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Numerous authors, in scientifically incontestable experimental and epidemiological studies, have shown the connection between chronic inhalation of tobacco smoke, particularly from smoking cigarettes, and many modern diseases and a decrease in life expectancy. From among these many studies, we would like to point to the most important collective studies, the report by the Royal College of Physicians, London 1962, “Smoking and Health” (25), the well-known TERRY report of 1964, “Smoking and Health, Report of the Advisory Committee to the Surgeon General of the Public Health Service, US Department of Health, Education, and Welfare” (26), and  the studies by Auerbach (1), Doll (3), Doyle (5), Gsell (7), Hammond (9,10), Haybittle (12), and Schimmler (22).
These results were also widely published in the press and in other mass media and have certainly inspired many habitual smokers to want to quit. However, many conditioned reflexes and the association that smoking has with almost all activities of daily life, particularly for heavy long-term smokers, make it difficult to quit, even if the smoker greatly desires to.

In many cases, nicotine addiction is certainly less at fault for most failed attempts to quit and for the high relapse rate after temporary abstinence than the difficulty of giving up a beloved and apparently indispensable ritual. This fact may account for the large number of physicians who still smoke (8).

It is a physician’s role to guide the smoker who is trying to quit from the start of abstinence through the first few weeks or months, whether by means of  psychotherapy, medication therapy, or even a multi-dimensional treatment plan (13). The decisive factor is long-term, perhaps even permanent abstinence.

Considering the very high percentage of habitual smokers in the total population (e.g. in West Germany, 17 million smokers consumed about 100 billion cigarettes in 1966), the physician’s commitment to smoking cessation can be used not just to achieve a scientific goal, but is a huge factor in protecting public health. Here we would like to mention the pioneer in the war against smoking F. Lickint (16), who dedicated his book “Etiology and Prophylaxis of Lung Cancer” to “the 100,000 to 200,000 Germans who will succumb to lung cancer in their prime if we physicians fail to do something”. The latest American statistics prove that not the rise in air pollution, but rather tobacco smoking is the primary risk factor for this disease.

Today it is obvious that physicians have not shown enough interest in the problem of breaking the smoking habit as a prophylactic measure and that, unfortunately, the statistics predicted by Lickint are accurate.  This is all the more unfortunate, as in 1965, the Minister of Health called on all physicians to fight  the increasing problems caused by nicotine abuse.

Only a small percentage of smokers can receive medical assistance through group therapy at smoker counseling centers, which, according to Stoiko (24), is the most effective way to quit smoking, but very time-consuming; a large portion of smokers are not willing to spend a lot of time in treatment and physician’s offices, despite understanding the dangers of smoking. Schievelbein and Werle (20,21) found out in 1962 that chronic nicotine abuse is not discontinued until the smoker’s own health  suffers.

One way out of this problem appears to be pharmacological smoking cessation, which could involve not just a few smoker counseling centers, but all practicing physicians. The authors decided to work towards smoking cessation mainly to prevent cardiovascular disease and chronic bronchitis. Since the range of smoking cessation medications in the German Democratic Republic is limited to the present day to lobeline as described by Dorsey (4), whose success rate of only 6 to 30% (2,13) and whose numerous side effects are not consistent with our goal of helping as many smokers as possible quit the habit, we searched for other, more suitable products and discovered the compound Tabex® from the Bulgarian company Pharmachim.
In the meantime, some authors (19) conducted a double blind study with dihydrochlorothiazide (Urodiazin®) as a medication to aid in smoking cessation, whose  results regarding total abstinence were comparable with the most favorable results of lobeline.

The effect of Tabex arises from the alkaloid cytisine, which comes from laburnum or golden chain (Cytisus laburnum), of which each tablet contains 0.0015 g. Its effect is similar to nicotine and, according to Lickint, it  had already been suggested by Fühner as a substitute for nicotine.  For more exact data about cytisine’s mode of action, please see the toxicological studies by Moeschlin (17) and Hauschild (11).

The manufacturer makes the following statements in the package enclosure for Tabex: “The effect of the alkaloid cytisine is similar to that of nicotine. An overdose of either alkaloid results in nausea, vomiting, dilation of the pupils, tachycardia, general weakness, respiratory paralysis, etc. Due to the similar effect of nicotine and cytisine, introducing cytisine into the organism results in a gradual cessation of smoking.”

Methodology

In modern medicine, no conclusions on the success of a medication can be reached without taking the placebo effect into consideration (23). This is all the more true for compounds whose pharmacological effect in the human body is subject to numerous subjective psychological influences. We therefore decided to carry out a double blind study. We would like to take this opportunity to thank Pharmachim for making test samples and placebo tablets available for this study.

Between July and December 1967, a total of 1452 smokers contacted us as a result of an article in the press on the establishment of a “smoking cessation clinic”. Each smoker received a form to fill out with personal data, smoking habits, and other relevant details:

How many cigarettes do you currently smoke per day?

What is the maximum you smoke on special occasions?

What is your favorite brand?

Do you prefer filter cigarettes? If so, why?

How many years have you smoked?

Did you ever smoke more / less than now?

Why do you smoke?  Out of habit, for pleasure, from boredom, for company or:

Why did you start smoking?

Are your parents smokers / non-smokers?

Are your children smokers / non-smokers?

Is your spouse a smoker / non-smoker?

How long have you thought about quitting?

Why did you decide to quit?  For health reasons, financial reasons,  as a result of the anti-smoking campaign, other reasons?

Have you already tried to quit?  If so, how often?

How long did your attempt last?

Did you take any medication to help you quit?

Why did you start smoking again?

Do you have any health problems that you attribute to smoking? Headaches, stomach pain, nausea, chronic cough, chest pain, leg cramps, other problems?

Are you currently taking any medication?  Which?

How many cups of coffee do you drink per day?

How much alcohol do you drink per day?

We decided to avoid any further suggestive influence. During a short consultation with a physician, supplementary questions were asked, blood pressure was measured, and a brief physical examination was done. The smokers received a numbered pouch with 100 Tabex or placebo tablets. It was necessary to measure blood pressure in order to determine whether a counter indication due to hypertension or arteriosclerosis existed. In our study, 216 smokers were initially excluded from the trial with Tabex due to counter indications. In each case of a suspected disease, a thorough preliminary physical examination including spirometry was carried out.

Each smoker received a medication sheet with explanations of how the tablets acted and a treatment plan. We prescribed 6 tablets daily for the first 3 days of treatment, 5 tablets daily for days 4 through 12, 4 tablets daily from the 13th to the 16th day, and 3 tablets daily from the 17th to 20th day. In contrast to the manufacturer’s recommendation to break off treatment if the desired effect did not occur in the first few days and to begin anew in 2 to 3 months, we advised our subjects to continue treatment until the end, since we had observed that the anti-withdrawal effect did not set in until after 4 days of treatment.

Four weeks after the start of the smoking cessation trial, we asked the subjects to report in and fill out another form on the results:

How many of the 100 tablets did you use?

Did you quit / reduce smoking as a result of taking the tablets?

How many cigarettes do you now smoke per day?

How long have you not smoked?

Did you experience any unpleasant sensations or health problems during treatment?  Yes / no

If yes, which?

Has your general condition as a non-smoker already improved?
Have you observed any weight gain as a non-smoker?

If so, how much?

Do you consider the substance you used to be suitable for quitting smoking?

Yes / no.

Please answer only if you failed to quit:

What do you attribute you failure to?

Results

In this study, a pharmacological smoking cessation trial on 314 smokers is evaluated.  We decided to go ahead with publishing the results of first complete evaluations now, since inquiries from physicians and lay persons from all regions of East Germany have reached us, urging us to make our study public since – without any influence on our part – our “smoking cessation clinic” elicited such a surprising, but most gratifying, response among the public and many media institutions.
There were 272 men among the subjects. The majority of smokers (56%) were between 30 and 50 years old; 69% of the smokers stated that they consumed from 10 to 30 cigarettes daily; 26%  said they consumed more than 30; 53% preferred filter cigarettes; 46% had already smoked longer than 20 years; 47% had planned to give up smoking for more than one year; 87% of all smokers gave health reasons for this decision;  45% had already attempted to quit smoking.  Table 1 shows a list of complaints that the smokers attributed to smoking.

Table 1  Incidence of complaints in 314 habitual smokers
_______________________________________________________

	Chronic cough
	34%
	Calf pain
	10%

	Stomach complaints
	20%
	Nausea
	7%

	Headaches
	17%
	Other complaints
	5%

	Chest restriction
	17%
	
	


_______________________________________________________
A further breakdown of the results of the survey was carried out, but its publication will follow in another report after all of the subjects have been evaluated.

The results of the pharmacological smoking cessation trial on 314 subjects are shown in Table 2.

Table 2    Results of the cessation trial

___________________________________________________________________________

	
	
	4 weeks after beginning treatment

	
	Number of smokers
	Non-smokers
	Smoking reduced
	Smoking unchanged

	___________________________________________________________________________

	Tabex
	157
	120 (76.4%)
	19 (12.2%)
	18 (11.4%)

	Placebo
	157
	48 (30.6%)
	67 (42.6%)
	42 (26.8%)


___________________________________________________________________________
We carried out the survey on the success of treatment 4 to 6 weeks after it was begun. The difference between the 76.4% success rate using Tabex in comparison to the placebo effect of 30.6% is statistically significant and proves the specific effect of Tabex in smoking cessation. We used the chi-square test and were able to determine high significance with an error probability of P < 0.1%.
Only 50% of the former smokers who were completely abstinent  4 to 6 weeks after Tabex treatment had used 76 to 100 tablets. The others had quit smoking without completing the treatment as prescribed. Tabex was considered a suitable method for quitting smoking by 96% of the successful quitters; 68% stated that they had needed little or no willpower to successfully quit smoking. The same percentage of successful quitters in the placebo group gave the same answers to these questions. At the beginning of treatment, 24.4% observed some kind of “health disorder” in the widest sense, which were almost all vegetative symptoms possibly caused by withdrawal. Similar symptoms (slight nausea, agitation, irritability, insomnia etc.) were listed by the successful quitters in the placebo group, ruling out attributing these complaints to the substance itself.

Weight gain, which has been observed by several researchers as a result of quitting smoking, stemming from the increase in food consumption due to the well-known phenomenon of a displaced craving, also occurred in 26% of the successful subjects (28,3% using Tabex, 23% using the placebo). Most of the instances of weight gain were up to 2 kg and there were only a few cases of weight gains of more than 4 kg. We also made a further breakdown of the survey after 4 weeks and will report on these after the entire trial has been completed.
The result of our smoking cessation trial with Tabex of 76.4% complete abstinence 4 weeks after treatment corresponds with the results reached by Paun and Franze (18), who observed a 71% rate of total abstinence in several groups of a total of 214 smokers in the same post-trial period.

Discussion

In a smoking cessation support group, 314 smokers received either Tabex tablets containing cytisine or a placebo in a double blind trial, and intensive psychological influence was avoided.The physician’s counseling we employeded was consciously held to a minimum and can be given by any practicing physician without being unduly time-consuming, provided the product is available in pharmacies.

Given the widespread desire to quit smoking among tobacco consumers, which was also expressed in numerous letters we received, we feel that more elaborate procedures such as group therapy are not a practicable method for reaching large portions of the population. We feel that we should enable every practicing physician to help his patients break the smoking habit with the limited time at his disposal. The large number of smokers who thronged to our smoking cessation clinics (on some days there were more than 100) convinced us of the necessity for us and indeed all physicians to be committed to this area of preventive medicine. We also believe that it is medically justifiable to involve  the press and begin a campaign to awaken a latent desire to quit smoking. We used these means in our current trial sparingly, but we had the impression that the news of initial successes in our clinics spread quickly, leading to a chain reaction of more and more prospective clients.
A post-treatment survey after 4 weeks does not allow us to make any binding statements about the success of the smoking cessation treatment. Experience shows that a large percentage of the initially abstinent former smokers will begin again sooner or later. But the blame for this cannot be placed on the pharmacological cessation therapy, which aims only to aid in overcoming the first few weeks of withdrawal. As stated above, the concept of a pharmacological smoking cessation aid is to help combat “withdrawal symptoms”, whether from a real addiction or from the existence of unsuppressed reflexes. We are still of the opinion that it is not possible to influence habits and willpower permanently by medication. 

The significantly better results using Tabex in comparison with the placebo place this product at the top of the pharmacological smoking cessation aids known from research or from our own experience and allow us to recommend it to suitable smokers. This is all the more true, as we consider the number of 314 fully evaluated cessation attempts in a double blind study to be representative enough to allow such an assertion.
Our surveys of the composition of the group of smokers trying to quit, their smoking history, the factors leading to addiction and other clinical and diagnostic investigations, particularly regarding latent cardiovascular and bronchial diseases, will be summarized at the end of our study.

We would like to thank our technical colleagues Ms. Karin Lübke, Ms. Renate Boche, and Ms. Ingrid Walter for their cooperation, and especially the mathematician  Mr. Stamm of the Institute for Social Hygiene (Director: Prof. A. Sälzer) of the Medical Academy of Magdeburg for their advice during the statistical evaluation. 

Summary

Due to widespread popular interest, we are already reporting on initial results of a double blind study with Tabex® tablets containing cytisine in which thus far 1452 smokers from our “smoking cessation clinic” have participated, based on 314 fully evaluated attempts at cessation.

According to our statistically reliable results, Tabex, with a success rate of 76.4%, is the best of the previously known pharmacological cessation aids. We express our desire to make this product available to all interested physicians as soon as possible.
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