
'4 

Q
fl 

I b. alcohol in the <1j_5oatiw tract. *
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d. Accolerzztod alcohol oxidation (ol_:i.mi_n_gl.:ion). 
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capsule form should be provided for '~-=‘ uuo, __ v _ 
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SUBJECT a ALCOIIQL NIIAGOIIISTS ‘

\ 

1. Recently I requested T'fj_o__f-, osr, to provide the available 
' informtion on alcohol antagonists and tho effect oi‘ Benzerlrino, in 

particular-' The initial atudioa indicate four pO88i.bl0 approaches to — 
the problem which hswo not been exh:-xuntivoly atu-lied. 

n. Use of alcohol n.n"n. 
_

0 laeforo _*cl*zfi_r1!:._i,115_. 

1 . Bonzodrine . 

2. Forvitin 

*2 ‘U! 

d‘ 

l. Chqx-cool’ ' " 
2. Aluminum rjol preparations . -- 

c. lloowfy Satin_;;_o£: 7st:~_,rc1:cu and 7|:_LI;5ors‘_bc1:ozfo v.f_nr.1 ‘.':hilo'clr_in1:inr*.-
' 

, H. 

1. Enzyme adjunnts, such as niootinio acid.“ 
l - ' 

-j 

2. 11' 1: 1:-. nntibipnted um 0. preparation in 1151111‘: pill or 
‘ ‘ ’ 

further roaeo.roh could be inatiga‘-zed. at ' and culminated 
quito rapidly to cloterrnino tho 'moa"t offoctivn modium, This work might 
be conducted on part of the "I\RIICIIQ@" program. 

I5. A awrnary of t-ho initial technical findings are attmohcd £0; 
in£’orms.tion purposes. It dooa not represent an extensive povcrago of the 
subject. 
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Attnclnzmnta In"l;o:<ication and Alcohol Absorption 
and Antagonists
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_ 3. Attempts to minimise the intoxlcotivc effects following the
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Intoxication and Alcohol /-bsorption and fl.nt!\,{','Jni:‘.b3 

l. The degree oi‘ intoxication is a function oi‘ the blood-alcohol level. 
This relationship was determined during the increasing and decreasing

- 

phases oi‘ the symptoms, and it was shown to be approximately linear. 
' 

.
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1 
2. The l1"pDfl!'£\YI.CO of symptoms occurred when the "appearance threshold" 

was attained (0.31 to 0.6% alcohol/blood). Tho disappeared when the ' 

"disappearance threshold" (0.36 to 0.75%) ras~ reached. . 

' 
. . \_ 

ingestion oi‘ alcohol have been concentrated upon the following mechanisms.
- 

a. 
D. 
Ce 

_ 
Absorption at the gastric smcesa 
Acceleration oi‘ the oxidation oi‘ alcohol by the liter. . 

Retardation oi‘ assimilation by the cells oi‘ the body (particularly 
cortical brain cells). 

Increased rapidity oi‘ excretion. <1. 

Of these, only researches involving; the first two have provon at all fruitful 
and studies of adsorption have been most thoroughly considered. -\- 

4. Some oi‘ theearlicst work on the absorption of alcohol (1916)
" 

_ 

' ' shows that absorption is prolonged and appears later when the alcohol is 
taken after food. The so.-.~.e workers found that the intake oi‘ food with alcohol 
not only delayed absorption but that the absorption never reached values found 
when alcohol was given on an eznptry stomach. It is claimed that th-is dis- 
npp'3tu'f.\.!lOO oi‘ alcohol is duo in part to the alcohol never I:~oi.n;; absorbed as 
such. The claimants ascribe this to the alcohol being; bouncb to some constituent 
parts oi‘ the food such as proteins and amino-acids. This theory or dilution 
seems to be confined since the_blood-alcohol level varies‘ with the quantity - 

_ 
of feed ingested. - .-_ " 
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» 5. More gen-rcno to the problem at hand than the phys'ic1o|;ical mechanism 
of absorption is the search fcria specific substance to lesson the absorption 
rats and hence lower the blood-alcohol level. Oi‘ the limited number oi‘ foods 
tested, mill! had the [greatest effect. _
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6. A'bl'/Jmptfl in reduce intwzication with drG.g;s us1.m.lly_.aim at an increase 
in the rate of oxidation of the alcohol in the liver. This rate is established V 

by an enzyme process in the liver which can be _in.£‘l-aencod by drug|_-.§._. Tho ‘ 

enzyme process is 0. nicotinic acid-riboflavin oystczzz that is responsible for 
tho oxidation oi‘ alcohol to acotaldohydc and aldehyde-mutace in the oxidation 
of acotaldchydo to acetic acid. -

1 

7. Drugs zvhich accelerate alcohol mctabollsrn include alanine and insulin- 
gluceco. It is claimed that ins\_llin and insulin-frao pancreatic extract are _ 

"‘ capable oi‘ increasing the rate of alcohol metabolism approximately 5015 in ' 

therapeutic doses in man. - 
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8- Autonomic drugs such as ndranerpic pubsbnnces liko annhébtline aulfdto 
(bonzedrino) are found to bc mast offcotivn. It has bco: given in mnountu 
ranging from 0.5 to 0.7 gram:/kilo-body weight to 17 subjects and found to 

I show 0 definite inhibiting etfoct which was graataat after 30 minutes but 
3 than diminished. Tho drug was given both orally and intrnvenoualy filth 

, 
ccmxistent results that were relntod directly and excluaivdly to the amount of 
nnphutnminfi given. Fnrndrine, adrenalin and atropine nulfato were also touted 
and found to be offoctivu in the order listad.
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