

(42%)
	24 of 130

(17%)


Fig.  Results of treatment from several authors according to various methods. The lines represent the percentage of patients treated (ordinates) who were non-smokers at the time of questioning (abscissa = weeks after treatment began)

	____________________________________________________________________________________________________

	Author
	No. of subjects
	Method of treatment
	Sign

	____________________________________________________________________________________________________

	Ball, Kirby, & Bogen (1965)
	 92
	Mainly psychotherapy in groups, medication only in individual cases
	-------------------------

	Ejrup (1965)
	903
	Medication (lobeline injections, meprobamate, cholinergic drugs) and intensive individual care
	— — — — — — 

	Franze
	130
	“Tabex”
	______________

	Paun
	100

(mainly previously relapsed patients)
	“Tabex”
	— · · · — · · · —

	Paun
	100

(regular patients)
	“Tabex”
	_ _ _ _ _ _ 

	Stoiko
	200
	Psychotherapy in groups of a social unit
	— · — · — · — · 

	Thompson & Wilson (1966)
	201
	Predominantly psychotherapy in groups using a “5 day plan”
	____ 


_____________________________________________________________________________________________________
[Table showing results of different methods]

There were no complications or cases of subjects not being fit for work during the “Tabex” treatment.  The graph shows an international comparison of the results of smoking cessation using psychotherapy, lobeline injections, and “Tabex”. The “Tabex” results here are – at least after 4 and 8 weeks –  better than the results achieved using other methods, not including line P1 (predominantly relapses). 

Even though numerous long-term successes were achieved with the “Tabex” treatment and individual counseling, the long-term success rate was better for the patients who participated regularly in group therapy sessions (weekly for 1 month) – as well as in post-treatment counseling (monthly for one year, then every three months).

Numerous participants of group therapy – deterred by the relatively high price (35.40 East German marks for 100 tablets) – quit smoking without any medication at all. The prescriptions were used by only half of the subjects. On the other hand, a large proportion of subjects who had already made many unsuccessful attempts to quit smoking with or without medication were successful for the first time using “Tabex” to curb the smoking habit. On the basis of this experience, we consider “Tabex” to be the most effective adjuvant for smoking cessation currently available and recommend using it in every case where the patient sincerely desires to quit and psychotherapy and physiotherapy alone were not enough to achieve this goal.

The compound will be available  in the German Democratic Republic (East Germany) in the first quarter.


Summary

We treated 366 patients with “Tabex” (cytisine) to quit smoking. The results were significantly better than for 239 subjects treated with a placebo. The dosage was reduced for patients with hypertension and arteriosclerosis. Most of the patients did not require all of the tablets in the package. Side effects were slight and rare. This compound achieved the best results in an international comparison. The results – particularly long-term results – can be improved significantly by group therapy.
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