
Deceuber 19, 1932. 

Medical Director George W. McCoy, 
U. 8. Public Health Service, 
National Institute of Health, 
Washington, D. C. ; 

Dear Doctor Mecoy: 

I have cerefully gone over the paper on the treatment of opiate ad- 
diction by Doctors Cunninghem, Allen, and Hearon. This paper has to do mainly 
with the treatment of addicts by subjecting them, during the withdrawal period, 
to low oxygen tension in a steel chember or “tank”. 

After some preliminary work 25 cases were treated by this method and 
10 of these eases were treated a second time and used as controls against the 
original 25. The authors feel that they have made out a case in favor of the 
low oxygen tension treatment in that patients improve more rapidly and suffer 
less during the period of withdrawal under this form of treatment. For the 
reasons given below I disagree with then: 

It was an error to use the same case for both the original experiment 
and control. It has been my experience that the same case will react quite dif- 
ferently on two different oceasions. He may suffer much on one withdrawal and 
very little on another or vice versa. The difference depends on several factors 
that have little or no relation to the method of treatment end it occurs when 
identical treatments are used. 

A more serious error was the use for control purposes of cases that 
had relapsed to heroin. All of the original cases used morphine, six of the ten 
control cases used heroin. It is true, as the authors state, that morphine may 
be substituted for heroin and it is logical to use morphine to reduce a heroin 
addicted case when the only purpose is cure. But this treatment introduces. an 
indeterminate factor which deprives it of all value as a control. When an addict 
changes from morphine to heroin or from heroin to morphine he does not suffer 
but he feels different and is not fully satisfied until his system becomes ad- 
justed to the change. No one knows just how long it takes to make this adjust- 
ment complete. The authors recognized the necessity for adjustment and, in an 
effort to bring it about, gave morphine to these heroin addicts for about five 
days before starting the reduction treatment. 

The most serious error from .the standpoint of control treatments was 
made in connection with the adjustment of these heroin addicts to morphine. This 
has to do with the size of tl dose of morphine used to make the adjustment.
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Under case #34 the authors state that the subject was taking "three to five 
grains of heroin deily, which would be the equivalent of about four to seven 
grains of morphine daily." 

It is @ common belief that heroin is more addicting than morphine 
but I have shown that with animals morphine is much more addicting, (Exper~ 
imental addiction of animals to opiates, Reprint No. 1463, Public Health Re- 
ports, March 27, 1931), and I have observed the seme to be true for human 
beings, (Dru addiction; a study of some medical cases, Archives of Neurology 
ani Psychiatry, July, 1928). 

The authors’ notes lend weight to this observation. It is noted 
that while thease cases were being adjusted to morphine the pupils were small 
and fixed, pin point and fixed, ete. This was rarely observed for the other 
patients and was not noted for these patients when they had ete a 
(non-control) treatment. 

. Barring extransous factors that affGct the pupils, small or pin.point 
and fixed pupils in the case of an opium addict mean that he has an overdase, 
dilated pupils mean that he has too little; when he is in opium belence the 
pupils act like normal pupils. 

These heroin (control) cases were subjected to several physical in- 
sults that the non-contrel cases escaped: They had been taking roughly from 
six to eight grains of heroin deily (equal in addicting properties to fewer 
grains of morphine); all of them were suffering when they came in from with- 
drawal symptoms (not recorded that the non-control cases were in withdrawal when 
they were admitted); all of them were given for five days doses far in excess 
of what they needed and then subjected to rapid withdrawal, They suffered 
first from a debilitating involuntary withdrawal, then from a debilitating too 
rapid readdiction, and then from a debilitating withdrawal. Number 41 is a 
ease in point. This case had been teking six or seven grains of heroin daily 
but he came in emaciated, nervous, debilitated and suffering from lack of drug. 
In other words he was partielly cured. He was given five grains of morphine 
intravenously on the evening of admission and thirteen and one-half grains 
intravenously the next day. It is no wonder thet he was weak and had contracted 
pupils. The authors state that this dose did not adequatély replece the heroin. 
Of course it did not because it was morphine, not heroin. The fact is that un- 
der this dosage the patient was suffering with a mild degree of acute morphine 
poisoning. He did not become accustomed to this strenuous readdiction until 
four days later when he got nine and one~half grains. It is not surprising 
that this case was too weak » walk after the rapid withdrawal that inmediately 
followed. 

Gane 4S ie one Of the-fow Gases that had mall ils on other than 
the control treatment, The explanation is simple. It is stated that she was 
given five grains of morphine on the evening of admission because she had not 
been able to secure her usual amount. What she got that day and the next was 
for her an overdose, She got well easily because the withdrawal was started 
iumediately. She did not get well easily on readmission because she, suffering 

.
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from withdrawal of comparatively small doses of heroin was first readdicted 
to morphine by doses as high as eleven grains daily. 

Case 48 is a non-heroin control case thet was suffering from drug 
lack when admitted for the control treatment. Four grains of morphine intra- 
venously on the evening of admission and proportionate doses the next day gave 
him small and fixed pupils but the withdrawal was started immediately and he 
does not appear to have fared much worse than on the previous treatment. 

It is noted in connection with these control cases that after their 
first (non-control treatment) they relapsed either immediately or within a 
week. The authors do not claim that the low oxygen tension treatment has any 
merit in preventing relapses but it is recorded thet some of these patients 
profess to have no desire for the drug. This is common with addicts under treat~- 
ment when they give up the fight ani make up their minds to go out as soon as 
possible and get more drug. They appreciate what has been done for them and are 
ashamed to tell the truth because of their defeat and because they do not want 
to appear ungrateful. 

To recapitulate, I consider the six heroin cases absolutely out of the 
question as control cases, The others have doubtful value and in any event are 
too few to allow of valid conclusions, 

I would suggest as a measure to decide the value of low oxygen tension 
treatment thet patients be admitted alternately to tanks containing low and 
normal oxygen tension; that they be treated alike in other respects and that the 
person or persons who make observations on them be ignorant of the tension to 
which they are subjected if this can be arranged. If the authors do this they 
should first reexamine their idea as to what constitutes the dose necessary to 
prevent withdrawal symptoms. They have, in my opinion,placed this too high, 
especially with the cases used for controls. A little yawning before the next 
dose does not constitute imbalance. When the addict does not feel a need for 
the next dose before taking it he is taking too much and is bound to increase 
his daily dose enormously. The Mayors’ Committee found six grains to be suf- 
ficient and I think that six grains will keep any addict reasonably comfortable 
although there is no all inelusive rule about it. 

The Report of the Mayors‘ ‘Commit tee (American Journal of Psychiatry, 
November, 1930) is well worth reading. This committee by using a blind test, 
such as I have suggested, found that specific treatments that had been lauded 
with almost poetic enthusiasm as solving the troubles of the addict under treat~ 
ment end afterwards were not only useless but positively harmful. 

The 25 cases treated with low oxygen tension suffered with withdrawal 
symptoms and these symptoms were not less than many addicts have under ordinary 
treatment, (not hyoscine, belladonna, narcosan and other harmful methods but 
simple rapid withdrawal with symptomatic treatment). They also had dyspnea, 
vertigo and headache due to the low oxygen tension, and it appears that nausea 
and vomiting was incredsed in sam of the cases because of it. I am led to be- 
lieve by all the evidence that when a thorough test is made the difference be- 

tween cases treated in low and normal oxygen tension will be the additional 
distress caused by the low oxygen tension. 

Sincerely, 

Senior Surgeon. 
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