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This invention relates to medical compositions and 
more particularly to orally ingestible compositions with 
means to discourage overdosage. 

Often tablets or other medications are administered by 
the patient himself away from medical supervision. In 
such circumstances the possibility of voluntary or in 
voluntary overdosage by the patient presents serious 
problems. Some medication produces undersirable side 
effects when the prescribed dosage is exceeded. These 
problems have become especially severe with respect to 
the increasing use of tranquilizers, sedatives and stimul 
ants during recent years. Investigations have shown that 
a very high percentageof patients do not follow the in 
structions received from their physicians but usually take 
higher doses. Severe addiction problems can thus result. 
Two solutions to the overdosage problem have been 

suggested in the past. First, it has been suggested that 
emetics be used as a component in tablets, for example, 
to cause emesis at a certain level of overdosage. Such 
emetics must be oral emetics, which have an effect which 
varies considerably with the stomach contents at the 
moment of ingestion. Not only is the action of such 
oral emetics quite variable, but the resultant vomiting 
provoked by overdosage often cannot be tolerated. For 
example, if an intoxicated patient is taking the tablets, 
a severe risk of inhalation of food particles, or even of 
suffocation, may result. 
The other solution suggested more recently is the addi 

tion of an atropin derivative. Overdosage of an atropin 
derivative which would result from overdosage of the 
tablets containing these derivatives tends to produce pro 
nounced dryness in the throat. Unfortunately, experience 
has shown that addicts can take as much as twenty to 
twenty-?ve tablets daily instead of a prescribed three to 
four tablets, in spite of the resultant dryness to the mouth. 
The ability of addicts to develop a tolerance to the dryness 
of the mouth makes the atropin derivative technique 
relatively ineffective to prevent overdosage. 

Acordingly, it is an object of the present invention 
to provide effective medication with means for preventing 
overdosage without the undesirable side effects present 
in prior methods. 
Another object is to provide medication containing 

means to prevent patient self overdosage which is not 
subject to avoidance by the patient. 
A further object is to provide medication containing 

means for preventing patient self overdosage which may 
be easily adjusted to accommodate prescribed dosage 
levels. 
These and other objects are achieved by providing medi 

cation which produces severe peripheral vasodilation 
when taken in excess of the prescribed quantity. 
A representative embodient of this invention involves 

the addition of 50 milligramsof nicotinic acid to each 
tablet. For example, a sedative tablet containing 400 
milligrams of meprobamate and 50 milligrams of nicotinic 
acid was evaluated. This dosage of meprobamate is 
appropriate to produce relief of tension in the normal 
dosage of one tablet three to four times daily. However, 
the additional nicotinic acid will make it difficult or 
impossible to take the tablets at intervals more frequent 
than approximately three hours. Likewise, while a single 
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tablet does not produce any unpleasant symptoms, the 
simultaneous use of two or three tablets produces a rapid 
ly appearing “?ush” due to the peripheral vasodilation 
produced by the nicotinic acid. This ?ush increases mark 
edly with any additional increase in dosage level. 

This preparation was tried with ninety-two patients 
over a period of time sufficient to evaluate the clinical 
effect of this embodiment of the present invention. The 
sample included thirty-?ve male patients and ?fty-seven 
female patients. No difference in the effect between the 
two sexes was noted, so that the following data is not 
tabulated with respect to the sex of the patient. The 
addition of the nicotinic acid was not found to have an 
adverse effect upon the therapeutic action of the seda 
tive. In fact, in certain cases, such as postraumatic 
myalgia, the therapeutic effect of the preparation con 
taining nicotinic acid was clearly greater than that of 
meprobamate by itself. This improvement may have 
ocurred as a result of the effect of nicotinic acid upon 
vascular dilation and the vitmain effect. 

In some cases, the patients experienced symptoms of 
hyperacidity, but it was found that this difficulty could 
be overcome by the administration of the normal alkaloid 
free antacids before means. These antacid tablets had 
no effect on the therapeutic effect of the trial preparation 
nor on the effectiveness of the nicotinic acid to limit 
overdosage. Unfortunately, the inclusion of the ant 
acid preparation in the trial tablet composition itself 
did produce a reduction in both the therapeutic and the 
overdosage control effects. Therefore, the antacid should 
be preferably administered in separate tablets. 
The overdosage control effects achieved with the above 

trial preparation according to the present invention when 
tested with the ninety-two patients were as follows. In 
the cases of all the nineteen patients who took or had 
been known to be taking overdosages, the trial prepara 
tion was successful in discouraging further use of the 
preparation in excessive amounts. Of the nineteen, four 
teen were able to keep the prescribed dosage. The re 
maining ?ve discontinued treatment altogether. The in 
dividual patients varied widely, from some who had 
been previously taking overdosages in the order to ten 
tablets a day to those who had been engaging in rela 
tively moderate overdosage. 

Thus, with the use of a preparation according to the 
present invention, it was possible to achieve spontaneous 
limitation of the vuse of the tablets. The clinical tests 
established that the patients for whom this medicine was 
prescribed preferred the occasional discomfort from in 
creased nervous tension rather than to risk and un 
pleasant side effect which they knew they would ex 
perience if the prescribed dosage was exceeded. This 
result is primarily important in that the immediate un 
desirable effects of excessive dosage are avoided, and 
there is little possibility of addiction developing. In ad 
dition, a better long term therapeutic effect is achieved 
when a patient can be induced to hold sedative dosages 
to lower levels. It has previously been established that 
increased dosages of sedatives tend to produce a tolerance 
to the sedatives, with a lowered effect on the tension 
or other condition which is to be relieved. 
Even those patients who discontinued treatment are 

considered to be successful examples of the use of prepara 
tions according to the present invention. The very 
fact that these patients refused to continue with these 
tablets and requested some other medication revealed 
to the physician the fact that they have a compulsive 
tendency to overdosage. Accordingly, the physician is 
enabled to direct his treatment and supervision of the 
patient properly. The tendency toward overdosages 
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might otherwise remain undetected until a serious condi 
tion had been created. - ' 

The only limitation found necessary in connection 
with the use of tablets ‘according to my invention 'was a 
prohibition on the taking of tablets during fasting or 
together with coffee. While a normal percentage of 
patients either forgot or ignored these instructions from 
the physician, the resulting flush discouraged further vio 
lation of the prescribed procedures. No permanent ef 
fect or harm to the patient was incurred. 

While my invention has been described in connection 
with clinical tests of an embodiment employing mepro 
bamate and nicotinic acid, other drugs such as ampheta 
mine or one of its derivatives, a barbiturate, or an opium 
alcaloid, may be used in conjunction with an agent capable 
of producing peripheral vasodilation. In each case 40-60‘ 
milligrams of nicotinic acid per tablet is appropriate if 
the dosage is not to exceed three to four tablets daily. 
If 50 milligrams of nicotinic acid is used per tablet then 
90% of the subjects will experience the ?ush if they ex 
ceed the prescribed dose and take two tablets simultane 
ously. If three tablets are taken simultaneously, substan 
tially 100% of the patients will experience the ?ush. 
While nicotinic acid has been used as a preferred ex 

ample, other vasodilators are suitable for use in tablets 
according to my invention. For instance, tolazoline hy 
drochloride, currently available under the tradename Pris 
coline, is a suitable vasodilator. Approximately 25 milli 
grams of tolazoline hydrochloride per tablet would give 
performance approximating that achieved with 50 milli 
grams of nicotinic acid per tablet. Another suitable vaso 
dilator is beta pyridil carbinol tartrate, currently avail 
able under the tradename of Roniacol. If beta pyridil 
carbinol tartrate is utilized as the vasodilator, the beta 
pyridil carbinol tartrate may be substituted for nicotinic 
acid on a one for one basis. With certain drugs having 
addiction forming tendencies, isoxsuprine, currently avail 
able under the tradename of Vasodilan, is a suitable vaso 
dilator. Relatively small amounts of isoxuprine are suit 
able, the amount of isoxsuprine necessary being approxi 
mately one tenth the amount of nicotinic acid needed 
to produce the same effect. Isoxsuprine is suitable for use 
with all of the drugs listed with the exception of ampheta 
mine. All of the above ratios are on a weight basis and all 
quantities for use in tablets have been expressed in terms 
of milligrams. 
The particular embodiments discussed above are illus 

trative only and do not serve as limitations. Those skilled 
in the pharmaceutical arts will recognize that other vaso 
dilators may be used to form compositions according to 
my invention. In each case the drug with addiction form 
ing tendencies will be accompanied by elements produc 
ing a tendency toward peripheral vasodilation. Twice the 
prescribed dosage will produce severe peripheral vaso 
dilation. ' 

Having thus disclosed my invention and described in 
detail preferred embodiments thereof, I claim: 

1. A therapeutic composition adapted to prevent drug 
overdosage and adapted for oral administration compris 
ing, in addition to therapeutic ingredients having addiction 
forming tendencies, a drug which causes peripheral vaso 
dilation, the amount of said drug per unit of prescribed 
therapeutic dosage being approximately one-half the 
amount necessray to cause severe peripheral vasodilation 
as evidenced by substantial flushing. 

2. A therapeutic composition adapted to prevent drug 
overdosage and adapted for oral administration compris 
ing, in addition to therapeutic ingredients having addic 
tion forming tendencies, nicotinic acid, the amount of said 
nicotinic acid per prescribed therapeutic dosage being 
approximately one-half the amount necessary to cause 
severe peripheral vasodilation as evidenced by substantial 
?ushing. 

3. A therapeutic tablet adapted to prevent drug over 
dosage comprising, in addition to therapeutic ingredients 
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4 
‘having addiction forming tendencies, approximately 40— 
60 milligrams of nicotinic acid per tablet, whereby an 
overdose of said tablets will produce severe peripheral 
vasodilation as evidence by substantial flushing. 

4. A therapeutic tablet adapted to prevent drug over 
dosage comprising approximately 400 milligrams mepro 
bamate and approximately 40-60 milligrams of nicotinic 
acid per tablet whereby an overdose of said tablets will 
produce severe peripheral vasodilation as evidenced by 
substantial ?ushing. 

5. A therapeutic tablet adapted to prevent drug over 
dosage comprising a barbiturate and approximately 40-60 
milligrams of nicotinic acid per tablet whereby an over 
dose of said tablets will produce severe peripheral vaso 
dilation as evidenced by substantial flushing. 

6. A therapeutic tablet adapted to prevent drug over 
dosage comprising amphetamine and approximately 40» 
60 milligrams of nicotinic acid per tablet whereby an 
overdose of said tablets will produce severe peripheral 
vasodilation as evidenced by substantial ?ushing. 

7. A therapeutic tablet adapted to prevent drug over 
dosage comprising an amphetamine derivative and ap 
proximately 40-60 milligrams of nicotinic acid per tablet 
whereby an overdose of said tablets will produce severe 
peripheral vasodilation as evidenced by substantial ?ush 
mg. 

8. A therapeutic tablet adapted to prevent drug over 
dosage comprising an opium alcaloid and approximately 
40-60 milligrams of nicotinic acid per tablet whereby an 
overdose of said tablets will produce severe peripheral 
vasodilation as evidenced by substantial ?ushing. 

9. A therapeutic composition adapted to prevent drug 
overdosage and adapted for oral administration compris 
ing in addition to therapeutic ingredients having addiction 
forming tendencies, tolazoline hydrochloride, the amount 
of said tolazoline hydrochloride per prescribed therapeutic 
dosage being approximately one-half the amount neces 
sary to cause severe peripheral vasodilation as evidenced 
by substantial ?ushing. 

10. A therapeutic tablet adapted to prevent drug over 
dosage comprising in addition to therapeutic ingredients 
having addiction forming tendencies, approximately 25 
milligrams of tolazoline hydrochloride per tablet whereby 
an overdose of said tablets will produce severe peripheral 
vasodilation as evidence by substantial ?ushing. 

11. A therapeutic tablet adapted to prevent drug over 
dosage comprising approximately 400 milligrams mepro 
bamate and approximately 25 milligrams of tolazoline hy~ 
droohloride per tablet whereby an overdose of said tablets 
will produce severe peripheral vasodilation as evidenced 
by substantial flushing. 

12. A therapeutic tablet adapted to prevent drug over 
dosage comprising a barbiturate and approximately 25 
milligrams of tolazoline hydrochloride per tablet whereby 
an overdose of said tablets will produce severe peripheral 
vasodilation as evidenced'by substantial ?ushing. 

13. A therapeutic tablet adapted to prevent drug over 
dosage comprising an amphetamine composition and ap 
proximately 25 milligrams of tolazoline hydrochloride per 
tablet whereby an overdose of said tablets will produce 
severe peripheral vasodilation as evidenced by substan 
tial ?ushing. 

14. A therapeutic tablet adapted to prevent drug over 
dosage comprising an opium alcaloid and approximately 
25 milligrams of tolazoline hydrochloride per tablet where 
by an overdose of said tablets will produce severe periph 
eral vasodilation as evidenced by substantial ?ushing. 

15. A therapeutic composition adapted to prevent drug 
overdosage and adapted for oral administration compris 
ing in addition to therapeutic ingredients having addiction 
forming tendencies, beta pyridil carbinol tartrate, the 
amount of said beta pyridil carbinol tartrate per prescribed 
therapeutic dosage being approximately one-half the 
amount necessary to cause severe peripheral vasodilation 
as evidenced by substantial ?ushing. 
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16. A therapeutic tablet adapted to prevent d-rug over 
dosage comprising in addition to therapeutic ingredients 
having addiction forming tendencies, approximately 50 
milligrams of beta pyridil carbinol tartrate per tablet 
whereby an overdose of said tablets will produce severe 
peripheral vasodilation as evidenced by substantial ?ush 
ing. 

17. A therapeutic tablet adapted to prevent drug over 
dosage comprising approximately 400 milligrams rnepro 
bamate and approximately 50 milligrams of beta pyridil 
ca-rbinol tartrate per tablet whereby an overdose of said 
tablets will produce severe peripheral vasodilation as evi 
denced by substantial ?ushing. 

18. A therapeutic tablet adapted to prevent drug over 
dosage comprising a barbiturate and approximately 50 
milligrams of beta pyridil carbinol tartrate per tablet 
whereby an overdose of said tablets will produce severe 
peripheral vasodilation as evidenced by substantial flush 
mg. 

19. A therapeutic tablet adapted to prevent drug over 
dosage comprising an amphetamine composition and ap 
proximately 50 milligrams of beta pyridil carbinol tar 
trate per tablet whereby an overdose of said tablets will 
produce severe peripheral vasodilation as evidenced by 
substantial ?ushing. 

29. A therapeutic tablet adapted to prevent drug over 
dosage comprising an opium alcaloid and approximately 
50 milligrams of beta pyridil carbinol tartrate per tablet 
whereby an overdose of said tablets will produce severe 
peripheral vasodilation as evidenced by substantial ?ush 
111g. 

21. A therapeutic composition adapted to prevent drug 
overdosage and adapted for oral administration compris 
ing in addition to therapeutic ingredients having addiction 
forming tendencies, isoxsuprine, the amount of said isox 
suprine per prescribed therapeutic dosage being approxi 
mately one-half of the amount necessary to cause severe 
peripheral vasodilation as evidenced by substantial ?ush 
mg. , 
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22. A therapeutic tablet adapted to prevent drug over 

dosage comprising in addition to therapeutic ingredients 
having addiction forming tendencies, approximately 5 
milligrams of isoxsuprine per tablet whereby an overdose 
of said tablets will produce severe peripheral vasodilation 
as evidenced by substantial ?ushing. 

23. A therapeutic tablet adapted to prevent drug over 
dosage comprising approximately 400 milligrams mepro 
bamate and approximately 5 milligrams of isoxsuprine 
per tablet whereby an overdose of said tablets will produce 
severe peripheral vasodilation as evidenced by substan 
tial ?ushing. 

24. A therapeutic tablet adapted to prevent drug over 
dosage comprising a barbiturate and approximately 5 milli 
grams of isoxsuprine per tablet whereby an overdose of 
said tablets will produce severe peripheral vasodilation 
as evidenced by substantial ?ushing. 

25. A therapeutic tablet adapted to prevent drug over 
dosage comprising an opium alcaloid and approximately 
5 milligrams of isoxsuprine per tablet whereby an over 
dose of said tablets will produce severe peripheral vaso 
dilation as evidenced by substantial flushing. 
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